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Why have so many recent analgesic trials 
been negative? 

 

1.  Some of the drugs may have little or no efficacy at tested 
dosages in the conditions in which they were studied. 

2.  Many of these recent results are actually false negatives. 
•  ~ 50% of depression trials of approved 

antidepressants fail... 
•  placebo group patients improved “too much.” 
•  the optimal pain patients and pain phenotypes were 

not studied (“personalized pain medicine”). 
•  temporal changes in characteristics of patients 

enrolling in trials. 
•  temporal changes in types of sites conducting trials.  



ACTTION activities: assay sensitivity 

1.  Development of comprehensive registry of analgesic 
trials available from government and industry websites 
and other sources (RReACT database). 

2.  Development of pain-specific CDISC database standard 
for retrospective pooling and for prospective database 
creation and submission of analgesic trials. 

3.  Meta-regression analyses of study-level data from 
published and publicly-available clinical trials: (1) 
neuropathic pain; (2) OA; and (3) post-operative pain. 

4.  Analyses of patient-level pooled data from analgesic 
trials made available by FDA and industry: (1) assay 
sensitivity; (2) development of novel composite outcome 
measures, including pain and physical functioning. 
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1.  Investigate relationships between the 
methodologic features of clinical trials and 
their “assay sensitivity” (i.e., ability to 
distinguish efficacious treatments from 
placebo or less efficacious treatments) 

•  e.g., are certain patient characteristics 
associated with greater assay sensitivity? 

 

2.  Determine whether assay sensitivity can be 
increased by modifying these study features 

•  e.g., possibly by reducing placebo group 
improvement 



Patient factors 
 
•  Minimum pain duration 
•  Maximum pain 

duration   
•  Baseline diary 

compliance 
•  Minimum mean 

baseline pain intensity 
•  Maximum mean 

baseline pain intensity 
•  Baseline pain 

variability 
•  Baseline pain 

consistency 
•  History of treatment 

failure(s) 
•  Sources of patient 

referrals 
•  History of 

psychopathology 

Study design factors 
 
•  Research design 

 (e.g., parallel group vs. 
cross-over) 

•  Number of treatment arms 
•  Study duration 
•  Study quality 
•  Baseline period duration 
•  Titration period presence 

and duration 
•  Dosing strategy (e.g., 

flexible vs. fixed) 
•  Permitted use of rescue 

and/or concomitant 
analgesics 

•  Presence of active 
comparator  

•  Outcome measures 
•  Methods of data collection 

(e.g., paper vs. electronic) 

Study site factors 
 
•  Sources of patient 

referrals 
•  Number of sites 
•  Site investigator 

and staff 
experience 

•  Site investigator 
and staff training 

•  Inclusion of patient 
training 

•  Methods for 
accelerating 
enrollment 

•  Geographic region 



Can we improve the 

selection of patients 

for clinical trials? 



Selecting subjects based on 
characteristics of their baseline pain 
ratings that might reflect rating 
“carefulness” or “thoughtfulness” is 
likely to be less efficient than providing 
training before the baseline so that 
fewer subjects will be excluded because 
of their baseline ratings. 



Patient selection 

Patient training 



ACTTION activities: clinical trial conduct 
and reporting 

  1.  Development of patient and staff training system to 
increase assay sensitivity of pain ratings and other 
patient-reported outcomes, including studies of 
reliability, validity, and effects on assay sensitivity. 

2.  Systematic reviews of analgesic trials focusing on: (1) 
safety reporting, assessment methods, and data 
analysis and presentation; (2) pain outcome measure 
characteristics and reporting; and (3) reporting 
adherence to ICMJE standards. 

3.  Development of definitions, classification system, and 
rating scales for evaluating misuse/abuse in analgesic 
trials (modeled after FDA-sponsored C-CASA and C-
SSRS for evaluating suicidality in clinical trials). 



Pain rating training system: 

1.  Educating the patient that it is very important that 
pain ratings be made in a conscientious and 
thoughtful manner because this is necessary for 
the study to succeed in determining whether or 
not the treatment is effective. 

2.  Identification of personal anchors and use of 
reminders for rating pain in a consistent manner 
throughout the study. 

3.  Missing data diminishes the scientific value of 
the study and of the other subjects’ participation. 



ACTTION activities: clinical trial conduct 
and reporting 

  1.  Development of patient and staff training system to 
increase assay sensitivity of pain ratings and other 
patient-reported outcomes, including studies of 
reliability, validity, and effects on assay sensitivity. 

2.  Systematic reviews of analgesic trial: (1) safety 
reporting, assessment methods, and data analysis; (2) 
pain outcome measure characteristics; (3) analysis and 
interpretation of multiple endpoints; and (4) authorship 
and contribution adherence to ICMJE standards. 

3.  Development of definitions, classification system, and 
rating scales for evaluating misuse/abuse in analgesic 
trials (modeled after FDA-sponsored C-CASA and C-
SSRS for evaluating suicidality in clinical trials). 
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1.  Reporting checklist for 
preclinical studies 

2.  Reporting checklist for 
human experimental 
studies 



ACTTION activities: clinical trial conduct 
and reporting 

  1.  Development of patient and staff training system to 
increase assay sensitivity of pain ratings and other 
patient-reported outcomes, including studies of 
reliability, validity, and effects on assay sensitivity. 

2.  Systematic reviews of analgesic trials focusing on: (1) 
safety reporting, assessment methods, and data 
analysis and presentation; (2) pain outcome measure 
characteristics and reporting; and (3) reporting 
adherence to ICMJE standards. 

3.  Development of definitions, classification system, and 
rating scales for evaluating evidence of drug abuse/
misuse in analgesic trials (modeled after C-CASA and C-
SSRS for evaluating suicidality in clinical trials). 








