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Are clinical trials really more complex than ever? 
 
Why is drug development more efficient than ever, but not more 
effective? 
 
Could Risk-Based Monitoring be having some unintended consequences? 
 
Should CROs be buying investigative sites? 
 
Will new technologies solve the numerous study start-up problems? 
 
Is employee turnover more problematic than suspected?  
  
We address each of those questions in this edition of our Pharmaceutical 
Outsourcing Monitor. We also survey the recent M&A landscape and 
take a look at the 2015 financial results of the outsourcing industry’s 
handful of billion dollar companies.    
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Complexity in Clinical Trials 

After publishing our January comments on complexity, we received feedback from both 
Ken Getz and Harold Glass, each of whom wanted to reinforce his view of the issue.  

• In his analysis of the Medidata Solutions’ database, Ken has shown that the typical 
trial includes more endpoints, procedures, eligibility criteria, CRF pages, protocol 
amendments, and investigative sites than was the case some ten years ago. Further, 
he asserts that Medidata’s datasets are more representative of the real world of 
clinical trials than the www.clinicaltrials.gov site analyzed by Harold’s group. 
 

• In his analysis of the www.clinicaltrials.gov database, Harold has uncovered only 
limited evidence for significant increases in the protocol design and execution of 
Phase III trials. He asserts that www.clinicaltrials.gov database is the most 
appropriate one to analyze, largely because it is the only one that is open to 
independent third party investigation.  

In a recent conference presentation, Ken noted that new data from 2015 reinforces the 
notion of increased complexity in trials; they typically include more endpoints, 
procedures, eligibility criteria, CRF pages, protocol amendments, and investigative sites 
than before.  

Harold doesn’t appear to disagree with those facts. But he doesn’t believe that 
data alone supports the conclusion of increasing trial complexity. 

In a recent piece in the DIA’s Global Forum magazine, Harold discussed “The Urban 
Myth of Increasing Protocol Complexity”. Using data from www.clinicaltrials.gov and IMS 
Health, he noted that two other measurements of per-patient costs in Phase III US clinical 
trials (both per-visit and per-trial) have remained relatively steady during the past several 
years. He wondered why the alleged increases in the number of procedures have not 
been accompanied by similar increases in the costs of each visit or trial. 

Ken answers that question by citing technology’s contribution to the decreasing 
costs of conducting various elements of clinical research. He credits many cost-
saving initiatives with holding down the numbers Harold has analyzed. 

  

New research 
supports prior 
conclusions. 

http://www.clinicaltrials.gov/
http://www.clinicaltrials.gov/
http://www.clinicaltrials.gov/
http://www.clinicaltrials.gov/
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In our January commentary on this issue, we suggested that divergent views on the 
nature of “complexity” reflected the different definitions of that word being used by these 
two distinguished researchers. A dictionary definition of the root word complex describes 
something that is “composed of many interconnected parts”. The drug development 
process may be the epitome of a complex one; but hasn’t that always been the case? 

Because today’s trials include more endpoints, procedures, and eligibility criteria than 
yesterday’s, Ken asserts that they are therefore more complex than in the past.  

While Harold disagrees that today’s trials are more complex, he agrees that they are 
putting greater financial, medical and operational demands on investigative sites. And 
along with Ken, he urges protocol designers to remain alert to using unnecessary medical 
procedures to collect interesting data that is not necessary to justify a product’s 
regulatory approval or support its marketing.  

In early April, Ken and his colleagues at Tufts called renewed attention to the unplanned 
costs and delays associated with protocol amendments in an article published in the 
DIA’s journal Therapeutic Innovation & Regulatory Science.  

After studying 856 protocols provided by fifteen sponsors and CROs, they determined the 
costs to implement each amendment in a Phase II study at $141,000; they calculated the 
comparable costs to implement each amendment in a Phase III study at $535,000.  

The researchers further suggested that nearly half of all substantial protocol amendments 
are preventable. The biggest single reason for an amendment is to change the study 
volunteer eligibility criteria - usually because of changes in study design strategy and/or 
difficulties in recruiting patients. In Phase III studies (the longest and most expensive 
trials) 15% of amendments occur before the first patient is dosed and 65% occur during 
initial enrollment.  

 

As this is being written, the FDA and NIH are evaluating comments to the proposed 47-
page Clinical Trial Protocol Template their agencies published a month ago.  

TransCelerate Biopharma is also evaluating comments made by users of a 33-page 
Common Protocol Template that its 17 member companies have published for the 
industry’s evaluation and consideration.  

 

In conclusion…while they differ in their calculation and/or interpretation of various 
statistics describing the state of clinical trials, both Harold Glass and Ken Getz are 
bringing needed attention to factors that might be making clinical research unnecessarily 
tedious, costly, and difficult to conduct. The FDA and NIH, as well as TransCelerate, 
seem to agree on the need for greater attention to the issue. 

What is 
complexity? 

Protocol 
amendments 
cost time and 
money. 

Having a single 
template might 
help. 
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Monitoring 2.0 

We’ve borrowed this section’s title from our friend Scott Freedman, an industry veteran 
and long-time CEO of the specialty resource management company 
MonitorForHire.com. It uses an Internet-based staffing tool for connecting sponsors 
and CROs with available independent clinical research monitors. We’ll hear from Scott 
later. But first… 
 
Whether the reader connects the initials RBM to risk-based monitoring or remote-based 
monitoring, we suspect he or she will acknowledge the growing relevance and 
importance of that acronym. The idea of moving away from 100% source data 
verification (SDV) to confirming only certain types of data collected in a clinical trial got 
off to a slow start several years ago. But now it appears that most drug development 
organizations and CROs are familiar with the potential of RBM for saving money without 
hurting patient safety or data integrity.  
 
We don’t want to minimize the challenging nature of the details involved in planning and 
executing an effective risk-based strategy at the investigative site, or employing remote-
based monitoring from somewhere other than the investigative site. Yet, it seems 
inevitable that the use of RBM will continue to increase steadily, especially as 
experience shows that technique can be used without jeopardizing patient safety or 
giving the regulatory authorities a reason to reject its use.  
 
We must admit to not having 100% transparency into the progress or processes of every 
trial that included either form of RBM in the recent past. Nevertheless, we are not aware 
of any instance in which the FDA or EMA has refused to accept the data in a New Drug 
Application due to concerns about the validity of the safety data that was collected 
according to the procedures outlined ahead of time in a risk-based monitoring program.  
 
One inevitable result of the increasing use of RBM will be the decreasing need for 
clinical research associates (CRAs) to make multiple visits to every site during every trial 
in order to confirm the accuracy of every data entry in each patient’s Case Report Form.  
 
Scott Freedman is only one industry veteran who has seen a number of clients take 
advantage of newly found “free time” that RBM can provide to the CRAs working on a 
study using that MO. Increasingly, sponsors and CROs are asking their monitors to use 
that freedom to spend more time helping the sites with patient recruitment, training, 
adjusting to challenging protocols, and confirming the appropriateness of the risks 
identified in the RBM design.  

  

RBM requires 
extensive 
planning, and 
meticulous 
execution. 

The role of 
monitors is 
changing. 
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Many industry publications and conferences have featured articles or panels discussing 
the willingness and ability of the typical CRA to perform these additional tasks, especially 
the one involving patient recruitment. We’ve read of some animated conversations about 
the overlapping authority and responsibility of investigators, independent patient 
recruitment firms, and now monitors acting as site recruitment helpers for improving the 
industry’s dismal record of patient recruitment and retention. Despite the potential for 
some re-purposing of the monitor’s role, the growth of RBM suggests that the industry 
needs (and will need) fewer monitors than before. Indeed, while precise numbers are 
hard to identify, it’s possible that the growth of RBM has already led to fewer monitors 
being employed in early 2016 than in early 2012.  
 
But wait, industry publications and conference presentations are replete with references 
to the shortage of monitors. Fewer are needed; but there’s a shortage. Those two 
statements seem to be contradictory. 
 
Back to MonitorForHire.com. All of its 4,100+ registered monitors are regionally based 
in sixty countries. They have an average of fourteen years of field experience. Those 
CRAs can choose to be allocated to either full or part-time work. The company’s 1,000+ 
registered sponsors include CROs, large and small drug, biotechnology, and medical 
device companies, and academic institutions. They frequently request MFH to find 
supplemental monitors, usually those in a specific territory, with specific therapeutic 
experience, or with experience working with certain investigative sites.  
 
Scott Freedman suggests the CRA shortage may be self-created. He believes most 
sponsors and CROs would find it easier to fulfill all their needs if they would make more 
use of alternate resourcing models such as MFH provides to assemble teams of 
independent CRAs.  
 
To us, pirating experienced monitors from a competitor doesn’t sound like a sound long-
term strategy. And counting on academic training programs to supply monitors might be 
impractical. But taking advantage of the large number of experienced, regionally-based 
monitoring professionals who choose to work as independent contractors might be a 
very workable solution to the industry’s oft-stated staffing problems.  
 
On more thought…As was the case when we discussed the differences of opinion 
between Ken Getz and Harold Glass on clinical trial complexity, we would certainly like 
to hear from any sponsor or CRO representative who does not think it’s useful to:  
• move primarily to using risk-based monitoring, 
• re-purpose monitors to accomplish other tasks at the site or elsewhere, or  
• use contractors to recruit CRAs for specific projects.   
 
We’re observers interested in the dialogue, not participants committed to a particular 
business model.  

What’s your 
opinion? 

What about the 
industry’s 
shortage of 
CRAs? 


