
 

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

Introduction 
When it comes to Phase 1 studies, it is typical for research sites to have 
SOPs which cover how to handle emergencies that are commonly-
encountered in the unit. However, few Phase 1 units will conduct drills or 
plan for AEs and deviations that are specific to the protocol or the 
investigational product being evaluated. 
 
Clinical Phase 1 units should be creating detailed Risk Mitigation Plans 
which take into consideration the nuances of each protocol. By creating a 
Risk Mitigation Plan, stakeholders are able to produce a documented, 
systematic approach to identifying potential risks before the trial has even 
begun. A proper Risk Mitigation Plan will: 

 Create a concise understanding of the classifications and 
implications of the risks identified 

 Establish steps for mitigating the risks identified through collective 
thinking based on the experience and guidance of subject matter 
experts 

 Outline the predetermined and mutually agreed upon courses of 
action to be followed in the event a pre-identified risk does occur 

 
By creating a document which achieves these things, sites and the 
sponsors will be able to collaboratively prevent risk and ensure a successful 
study conduct, no matter what may occur.  

Items for Consideration 
Where to Begin 
As stated above, most Phase 1 sites will create general SOPs on how to 
respond to any potential emergencies that may arise during a clinical trial. 
However, for the purpose of this Risk Mitigation Plan, it should be 
developed with the specific protocol in mind. This being the case, you 
should start there.  

The protocol is a very long, yet very informative document. However, not 
every aspect needs to be closely evaluated in order to develop your plan. 
Some sections of the protocol will be more important than others. A good 
place to start would be the Inclusion and Exclusion criteria. 
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Inclusion/Exclusion Criteria 
The I/E criteria will tell you what requirements the volunteer must fill. If 
you’re recruiting a specific patient population, there may be comorbidities 
associated with that disease state, and thus, specific risks associated with 
that type of volunteer. 

Procedures 
Here will be an opportunity to identify any potential risks with the procedures 
outlined in the protocol. Are there any procedures that are complex or 
potentially dangerous to the patient? Are there alternatives to this which 
would be safer for the patient? 

When there are more difficult procedures, you will also need to evaluate 
who is performing the procedure, as experience is an important factor in 
determine how safe the procedure will be. Just because a staff member is 
trained in doing a certain procedure does not mean that they are competent 
in doing so. Research and medicine are not necessarily the same thing, and 
thus, procedures in each need to be treated differently. 

Drug History 
Does the study drug have a profile that is potentially dangerous to the 
volunteer? Does it lower blood pressure? Raise blood pressure? Can it 
cause cardiac arrhythmias? Especially when dealing with patient 
populations, the history of the drug and its known adverse events need to 
be taken into consideration.  

Evaluating these three sections of the protocol will set up a good foundation 
for the development of your overall Risk Mitigation Plan, however, 
consideration should still be given to other aspects of the protocol.  

Beyond the Protocol 
Now that you’ve evaluated the protocol and identified potential risks that 
stem from the I/E criteria, the procedures, the drug profile, and more, it’s 
time to begin looking at aspects of the study which are not outlined in the 
protocol.  

Some of the most common areas in which there are possibilities for risks 
are: 

 Personnel 

 Equipment 

 Recruitment/Retention 

 

 

I/E Risk Example 
If you’re dealing with renal-
impaired patients, they are likely 
to have hypertension, and thus, 
a higher likelihood of cardiac 
issues. So you’ll need to 
consider how the procedures or 
the drug itself may affect this 
kind of patient.  
 
 

Procedures Risk 

Example 
Suppose you need to do CSF 
collection. You can do this one 
of many ways. Suppose your 
site’s method of choice is to do 
CSF collection through a direct 
lumbar puncture. What if the 
volunteer has a deformity or 
narrow channels? It will be very 
painful to conduct the procedure 
and there will be a heightened 
risk of adverse events. How 
could this have been 
prevented? If the site had 
performed an x-ray prior to CSF 
collection, it could have 
identified the potential issues 
and determined that the patient 
would not be a good candidate 
for the study. 
 



 

 

 

 

 

  

 
Personnel Risks 
You’ve got your study team planned and ready to go, but what do you do if 
one of those team members becomes unavailable for the procedures? It’s 
not necessarily difficult to replace one staff member with another, but in 
doing so, how have you affected study conduct? Will this replacement staff 
member be equally as experienced and competent as the one on the 
original team? Will the replacement staff member be trained on the specifics 
of the protocol? If not, that could pose a potential risk to the study. Much of 
this can and should be covered in the planning stages of the study but 
should also be outlined in your Risk Mitigation Plan.  
 
Additionally, the study team as a whole needs to be evaluated. Will the 
members of the team be dedicated to your study alone, or will they need to 
balance their time between yours and other studies taking place at the unit? 
If a dedicated team, what is the overall competency level of that team? If 
there are other studies being run simultaneously at the unit, there is a 
chance that the most qualified staff may be split between multiple teams, or 
that they are working on another study altogether. In this situation, there is 
an increased potential for risk that needs to be considered. 
 

Equipment Risks 
What happens if a piece of necessary equipment malfunctions during your 
study? What measures can be taken prior to the beginning the study to 
avoid that risk? If malfunctions are anticipated still, the site can prepare for 
this risk by ensuring that back-up or replacement equipment is available for 
use with little notice.  
 
If issues with equipment are unavoidable or unprecedented, the next step is 
to plan for a contingency. Suppose a sample is broken in a centrifuge, can 
blood be drawn again before the next timepoint?  
 
Recruitment & Retention Risks 
Are there items in the I/E criteria which may make it difficult to recruit your 
population? For example, if you are conducting a Japanese bridging study 
and need volunteers with high BMI. The BMI requirement is likely to slow 
down recruitment and could potentially delay your study. Even when dealing 
with healthy volunteers, certain criteria can be potentially limiting and 
present difficulties when it comes time to identify volunteers. 
 
Suppose your study will be conducted in two parts with a 7-day washout 
period in between the first and second parts. If, during the first part of the 
study, your volunteers experience intense nausea, vomiting, and diarrhea 
(some of the most common side effects of any compound), it is likely that 
many of the volunteers may not opt to come back for the second period.  
 

 

 

 

 

 

 

 

 

 

 

Equipment Risk 

Example 
Some sites may calibrate their 
centrifuges monthly or yearly. In 
either case, it’s an easy 
exercise for the site to test their 
centrifuges by using a sample 
tube filled with water, running it 
at the same RMP, temperature, 
and length of time as outlined in 
the protocol, and determining 
whether or not tube breakage is 
a risk. If the centrifuge doesn’t 
break the tube in the test run, 
chances are it won’t break 
during the study. An easy way 
to prevent an unnecessary risk.   

 



 

 

 

 

 

 

 

 

 

 

 

 
 

 

Developing Your Risk Mitigation Plan 
Disclaimer 
Your Risk Mitigation will serve as a roadmap for your program, however it’s 
never a straight line from Point A to Point B; nothing in this industry is ever 
perfect. No study has ever taken place without some sort of deviation.  

Something will always go wrong, whether it’s a broken tube in the 
centrifuge, a late blood draw on a volunteer, vital signs being out of range, a 
staff member calls out sick, or a volunteer comes in with a positive drug 
screen.  

Ultimately, there are some issues which simply can’t be prevented. The key 
is in identifying those issues before the study has started and planning a 
proper response which will allow the study to proceed without interruption. 
Taking this into consideration, you can now begin to form your Risk 
Mitigation Plan. 

Creating the Document 
Now that you have evaluated the protocol and other aspects of the trial 
which may present risks, it’s time to start organizing those risks and creating 
contingencies for their occurrence. Your document could be as simple as a 
spreadsheet, or any other document type of your choosing. However you 
choose to create your document, it should incorporate the following: 

 Risk Identifier: A unique way, such as an alphanumeric code, to 
identify the risk in a shorthand fashion 

 Functional Area: The main categorization factor; essentially, what 
type of risk is this? These may vary from site to site. 

 Staff Responsibility: What staff member or department would be 
responsible for overseeing the activity? 

 Procedure Type (if applicable): What kind of procedure is associated 
with the risk? 

 Expected Result: What is meant to happen if the risk or error does 
not occur 

 Probability of Occurrence: On a scale of 1-10, how likely is it that the 
risk will occur? 

 Potential Impact: Should the risk occur, how will it impact the overall 
study? 

 Priority for Avoidance: How important is it to avoid this risk and 
allocate resources for prevention? 

 Steps for Mitigation: What measures will be taken to prevent the 
risk? 

 Contingency: Should the risk occur regardless, how will the issue be 
resolved or corrected? 

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Sample Risk Mitigation Plan 

 

 
 

Summary 
After reviewing the above, you should now be able to begin creating your Risk Mitigation 
Plan. The protocol is designed to instruct on how to conduct the study when everything 
goes according to plan; the Risk Mitigation Plan will provide guidance for how to conduct 
the study when one or more things do not go according to plan. In some cases, risks and 
deviations are unavoidable but contingencies can provide steps for resolution. To review: 

 The Risk Mitigation Plan will incorporate: 
o Classifications and implications of identified risks 
o Steps for mitigating the risks  
o Courses of action to be followed in the event a pre-identified risk does 

occur 

 When beginning to identify risks, start with the protocol. Some main areas to 
evaluate are: 

o Inclusion/Exclusion criteria 
o Procedures 
o Drug History 

 Next, look beyond the protocol. Aspects of the trial where risks can usually be 
identified are: 

o Personnel 
o Equipment 
o Recruitment and Retention 

 Your actual Risk Mitigation Plan can be any type of document, so long as it 
includes items such as: identifier numbers, risk categories, staff responsibility, 
probability of occurrence, and steps to resolve the issue 


