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Do clinical trials 
protocols consider 
real life situations? 

The answer to this question is a difficult one but in 
many cases it is negative. Although clinical trials 
protocols are designed by scientists and physicians 
often they are very restrictive. Of course some of the 
reasons for these restrictions are to eliminate any 
possible risks for the patients. But this could also 
cause serious complications for patients and clinical 
trials teams, which are responsible to follow them. 
Such restrictions are often not overseen properly by 
the clinical trials teams at the set up stage. 
 
What are the common protocol restrictions? 
 

x Inadequate treatment windows – Some 
protocols have very limited treatment 
window of 1-2 days. Often that kind of 
protocols do not take into consideration that 
patients may not be able to attend within the 
given time or clinical trials team may not be 
able to fit the patient in their busy schedule. 
 

x Inadequate imaging requirements – 
Radiology teams are very busy and have 
waiting lists. Often imaging requirements, 
which are not part of standard of care, could 
be a serious challenge for radiology teams. 

 
x Inadequate drug administration times – Some 

protocols limit the time between drug 
preparation and administration in a range of 
minutes. However, often pharmacy teams are 
located outside of hospitals or in a long 
distance from treating teams. It could be a 
serious challenge for the teams to meet such 
requirements. 

 
x Self administration – Not all patients will be 

happy to administer the medications 
themselves. Additional arrangements have to 
be made in such cases. 

x Inadequate drug storage conditions – 
Some medications may require storage at 
-70C. Although this could be important 
for drug storage, it causes serious issues 
to pharmacy teams who may not be 
equipped to store and handle such 
medications. 

 
What are the consequences? 
 
▪ Significant amount of protocol violations and 

compliance issues, which could harm 
clinical trials teams` reputation. 

▪ Missing data for medication safety profile 
analysis. 

▪ Frustration and increased workload for clinical 
trials teams. 

▪ High drop out rate 
▪ Poor recruitment. 
 
 

What could be done? 
 
Although clinical trials teams cannot 
change the protocols they can raise 
any potential issues at early stage 
and make sure these issues are 
addressed before committing to the 
study. It will be unrealistic to expect 
that all protocols will follow 
standard of care requirements but if 
they bias significantly from the 
hospital practices, this should be 
discussed with all teams involved. 
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Clinical Trials and 
EMR: when 
technology meets 
the reality 

Majority of the hospitals have started adopting 
Electronic Medical Records and the challenges with 
the adoption process are well known. However, 
hospitals running clinical trials face extra 
complications. 
 
EMR adoption is not a simple process and it takes 
significant amount of time to transfer existing 
medical records to the online database. During this 
transition process hospitals have to keep their paper 
records and maintain electronic records as well. 
And if this process sounds complicated enough 
with the amount of double work that it creates, the 
situation with clinical trials is even worse. 
 
Keeping electronic and paper records at the same 
time could cause lots of discrepancies between 
EMR and paper records. The result is that clinical 
trials teams have to spent lots of time trying to 
clarify the cause of the discrepancy and verify the 
information. 
 
The other major issue is that EMRs are not 
connected in a network and the information that 
they contain is relevant only for the hospital. As it 
often happens clinical trials patients are seen by 
GPs and local hospitals but this information is not 
available for the treating team. The only way they 
can obtain such information is by sending official 
correspondence to GP or local hospital. The result 
is that there are lot of missing adverse events, 
concomitant medications and assessments, which 
are not available for the clinical trials teams. 

EMR does not have proper tracking. Current EMRs 
provide information on changes of treatment but 
does not provide tracking who has access the 
information. For example, in clinical trials the 
physicians are required not just to review lab 
results but also to have proof they have reviewed 
them. Because EMRs do not track this information 
clinical trials teams have to print lab results for 
physicians to review and sign. This brings 
everything back to storing huge amounts of paper 
work. 
 
Majority of the oncology clinical trials require 
radiology assessments to be done as per RECIST 
criteria (Response Evaluation Criteria In Solid 
Tumors). This is not easy to implement in the 
existing EMR reports so these measurements are 
usually done on a excel spreadsheets, which are 
then printed for physicians to review and sign. 
These are just few of the issues that clinical trials 
teams face when implementing EMR.  
Unfortunately current EMRs are not design to 
support research and cause increased workload and 
frustration for hospital staff. But the bigger 
problem is that they do not provide all the required 
information for the treating physicians to oversee 
clinical trials  patients’  safety. 

“Keeping electronic and paper records at the same time could cause lots of discrepancies 
between EMR and paper records. The result is that clinical trials teams have to spent lots of 
time  trying  to  clarify  the  cause  of  the  discrepancy  and  verify  the  information” 
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Clinical Trials: The 
complicated 
relationship with 
regulatory agencies 

Alike all other highly regulated industries 
pharmaceutical industry also has its complicated and 
always changing regulations. As part of drug 
development process clinical trials also fall under 
specific regulations protecting participants safety and 
well being. 
 
One of the famous documents that everyone working 
in clinical research has to read is Good Clinical 
Practice (GCP). But what is GCP? Is it a regulation 
or not? The answer is: yes and no. GCP is a quality 
standard, recommending how to conduct clinical 
trials involving human beings. Although it is not a 
regulation itself majority of the countries around the 
world have incorporated GCP in their local clinical 
trials regulations. 
 
Apart from GCP requirements there are numerous 
local regulations specific for each country. Although 
it may not look that way for someone not involved in 
clinical trials but the regulations are very dynamic 
and there is almost constant changes in processes and 
procedures on local level. 
 
Considering the complications described above it is 
not surprising that regulatory processes and 
requirements are one of the main challenges for 
clinical trials teams. All teams find it difficult to stay 
on top of changing regulations and keep up with their 
work at the same time. One of the outcomes of this 
situation is fear of inspections, which results in 
inefficient communication with regulatory agencies. 

Unfortunately some pharmaceutical companies 
have adopted an easy but not necessarily correct 
approach:   “we   don’t   know   what   the   regulatory  
agency   want   in   this   case   so   let’s   cover   all  
options”.  The  result  of  such  approach is that often 
the solution is worst than the problem. This has 
negative effect on everyone involved in the 
process: 
 
▪ Already busy regulatory agencies have to deal 

with extra amount of submissions and 
notifications, which may not be even 
needed. 

▪ Pharmaceutical companies have to prepare lots 
of additional documents, which may not 
be required at all. 

▪ Clinical trial teams experience increased 
workload and additional administrative 
work. 
 

Ironically, the solution to all these complications is a very simple one: 
communication. Instead of generating additional work for all parties involved, 
simply ask the regulatory agency for recommendations and advice. All regulatory 
agencies have helplines and are happy to answer questions and provide 
recommendations. 
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Is Good Clinical 
Practice (GCP) 
training enough? 

In most of the cases training in clinical research is 
limited to GCP training. It is true that good 
understanding of GCP is a critical for everyone 
involved in research, however is it enough? 
 
When I started my very first job in clinical 
research my training included GCP and 
company’s  standard  operating  procedures  (SOPs). 
After the trainings I was allocated my first task, 
which  was  Ethics  Committee  submission  and…  I  
had no idea how to do that. In theory everything 
sounded clear enough but when I had to perform 
submission  for  specific  study  I  didn’t  know  what  
to include in the submission, who to contact, etc. 
In reality this is the case with many new people 
who start their first job in clinical research. 
 
Unfortunately due to the resource issues and high 
turnover majority of the new team members in 
clinical trials teams   are   left   to   “figure   it   out   on  
their   own”.   However,   this   approach   comes   with  
consequences not only for the new team member 
but also for the whole team. 
 

x Increased safety risks for patients. 
x Increased errors, missed assessments, 

incorrect data entry, protocol violations, 
none compliance to regulatory 
requirements, missed deadlines, etc. 

x Inefficient team work. 
x Frustration for the new team member, 

which makes it more likely to leave the 
job. 

x Frustration for the whole team. 

All these complications show that it is worth 
investing time in properly training new staff. There 
are few approaches that will help new team 
members: 
 
▪ Assign mentor to support new staff. 
▪ Allocate period of time for new member to 

“shadow”  and  support  one  of  the  experienced  
team members. 

▪ Request regulatory team in your hospital to 
provide training in regulatory requirements 
and to support new submissions. 

 
It is always better to do everything correctly at the 
beginning instead of fixing errors on a later stage, 
which could cause additional stress before 
inspections. 

“When I started my very first job 
in clinical research my training 
included   GCP   and   company’s  
standard operating procedures 
(SOPs). After the trainings I was 
allocated my first task, which was 
Ethics Committee submission 
and…   I   had   no   idea   how   to   do  
that.” 
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The complications 
beyond Apple 
ResearchKit 

Apple ResearchKit attracted a lot of attention from 
researchers after its announcement on 9th of March 
2015. One of the most discussed topics is clinical 
trials recruitment and consent option and all 
possible ethical challenges associated with open 
access database. 
 
Although there are some valid points for concern 
this is a great opportunity for researchers to be able 
to adopt electronic recruitment and consent. 
Currently there are companies that offer web-based 
recruitment and consent options for clinical trials. 
However, these options are not cost effective and 
therefor not widely adopted. This is why Apple 
ResearchKit for clinical trials is an important step in 
the process of adoption of electronic consent 
process,  which  could  improve  significantly  patients’  
participation in clinical trials. 
 
However, the main challenge remains and it is not 
related to electronic consent process and 
ResearchKit ethical concerns but to clinical trials 
design. Majority of the clinical trials require 
participants to attend clinic and have assessments. 
Therefor, clinical trials participation cannot be 
limited only to online data collection. 

Case study 
 
A very good example of this challenge is a recent 
phase 1 paid study with healthy volunteers, which 
was using web-based electronic consent and 
recruitment. In this particular study participants 
were able to complete eligibility assessment online 
and sign electronically initial agreement to 
participate in the trial. Then they had to book an 
appointment with clinical trials team to attend their 
first visit and have a full consent. There was a 
great interest in the study and lots of people 
registered in the web-site, however then the real 
challenge emerged. 
 
▪ Participants provided wrong contact details 
▪ Changed their mind and decided not to 

participate 
▪ Not answering their phones and e-mails 
▪ Participants not attending their appointments 
▪ Withdrawing from the study after the first 

appointment 
▪ Providing wrong information about their 

medical history, not meeting eligibility 
criteria, etc. 

 
The result was that clinical trial team was 
frustrated with lack of contact with participants 
and constant challenges. The online assessment 
and consent system, which was supposed to 
streamline the process, has become time- and 
resource-consuming burden. 
 
 

In clinical trials the real challenge begins after the online assessment and consent. 
Can we trust the data provided? Do the participants understand the requirements of 
the clinical trial? Are they serious about participating? 
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Clinical Trials Filing: Guidance and 
Recommendations For Site Files 

 
 
In   2015   was   released   of   our   guide   “Clinical   Trials   Filing:   Guidance   and  
Recommendations  For  Site  Files”.  This  is a practical guide for healthcare staff 
working on clinical trials, which aims to explain basic filing requirements and 
potential  inspections’  issues. 
While it is often presumed that clinical trials teams are behind with their filing 
because   they  don’t  have time, in reality lots of teams are not quite sure about 
filing requirements. The purpose of this guide is to help them understand the 
reasons behind specific filing requirements and improve their compliance. 
Our eBook is available as Kindle edition at Amazon and you can find it in 
Amazon store and purchase it at symbolic price. 
 
 

Guide is available here 

http://www.amazon.com/dp/B00V3GWEZ4
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Feasibility stage – 
asking the right 
questions 

Those who have experience with clinical trials are 
aware that feasibility is a short study specific 
questionnaire, which is sent to potential sites as part 
of site selection process. Usually the feasibility is 
asking specific questions about patient population, 
standard of care, local regulatory processes and 
available facilities and resources at the site. 
However, usually feasibility stage is often 
considered as   part   of   Sponsor’s   site   selection  
process, while in reality this is the stage when the 
site evaluates if they want to do the proposed study. 
 
Upon final signed confidentiality agreement 
hospitals’   clinical   trials   teams   receive   feasibility,  
study protocol and Investigational Brochure, which 
contains product specific information. Clinical trials 
teams very often overlook this initial step and it is 
common consultants to accept quickly new studies 
without further discussions. 
 
Why it is important to ask the right questions at 
feasibility stage? 
 
▪ It is important to understand the study 

requirements before making commitment. 
▪ Although the study title may sound 

straightforward there may be lots of 
complications in the protocol that will 
prevent recruitment. 

▪ Protocol   may   not   fit   hospital’s   standard   of   care  
guidance. 

▪ Eligibility criteria may be very restrictive. 
▪ If the study is already running and the Sponsor is 

looking for more sites it is important to 
understand the reasons for adding new sites. 

▪ Discuss with all departments involved if they will 
be willing to work on the study. 

▪ Estimate the resources required to run the 
study. 

▪ Check your current patients to confirm they will 
be eligible to participate in the study and 
give realistic recruitment figure. 

▪ Check with your regulatory team how long it 
will take to set up the study and receive 
all approvals. 

▪ Make sure the budget is adequate to cover 
amount of work involved. 

▪ Check if there are competing studies in your 
department. 

▪ Take time to familiarize with the product and 
adverse events. 

 
What could happen if the clinical trial teams do 
not perform proper evaluation of the study? 
 
▪ Patients do not benefit from the new treatment. 
▪ Low recruitment. 
▪ Increased workload and pressure from Sponsors 

and hospital administration. 
▪ Lack of financial return. 
▪ Damaged hospital reputation. 
▪ Better and more beneficial studies are not 

selected. 
▪ Hospital not selected from the Sponsor in future 

studies. 

“It is important to understand 
the study requirements before 
making  commitment.” 
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Clinical trials set 
up: Nursing team 

It is common nursing teams not to be very much 
involved in clinical trials selection and set up. Usually 
there is one or two nurses who are supporting the set 
up but often the whole nursing team is not kept up to 
date with new studies. This approach could cause 
serious issues after study set up when the nursing 
team is supposed to support the study. 
 
Why are nursing teams important in clinical trial 
selection and set up process? 
 
▪ Nurses are primary contact for lots of patients and 

they have very good overview on potential 
patient population. They can provide realistic 
recruitment figures. 

▪ Experienced research nurses can identify potential 
issues even at site selection stage. 

▪ Nurses are in constant contact with different 
departments and have very important 
information regarding workload, potential 
issues, etc. 

▪ Nurses can provide information on potential 
referrals from other departments. 

▪ Nurses are aware of logistic challenges. 

Considering the high workload of nursing teams, 
it is understandable why they do not get involved 
at initial set up phase, however it will still be 
very beneficial new studies to be discussed 
during department meeting or Site Evaluation 
Visits. 
 
What are the benefits of involving nursing teams 
in clinical trials set up? 
 
▪ Smooth study set up – nurses will be already 

aware of the study and potential 
challenges before the start. 

▪ Better workload management – they will be 
aware about the required time they have 
to dedicate to the study and make 
internal arrangements to assure the 
clinical trial is covered appropriately. 

▪ Better recruitment planning – nurses will be 
aware of recruitment challenges and be 
able to plan better support for the study. 

▪ Better logistics – nurses will be able to arrange 
better logistics once they know what 
challenges to expect. 

“Nurses are primary contact for lots of patients and they have very good 
overview on potential patient population. They can provide realistic recruitment 
figures.” 
 
“Experienced research nurses can identify potential issues even at site selection 
stage.” 
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Clinical trials set up: Pharmacy team 
Although majority of the hospitals have already 
established contacts and work schedule with their 
pharmacy team it is still common pharmacy to be 
involved at later stage and not during the initial set 
up of the study. Not communicating with pharmacy 
team during the initial study selection and set up 
has its complications. 
 
How could pharmacy team help during clinical 
trial selection and set up? 
 
▪ Pharmacy team could raise important questions 

regarding study drug and its safety profile. 
▪ Pharmacy team could spot any potential logistic 

issues. 
▪ Pharmacy team could provide feedback on 

treatment schedule, drug preparation and 
administration. 

▪ Pharmacy team could provide information on 
drug storage requirements and if pharmacy 
is able to accommodate them. 

Pharmacy team could identify potential deviations 
from standard of care, which could affect the 
recruitment. 

Still quite often clinical trials teams accept studying 
presuming pharmacy team will not have any issues 
with them. However, it is common in such cases to 
experience delays in study set up because of issues 
identified by pharmacy team during their study 
review. If there is a proper communication between 
all teams at the initial selection stage, this will 
reduce potential delays. 
 
What are the consequences of not involving 
pharmacy team in clinical trials selection and set 
up? 
 
▪ Pharmacy related issues are identified later in the 

study set up, which causes delays. 
▪ Drug related logistic issues are identified after 

the drug is delivered to the hospital, which 
causes confusions and delays. 

▪ Pharmacy is not fully prepared to handle the 
study drug, which causes frustration in the 
team and potential safety issues. 

▪ Resource issues in the pharmacy. 
▪ Slow recruitment. 
 

The only way to avoid complications at the beginning of the clinical trial is to keep 
all parties involved in the study informed. Never presume there will be no 
questions from pharmacy unless the clinical trial is discussed with pharmacy team.  
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Clinical Trials Set 
Up – Radiology 
team 

How many clinical trials teams have good 
communication with their radiology team? 
Unfortunately, the answer is: Not many. Oncology is 
one of the main areas of research and all oncology 
clinical trials involve radiology teams. Of course, the 
radiology teams participation is not limited only to 
oncology studies. However, it is still common 
clinical trials teams not to have a good relation with 
radiology teams. Part of the challenge is that often 
radiologists work on rotation in different hospitals. 
 
Why do we need to involve radiology teams in 
clinical trials set up? 
 
▪ Radiologists can assess the imaging requirements 

for the study and if they can be performed at 
the hospital. 

▪ Radiology teams can point out potential logistic 
issues, reactive shortages, etc. 

▪ Radiology team can provide information on their 
current workload and potential challenges. 

▪ Better communication with clinical trials team and 
clear procedures to follow the protocol 
assessments. 

 
It is common clinical trials teams to presume that just 
because the equipment is available at the hospital, 
there will be no issues with performing the 
procedures as per protocol. But the reality could be 
quite   different.   Do   not   “surprise”   your   radiology  
team with additional workload without consulting 
with them first. Lots of radiology teams have waiting 
lists and are under resourced. 

What are the consequences of not involving 
radiology team in clinical trials set up? 
 
▪ Delayed recruitment. 
▪ Unperformed procedures or delayed radiology 

reports. 
▪ Inadequate imaging as per protocol 

requirements. 
▪ Logistic issues. 
▪ Radiology team may decline the study after it is 

set up and clinical trials team will need to 
find alternative solution for imaging. 

▪ Frustration and increased workload in 
radiology team. 

 
Working in close collaboration with all teams 
involved in the clinical trial is critical for the 
success of the study. All teams are equally 
important and good communication with 
radiology team could affect significantly clinical 
research performance at the hospital. 

“How many clinical trials teams 
have good communication with 
their radiology team? 
Unfortunately, the answer is: Not 
many.” 
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Clinical Trials Organizer: 
Tracking ICF 

Re-consenting patients is important part of all clinical trials because it is a regulatory requirement all 
patients to be aware of new safety information regarding their treatment, which will allow them to 
decide if they would like to continue their participation in the study. While some studies do not have 
lots of updates on their informed consent, some tend to have quite frequent safety updates. 
 
However, working on numerous clinical trials could be a challenge for health care staff to keep track 
on   patients’   consent   process.   Additional   challenge   is   that   usually   there   is   a   regulatory   requirement  
patients to be informed for new safety information within specific timeframe and noncompliance could 
trigger inspections and even sanctions against the research team. 
 
Clinical Trials Organizer (CTO) is a mobile application that allows health care staff to set reminders 
for individual patients in different clinical trials and also could help to track re-consenting process. 
 
1. Adding a subject reminder 
It is easy to add a new reminder in Clinical Trials Organizer and we can demonstrate this in 4 simple 
steps. CTO allows to select appropriate treatment or follow up schedule, which will trigger automatic 
reminders. 
 
2.  You  can  add  a  reminder  message  regarding  patients’  re-consenting on each patient reminder in the 
free text reminder message field. 
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3. You can include update  on  patients’  consent  status  in  the  Study  field,  which  will  improve  visibility. 
 
4. This will allow you to easily see which patients are re-consented via the search option. 
 
Clinical Trials Organizer could help improve compliance to regulatory and safety requirements. 
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White Paper: Clinical Trials – The Art of 
Site Management 
 
“Clinical  trials  monitoring  is  often  considered  as  limited  to  therapeutic  area  knowledge  and  
monitoring experience, ignoring the vital part of the process – the soft skills, or the ability to work 
with people. Building proper work relationship with healthcare staff working on clinical trials 
could  affect  the  project  timelines,  quality  of  work  and  Sponsor  Company’s  image.  Therefore,  
more attention has to be paid on providing guidance and training the monitoring team so they 
can possess adequate soft skills and be able to face the challenges working with people who do 
not operate under their authority. 
This white paper will discuss practical approaches in building work relationships with healthcare 
staff based on our company philosophy and experience. 
 
Introduction 
“Team  work”  and  “collaboration”  are  the  most  common  terms  used  by  management  teams  when  
it comes to managing people. However, teamwork and collaboration are not easily applied when 
the  Sponsor’s  representative  have  to  work  with  healthcare  staff  who  is  under  resourced,  
experienced high turnover and not legally obliged to respond to urgent requests. Still the outcome 
of lack of proper work relationship with healthcare staff could be significant: high turnover, 
missed deadlines, decline in quality of work, frustration, negative image of the Sponsor Company, 
etc.  “ 
 

Download the whole white paper 

https://solutionsop.co.uk/download/1674/
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Clinical trials set 
up: Budget-
planning tips 

Some hospitals work closely with their financial 
departments, which support clinical trials budget 
and contract negotiation, however there are lots of 
hospitals that do not receive such support. In lots of 
cases budget negotiation is left to study 
coordinators, radiology teams, nurses, pharmacy 
technicians, etc. This is an addition to their busy 
schedule and often the result is inadequate budgets, 
lack of invoicing, etc. 
 
Budget and contract negotiation process is critical 
for part for the success of clinical research in the 
hospitals. Although clinical trial teams are 
experienced in budget and contract negotiation, it is 
highly recommended the teams to receive support 
from hospital financial department. 
 
What are the common complications in clinical 
trials budget planning? 
 
▪ Inadequate budgets: Sponsors try to reduce costs 

of research and this includes budgets 
offered to hospitals conducting research. 

▪ Lack of financial planning for long-term studies. 
▪ Underestimation of workload involved. 
▪ Lack of payments tracking. 
▪ Lack of invoicing or inadequate invoicing. 
▪ Inadequate knowledge about country specific tax 

system – VAT, etc. 
What could be done to improve clinical trials 
budget and payment process? 
 
▪ Clinical trials teams have to perform detailed 

review of the protocol and proposed budget 
to evaluate if the budget covers all costs 
associated with the clinical trial. Often 
clinical trials teams use the payments for 
clinical trials to fund research and hire new 
staff. Accepting low budgets that do not 
cover all costs will cause significant 
financial costs to the hospital and research 
team. 

▪ Often clinical trials teams fail to plan properly 
long-term studies. For example, if the study 
is running for 5-10 years it is likely the 
budget to change over time. In such cases 
clinical trials teams have to include option 
in the contract that will allow them to 
revise the budget every couple of years. 

▪ During the last couple of year more Sponsors 
have switched to remote monitoring and 
other activities, which require more input 
for the sites and administrative support. 

▪ Unfortunately, still there are lots of hospitals, 
which do not track work done for their 
clinical trials and they entirely rely on 
Sponsors to provide them payment 
forecasts. This is a very bad practice that 
could result in underpayments or 
overpayments and significant financial loss 
for the hospitals. 

▪ It is still quite common clinical trials team to fail 
to provide proper invoicing as required per 
contract or to provide inadequate invoices. 
The result is delays in payments and 
sometimes these delays are not just months 
but years. Sometimes the consequence of 
this is huge outstanding payments, which 
could be estimated in thousands. This is a 
very serious issue for the clinical trials 
teams and hospital finances. 

 
 

The main recommendation for all 
teams is to determine who will be 
responsible for budget tracking 
and invoicing during study set up 
in order to avoid delayed payments 
when the study starts. 
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Can you start clinical 
trial without local 
regulatory approval? 

Often clinical trials teams have country approval 
and Central Ethics Committee (CEC) approval but 
they have to wait for their Local Ethics Committee 
(LEC) approval as well. Some LECs are very 
organized and issue approvals shortly after 
regulatory and CEC approvals, however there are 
LECs, which tend to be slow due to increased 
workload or reduced recourses. It is common in 
such cases clinical trials teams and Sponsors to 
grow impatient and to be egger to start before LEC 
approval. 
 
So  if  you  are  sitting  in  your  office  thinking,  “Well,  
of course, LEC will approve it. We can start pre-
screening patients for the study and randomize 
them  after  we  receive  approval.”  – Please  don’t  do  
that! It is mandatory to have all required regulatory 
approvals before working on clinical trial. This 
could be not just major finding during inspections 
but could cause you serious troubles. 
 
What  could  possible  go  wrong  if  you  don’t  wait  for  
LEC approval? 
 
▪ LEC rejects the study – This may not be 

common scenario but it happens. 
▪ LEC request additional information or changes 

in ICF – This is not so unusual. 
 

▪ LEC rejects the sub-study – It is possible LEC to 
reject sub-study if they have safety 
concerns. 

▪ LEC have requested additional information or 
rejected the study, however you have been 
contacting potential patients. Your patients 
will be disappointed and frustrated by the 
missed opportunity for new treatment. 

▪ You have potential patients, who are eligible and 
you have informed them that you are 
waiting for LEC approval before they can 
start treatment. By the time you receive 
approval, your patients may no longer be 
eligible for the study. This could cause 
them frustration and distrust in the treating 
team. 

▪ Your team is pre-screening patients but not 
informing them about the study. There are 
a few eligible patients but by the time LEC 
approval is received they are no longer 
eligible. In this case you are wasting your 
resources on pre-screening activities on a 
clinical trial, which is not approved yet, 
instead of focusing on recruiting studies. 

▪ LEC team has realized you have started pre-
screening without their approval. This 
could trigger internal inspection and create 
internal conflict between the investigator 
and LEC. 

 
In order to avoid unnecessary stress and conflicts, it 
is always better to wait for all approvals before 
preforming any work on a clinical trial. 

“So if you are sitting  in  your  office  thinking,  “Well,  of  course,  LEC  will  approve  it.  We  can  start  
pre-screening   patients   for   the   study   and   randomize   them   after  we   receive   approval.”   – Please 
don’t   do   that!   It   is   mandatory   to   have   all   required   regulatory   approvals   before working on 
clinical  trial.” 
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How to report 
Serious Adverse 
Event in clinical 
trials? 

Reporting adverse events in clinical trials is critical 
for  patients’  safety  and  drug  profile.  Majority  of  the  
clinical trials nowadays use electronic adverse 
events reporting. 
 
In order adverse event to be considered serious it 
should meet one of the following criteria: 
 
▪ Death – Please note in some clinical trials 

“death”  may  not  considered  SAE. 
▪ Life-threatening 
▪ Hospitalization (initial or prolonged) – Please 

note in some studies initial hospitalization 
may not be considered SAE. 

▪ Disability or Permanent Damage 
▪ Congenital Anomaly/Birth Defect 
▪ Required Intervention to Prevent Permanent 

Impairment or Damage (Devices) 
▪ Other Serious (Important Medical Events) 
 
Usually SAEs have to be reported to the Sponsors 
within 24 hours after clinical trials team discovers 
the event. This, of course, leads to some 
complications because team members could be on 
annual leave, sick leave, attending conference, etc. 
If there is no back-up from the research team 
usually a hospital staff member could report SAE 
using  paper  form  if  they  don’t  have  access  to  CRF. 
 
 

 
▪ Patient identification – You have to use patient 

clinical trial number. Please remember 
never to include patient name, hospital 
number or any patient personal details. 

▪ Adverse Event term 
▪ Don’t   report  procedures  (colonoscopy,  CT  head,  

fistula surgery, etc.) as SAE because safety 
team that reviews all SAEs needs to know 
the actual or suspected diagnosis. 

▪ If   you   don’t   know   the   diagnosis,   write   down  
suspected diagnosis. Event term could 
always be changed when additional 
information is available. No need to wait 
for final diagnosis to report SAE. 

▪ Don’t   report   lab   results   (elevated glucose, low 
Hb, etc.) as SAE term and always use the 
underlining condition, which caused 
abnormal lab results. 

3 Start date of the SAE – this is usually the date 
when the existing adverse event became 
serious or in case of hospitalization – the 
date of admission. 

4 Severity of the SAE – serious, moderate or mild. 
5 Reporter – the name and contact details of the 

person who reports the SAE. This is in case 
safety team has to contact you for 
additional information. 

6 Study drug – any available information about 
study drug like dose, last time taken, how 
long the patient was on medication, etc. 
 

Please remember that the reported SAE could 
always be updated when new information is 
available. There is no need to have all details to 
report SAE but the 6 points above are highly 
recommended for initial reporting. 

Imagine you do not work on a clinical 
trial but you have learnt that one of 
the patients have had adverse event 
that meets the SAE reporting criteria. 
What do you need to report as 
minimum to the Sponsor? 
 



 

 17 

Common RECIST 1.1 
data entry issues in 
clinical trials 

RECIST (Response Evaluation Criteria in Solid 
Tumors) is used in all oncology clinical trials with 
solid tumors. The main purpose of RECIST is to 
have consistency in tumor evaluation in clinical trials 
and make sure that all tumors are assessed using the 
same standard. Without RECIST the data from 
different countries or even different hospitals 
participating in the same study will vary to such 
extend that the results will not be comparable. 
 
Although radiology teams do not have any issues 
using the latest version of RECIST 1.1 often study 
coordinators and data managers at the hospitals who 
are involved in data entry do not have enough 
experience with solid tumor criteria or are confused 
with RECIST 1.0. Inadequate data entry could be a 
serious challenge in data review and analysis and 
often result in additional work for clinical trial team 
and radiology team who have to review again the all 
radiology data. 
 
What are the most common RECIST 1.1 data entry 
issues? 
 
1. Lesion description should be the same for all 
assessments – for example, if you have lesion 
description   “left   axillary   lymph   node”,   it   should   be  
the same for all assessments. If there is a discrepancy 
in radiology report you have to contact radiology 
team for clarification. 
2. Lots of target lesions per organ – While RECIST 
1.0 allowed up to 5 target lesions per organ in 
RECIST 1.1 this was reduced to 2 target lesions per 
organ. Please note that lymph system is considered as 
“1  organ”  and  if  you  have  more  than  2   lymph  nodes 
listed as target lesions you will need to contact 
radiology team for clarification. 

3. Non-measurable lymph nodes entered as 
measurable – lymph nodes are pathologically 
enlarged is they are >10 mm in short axis 
diameter (SAD). In order nodal lesion to be 
considered   measurable   it   should   be   ≥   15  mm   in  
SAD. 
4. Some bone and cystic lesions could be 
measurable – lytic or lytic-blastic bone lesions 
with a soft tissue component and metastatic cystic 
lesions could be measurable if they meet the 
minimum size criteria. 
5. Inconsistency  in  “too  small  to  measure”  lesions  
– if the target lesion is too small to be measured it 
should  be  entered  as  “5  mm”  (which   is   the  value  
of slice thickness of most spiral CT scans). 
However, if the lesion has disappeared it should 
be  documented  as  “0  mm”.  If  it  is  not  clear  from  
radiology report, please contact your radiology 
team for clarification. 
6. Inconsistent tumor response data entry: 
▪ Complete Response (CR) requires 

disappearance of all extranodal lesions, 
regression of all nodal lesions to < 10 mm 
SAD and normalization of tumor markers 
level. 

▪ Progressive Disease (PD) is assessed when the 
sum   of   the   diameters   has   increased   by   ≥  
20%   and   ≥   5   mm   from   nadir (including 
baseline if it is the smallest sum). 

▪ Recurrence of Lesions – For patients with 
Complete Response (CR) reappearance of 
a lesion would be considered Progressive 
Disease (PD). 

▪ Unable to assess – For example, if one of the 
target lesions has status “unable   to  
assess”   then   the   overall   status   of   the  
target   lesions   should   also   be   “unable   to  
assess”.   Same   principle   applies   for   non-
target lesions. Please note that this could 
change your overall tumor response as 
well. 
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How to ship lab 
samples in clinical 
trials? 

Majority of the clinical trials use external facilities 
for lab samples analysis and storage. These 
facilities are knows as Central lab and they are 
specific for each region (for example, Europe, Asia, 
South America, etc.). 
 
Some clinical trials may not require lots of lab 
samples, however majority of the studies have very 
complex lab samples requirements. The most 
common sample requirements are hematology and 
chemistry panels, but usually there are study 
specific sample requirements. 
 
One of the challenges in lab samples handling is 
that often there are different samples, which should 
be stored and shipped under different conditions. 
The most common shipping requirements are: dry 
ice, ice packs and ambient temperature. 
 
What do we need to know about lab samples 
handling health and safety? 
▪ Dry ice is used for frozen lab samples. It is toxic 

material and should be handled carefully. 
People who handle dry ice lab samples 
should have a special training, usually 
provided by the hospital or certified 
agency. Normally dry ice is ordered from 
the courier 24 hours prior shipping 
samples. Each clinical trial has specific dry 
ice order form. 

▪ Ice packs are used to keep samples chilled but 
not frozen. They are safe to use and should 
be refrigerated overnight before shipping. 
Usually ice packs are provided by Central 
lab with lab kits. 

▪ Ambient samples are shipped at room 
temperature. 

Lab manuals have detailed information regarding 
each sample shipping requirements. It is important 
that these instructions are followed carefully and 
samples are not compromised. 

What are the common issues with lab samples 
shipping? 
▪ Samples sent in a wrong shipping box, which 

results in a delayed delivery or return to the 
site. 

▪ Inadequate labeling – missing dry ice label, 
category B label, etc. 

▪ Samples arrived on melted dry ice due to delay. 
▪ Samples shipped at wrong shipping conditions. 
▪ Samples shipped with inadequate documentation 

– missing proforma invoice, etc. 
 
How to avoid shipping mistakes? 
▪ Lab samples should have the appropriate 

labeling on the shipping box. Always use 
the provided shipping boxes for the study 
to avoid confusions. Always follow the 
instructions for packaging of ambient, 
refrigerated and frozen samples. 

▪ Samples shipped on dry ice should always have 
dry ice label clearly displayed – UN1845. 

▪ Make   sure   you   have   “Next   day   delivery”   label  
for samples shipped on dry ice, otherwise 
delivery could be delayed and dry ice will 
melt. 

▪ If you have mix of ambient, frozen and 
refrigerated samples, always refer to you 
Central lab manual to avoid mixing up the 
samples. 

▪ Make sure you have all proper documents for 
shipping samples. Missing proforma 
invoice or other information could cause 
delivery delays. 

 
Always consider weather conditions – during hot 
summer days or cold winters there may be different 
shipping recommendations and you need to check 
with Central lab and courier to avoid compromising 
your samples. These temperature deviations are 
especially important for ambient samples shipping. 
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Common issues with 
lab samples handling 
in clinical trials 

Collecting lab samples for clinical trials could be very 
complex depending on the study. Some studies 
require lots of different samples to be collected and 
processed, which could take significant amount of 
time. Additional documentation and labeling could be 
extra burden for clinical trials teams. However, once 
the team gets used to the study, sample collections 
become easier or at least not so confusing. 
 
The process of samples collection, processing, 
storage and shipping is described in Central lab 
manual. But sometimes Central lab manuals could be 
confusing and need extra time to identify the correct 
process and samples collection. 
 
The minimum labeling requirements for lab samples 
is   to   have   study   number,   patient’s   randomization  
number and visit date. However, some labels may 
require collection time as well. 
 
What are the common issues with lab samples 
handling? 
▪ Wrong collection tubes used – this could be result 

of confusing colour caps. 
▪ Wrong visit labels – it is common issue clinical 

trial teams to use unscheduled lab sample 
instead of specific visit label. 

▪ Wrong patient number – this is another issue, 
especially when a few patients attend for their 
appointment at the same date. 

▪ Missing information – often there are missing visit 
dates or collection times. 

▪ Wrong storage conditions – this is common issue, 
especially in clinical trials with lots of 
samples that require different storage 
(ambient, refrigerated and frozen). 

▪ Expired lab kits used – this is a very common 
problem. Sometimes different tubes in the lab 
kits have different expiration date and this 
could cause serious confusions. 

▪ Wrong samples collected – in some clinical trials 
there are sub-studies, which require 
additional lab samples, however not all 
patients would consent to participate in the 
sub-study but the clinical trial team has 
collected samples in error. 

x Missed samples – another common 
problem in clinical trials, especially at 
the end of the study. 

 
Sample collection issues could have significant 
impact on data collection and final analysis of the 
study results. Inadequate sample collection could 
result of destroying lots of samples, which 
otherwise would be used for study drug profile 
analysis. This is why it is critical clinical trials 
teams to do their best to avoid errors. 
 
How to avoid lab sample errors? 
 
▪ Always make sure patient is consented prior 

sample collection. In case of sub-study, 
make a list with patients who have 
consented to participate in the sub-study, 
in order to avoid confusions. 

▪ Always check which samples have to be 
collected  prior  patients’  appointments. 

▪ Prepare tubes and labels in advance if you 
have several patients attending clinic at 
the same time. 

▪ Use provided spreadsheets or trackers to 
document visit date and collection time. 

▪ If you are collecting lab samples for the first 
time for this study, make sure you have 
reviewed the Central lab manual in 
advance and you know which tubes to 
use. 

▪ If you have to collect different samples that 
require different storage conditions, try 
to separate them or label them in 
advance. 

▪ Always check expire date on your lab kits and 
tubes and discard expired kits as soon as 
possible to avoid confusions. 

 
Do not forget to document sample collection on 
worksheets or in source data. If it is not 
documented, later on it will not be clear if the 
sample was collected. 
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Clinical trails 
imaging set up and 
requirements 

Majority of the clinical trials require images to be 
performed and often sent to external vendor. These 
imaging requirements vary between different 
clinical trials and information about specifications 
should be available before the start of the study. It 
is important imaging requirements to be 
communicated with radiology team as early as 
possible to assure that they can commit to the study 
and perform all images as per protocol. Once 
radiology team has confirmed they can do the 
images the set up can commence. 
 
Some hospitals are lucky to have radiology 
coordinator who is looking after clinical trials and 
is a main point of contact. Usually the radiology 
coordinators are familiar with set up requirements 
for clinical trials and they can support smooth study 
start. However, not all hospitals have radiology 
coordinators and often radiology set up is done by 
clinical trial coordinator who is not necessary 
familiar with all specifications (especially if the 
person is not experienced). 
What is required for radiology set up? 
▪   Radiology team has to be provided 

with detailed information about imaging 
and confirm that they will be able to 
perform the assessments. 

▪   You need to identify (from the 
protocol or imaging manual) if the clinical 
trial will use external vendor to archive and 
analyze imaging data. 

▪   If external vendor is involved you 
will need to discuss acceptable options for 
data transfer with Sponsor and your 
radiology team. Some hospitals prefer 
electronic data transfer, while others – 
sending images on CDs or DVDs. 

▪ In case of external vendor, you will 
probably   need   to   submit   so   called   “site  
qualification  image”.  This  image  should  be  
blinded and should not be performed on a 
patient. The idea of qualification images is 
external vendor to assure that the hospital 
equipment meets the required standards to 
participate in the study. For some clinical 
trials each radiologist involved in the study 
has to submit qualification image, while 
others require only 1 image.  

External vendors normally provide all required 
information and supplies to perform qualification 
image. Once the site has qualified the radiology 
team can start performing radiology assessments. 
 
Sending images electronically or hard copies could 
have its advantages and disadvantages. 
Electronic data transfer: Almost all hospitals use 
PACS (Picture Archival Communication System), 
which allow storage and transfer of digital 
radiology images. The very same method is used to 
transfer data electronically to external vendor 
although you may need some extra software 
provided by the external vendor. The biggest 
advantages of electronic data transfer is that it is 
quicker to obtain the images and send them to the 
vendor. Also electronic images are available to be 
re-sent if required. Some of the disadvantages are: 
poor Internet connection in the hospital could make 
image transfer very slow or almost impossible. 
Another issue is that often electronic data transfer is 
not an option if the study require live images or 
videos, which could be very big size and extremely 
hard to upload. 
Hard copies data transfer: This is another method 
when radiology team provides images on CDs or 
DVDs. Then the study coordinator has to arrange 
these images to be couriered to the external vendor. 
One of the advantages of this method is that you 
can send big files, which will be difficult to transfer 
electronically. However, there are some 
disadvantages too: often it takes longer to obtain 
the images from radiology team because they have 
to burn the CDs or DVDs; sometimes images are 
lost in transit to the external vendor or external 
vendor is not able to open the archive so they have 
to be re-sent. 
You can learn more about imaging requirements: 
Managing DICOM images: Tips and tricks for the 
radiologist 

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3354356/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3354356/

