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Clinical Trials Organiser: Making an ideal less elusive

Author: Jack Aslanian, MD

Clinical Trials
Organizer

Search Subject

Add Subject

The adage, “Your conclusions are as good as your data”, is a
shopworn truism. More immediately directive in clinical trials are
double prerequisites: to have a precise and foresightful study
protocol and to abide by it assiduously. It is through the
facilitation of the second of these that the Clinical Trials
Organiser helps investigators enhance the robustness of their
data.

The Clinical Trials Organiser (CTO) is a mobile device application
intended, in the words of its developer to “... help ... keep track
of patients’ visits and assessments.” — and do it timely,
accurately, and thoroughly. Typical protocols of clinical trials
require each of the many participant patients (or “subjects”) to
be followed for the duration of the trial with return
appointments at scripted intervals: to be examined, to undergo
procedures or imaging, to have laboratory assays, to have the
nature or dosage of their medications modified, or to undergo
other interventions or adjustments of disease management,
albeit within the investigational framework. Typically also,
members of a clinical investigation team currently use a variety
of means, frequently not-synched, to track trials. CTO
streamlines the process of systematically capturing data points
through the course of a study (without, in fact, collecting or
storing “patient data” — including personal information that
could compromise privacy) for all participants, and it allows
members of an investigative team who have specific functions
and responsibilities to share, coordinate between themselves,
and synchronise the schedules of their respective predetermined
encounters with individual enrollees of a study.




Clinical Trials Organiser: Making an ideal less elusive - continue

Or if the need arises to hand off protocols in progress to fellow
investigators. Although CTO primarily is a scheduling tool to
prompt sequentiality of protocol implementation and decrease
non-compliance and missed data, its potential, besides ensuring
privacy, to contribute to patient safety is quite clear.

That “missed data” influences the reliability of outcomes of
studies is well recognised and much debated — and not even the
best thought out formulations for statistical adjustments can
reassure that their use in processing obtained data will eliminate
the effect of missed data and provide a bias-free conclusion. It
would be ideal if a study protocol were well enough designed so
there would be no, or very few, missed data. Absent that, CTO,
by virtue of its reminders functions providing a broad and timely
picture of the participations of subjects, can be useful in alerting
investigators promptly close to the point of time that a datum is
at the verge of going missing — e.g. a missed appointment,
unannounced dropping out of a participant, when the
involvement of an investigator could secure a time-sensitive data
point.

The mobilising of CTO for a particular study would include the
following steps, much foreshortened for the sake of economy of
space: select and enter the identifier of the study; enter the
name(s) of subject(s); enter a timeline and calendar — for each
subject and for the flow of the study; activate reminders of
calendared events; attach reminders for examinations, tests, or
changes of treatment to be effectuated at each visit; and so on.

Hospitable fields allow nesting of a range of information. Date
and hour reminders, frequency of visits or interventions, types of
interventions and assessments for each visit, questions to ask
the subject during their next visit: these and many similar
information, modifiable as needed, can be listed for anonymised
patients identified only by randomly assigned subject numbers.
There is a granularity of input modes that allows multiple or
modifiable reminders. Information that already has been input
can be retrieved by searching — for example by patient or study
identifier. Input that is deleted is not retrievable, presumably
meaning that there is no trace of it to compromise privacy, if the
hardware falls into the wrong hands. CTO supports four
languages: English, French, Spanish and Portuguese for platforms
using iOS or Android. Some of CTO’s features that piqued this
reviewer’s interest are: it is fully operational without needing to
be on line (e.g. via WiFi), allows investigator privacy and
anonymity, allows turning off of reminders outside office hours.
CTO comes with an in-app tutorial, and a support team to
answer questions and resolve problems.

Clinical Trials
Organizer




Clinical Trials Organiser: Making an ideal less elusive - continue

We seldom think of subject participants as stakeholders in a _

clinical trial. Yet, remunerated though some of them might be,
they are stakeholders in a certain sense — having committed
themselves and their time, having invested trust in the
investigators, having invested hope in the outcome of the trial. It

is not difficult to imagine that, with further advances in Study Name
technology and the evolution of mobile digital devices, the day

could come when patients participating in clinical trials will be Test Stl.ldy
issued their own individualised devices and apps to help them

keep track of what they have to do to make a study successful.

But even removing this relatively overlooked group of lay Subject Number
stakeholders, clinical trials have many, many professional

stakeholders. And all of them are likely to benefit from the tools 1 23567‘

that the Clinical Trial Organiser provides.
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Clinical trials and resources - the biggest challenge

Author: Olga Peycheva

Clinical trials are important part of drug development process
because they provide safety and efficacy information for the
tested medications. They also provide more treatment options
for the patients, especially for disease areas where the
treatment alternatives are very limited.

Clinical trials are very complex due to the extensive regulatory
requirements. However, one of the biggest challenges is
recruitment. According to some statistics 80% of the trials fail to
meet recruitment targets.

But what is preventing the physicians and their teams to meet
the recruitment?

There are lots of factors affecting the recruitment, for instance
not enough experience of the team in taking informed consent,
overestimation of patient population that will meet the protocol
criteria, poor communication between different departments
involved, etc., but still the main challenge remains — lack of
resources.

e Majority of the teams have only 1 physician and 1 research
nurse.

e Majority of the physicians have to work on clinical trials on top
of their normal workload in the hospital. Some of them work in
more than 1 hospital and are involved in academic work as well.




Clinical trials and resources - the biggest challenge - continue

e Majority of the nurses work part time and are not available
during the whole week. Some of them work full time and clinical
trials activities are addition to their workload in the hospital.
Nursing team often have to cover lots of trial — for example, a
cardiology team in UK has been working on 20 different trials.

e Pharmacy team is often limited to 2 people, pharmacist and
pharmacy technician. They are not able to cover weekends or
out side of working hours. For example, a pharmacy team in
London is covering over 100 clinical trials.

¢ Radiology teams have waiting lists of patients who are on
standard of care and they struggle with the workload and extra
documents requirements for clinical trials patients. Often
radiologist work on rotation in different hospitals.

What could be done to support clinical trials teams?

In the current economic climate it will be unrealistic to expect
that these resource issues will be easily resolved by hiring more
staff. So the question remains — what can we do to help all
people working on clinical trials and looking after their patients
at the same time? Some of the suggestions are:

e Reconsider the administrative support — try to allocate as much
as possible administrative tasks to administrators and allow
clinical teams to have more time for their patients.

* Back-up and additional support — make sure clinical teams have
backup in case someone is on annual leave, in a different
hospital or in a clinic.

e Improve communication — establish a data base with contacts
so clinical teams will know how to get in touch with their
colleagues from other departments who also work on clinical
trials.

e Knowledge sharing meetings — organise knowledge sharing
meetings between the clinical trials team within the hospital.

e Clear standard operation procedures — create clear SOPs for all
clinical research teams that will guide them how to deal with
emergency situations and who is the best person to contact.

III -

¢ As a nurse recently mentioned “no need to invent the whee
support open communication and interactions between the
clinical teams in the hospital. Encourage support and referrals
between the different clinical teams.

e Provide tools that will help the teams to keep on top of study
requirements and recruitment.




How community hospitals can benefit from clinical trials?
Author: Olga Peycheva

Back in December 2013 GuideStar Clinical Trials Management
and CenterWatch released the results from their survey with 183
health care professionals in US regarding challenges of
conducting clinical trials in community hospitals.

Full results are available below:

http://www.prweb.com/releases/2013/12/prweb11387356.htm

Although the survey was performed with US health care
professionals, the situation would be similar in other countries as
well; meaning community hospitals are not very involved in
clinical trials and do not benefit from them as much as they
could.

What are the challenges and what could be done to improve
community hospitals performance?

The survey shows that majority of the health care professionals
recognize the positive impact from clinical trials but there are
still limitations.

1. Clinical trials are currently breaking-even or not profitable.

Having a profitable clinical trial correlates directly with
recruitment. If the hospital is not able to recruit patients, it will
not be profitable and it could even be a disadvantage to take
part in such trial because of the invested time and resources.



http://www.prweb.com/releases/2013/12/prweb11387356.htm
http://www.prweb.com/releases/2013/12/prweb11387356.htm

How community hospitals can benefit from clinical trials? -

continue

The simple solution to such issue is to select clinical trials; which
will be beneficial for the existing patient population. Sometimes
the study design may look simple and straightforward but when
actual recruitment commences, there are different eligibility
restrictions that prevent the clinical trials team from recruiting
patients. Sometimes the eligibility criteria look easy to meet and
physicians are tempted to overestimate their recruitment
targets. These cases could have very negative effect on the
hospital performance as the clinical trials teams will not be able
to deliver what they have promised and lose potential future
trials due to poor recruitment.

The easiest way to overcome this challenge is to perform very

good selection of the clinical trials based on patients’ population.

This could be achieved by review of eligibility criteria and
patients’ medical records before any commitment to participate
in a clinical trial.

2. Lack of resources.

Resources will always be an issue and there is no simple solution
to this problem. However, there are initiatives that could raise
awareness in clinical trials and get attention from hospitals staff.

For example, funding from clinical trials could be used to set
fund for career development trainings for hospital staff involved
in clinical research. Funding participation to industry meetings
will be another option hospital staff to meet colleagues working
in clinical research.

Recruiting nurses and physicians who have experience in
conducting clinical trials may be very beneficial.

Another option is to provide training on Good Clinical Practice
and regulatory processes. There are plenty of online trainings
and also trainings provided by the regulatory agencies. Guest
lectors are also a good option for providing training for staff.

3. Extra workload for the hospital staff.

It is true that the regulatory processes in clinical trials require
additional attention to documentation and performed
procedures but this could also be beneficial to the community
hospitals. Maintaining proper and details information on patients
treatment is very important for future diagnosis and treatment
of the patients. Also this will increase the quality of work and
hospital performance.

Clinical trials have a strict schedule of visits and procedures that
have to be performed. Often they are in addition to the standard
of care. However, this will allow better monitoring of patients
treatment and could increase patients’ satisfaction.

One of the biggest advantages of conducting clinical trials is
access to expensive medications, which are new on the market.
Industry-funded clinical trials provide free of charge access to
new frontline therapies and they could save lots of expenses to
hospitals and patients.




Common myths among health care professionals regarding
conducting clinical trials
Author: Olga Peycheva

According to some statistics approximately 20% of the hospitals
participating in clinical trials in US and Western Europe fail to
recruit any patients. This may not sound as a significant number
but in reality setting up clinical trials at hospitals, which are not
able to recruit costs millions to the pharma industry. But
pharmaceutical companies are not the only ones that lose in
K Z N7 / such cases. Hospitals also lose from clinical trials that fail to

N g \ \ recruit because they have invested lots of time and resources in

set up process and pre-screening activities. Their patients do not

| o : f . .. . . .
Ny \ | benefit from clinical trials that are not applicable for their
- / \ conditions.
v’ ; f/
A \ '

Why is this happening?

Part of the response to this question is some of the myths
among physicians involved in clinical trials.

ot 1. Only top specialists can conduct clinical trials.

r . _ Majority of the young physicians are under the impression that
T — S —— only leading consultants can run trials and they do not even try
to get involved. In reality there are lots of young physicians who
have interest in research and if they have the proper support,
they will be able to bring new therapies to the patients.

2. | have to promise to recruit lots of patients; otherwise my
hospital will not be selected for the study.

Unfortunately this could be quite damaging for the reputation of
a new physician who starts in clinical trials.




Common myths among health care professionals regarding
conducting clinical trials - continue

Promising high recruitment without the ability to deliver is
causing frustration to sponsors. Sponsors are not aware with
your patients’ population and they expect the physician to give
them insight on the situation and help them identify what
recruitment to expect. Always try to be realistic about
recruitment figures. If the physicians often give promises to
recruit lots of patients and consistently do not meet the target,
they risk not to be selected for any clinical trials in the future.

3. Sponsor expects me to recruit 10 patients, so | have to agree
with this; otherwise my hospital will not be selected.

Sponsors always have some targets in advance, however they
expect the physician to give them realistic figures on how many
patients could be potentially suitable for the clinical trial. Based
on the provided figures, sponsors adjust their country targets
and plan the whole study ahead. Giving them what you think
they want to hear will affect not just the timeline of the clinical
trial, but also the timeline of the product that will be released on
the market.

4. | have to participate in the clinical trial even if | know | won't
be able to recruit any patients, because otherwise | will
jeopardize my relationship with the sponsor.

Promising to recruit patients and not been able to do so could be
much more damaging to the physician reputation. Sponsors do
not need hospitals that are not able to recruit because this costs
them lots of money and resources. They would prefer to have
few hospitals that will recruit instead of thousands not recruiting
hospitals.

5. I know that we do not have patients for the clinical trial but |
prefer to keep the trial open at my hospital; otherwise | can
jeopardize my relationship with the sponsor.&

Unfortunately this is very common issue and often physicians do
not realize that this strategy costs lots of time, money and
resources not only to the sponsor but also to the hospital. If the
team is not able to identify suitable patients for the trial in 4
months, it is highly unlikely they will be able to do so in the next
2 years. Instead of keeping not recruiting trials, make an attempt
to analyze the situation and provide honest feedback to the
sponsor. Focus your time, energy and resources on clinical trials
that will be beneficial to your patients.

6. All clinical trials are beneficial for the patients and hospital.
They are great source of funding.

If the hospital dose not have the patient population required for
the clinical trial, the study will not be beneficial for your patients
and your hospital. Clinical team will invest time and resources
with minimal patient benefit and financial return.




Informed consent - one of the challenges for the clinical trials
recruitment
Author: Olga Peycheva

Physicians and nurses are used to take informed consent from
their patients routinely in their practice, however consent
process for clinical trials in much more complicated. While in
standard practice the consent cover specific procedure or tests,
in clinical trials the informed consent covers all procedures and
tests during patient’s participation.

It will be relatively easy to print a diagram of the procedure and
explain to your patients why this is necessary for them, but try to
explain them almost 30 pages clinical trials informed consent,
including months of treatment and tests, possible adverse
events (some of them quite scary), prohibited medications and
procedures, etc. Not every physician or nurse will feel confident
enough to do this and in reality lots of clinical trials teams
struggle with this task.

Sponsors are not helping with the consent forms as well. The
tendency is clinical trials informed consent forms to grow bigger
and bigger, with lots of details, as companies are trying to
provide as much as possible information to the patients. This
means that patients will rely even more on their physician or
nurse to explain to them what is required.

Ability to take informed consent from patients directly affects
the recruitment for the study. But this is only one side of the
problem, the other major issue is that patients who will benefit
from the new treatment options are not included in the clinical
trial because they fail to understand the positive effects.




Informed consent - one of the challenges for the clinical trials

recruitment - continue

There are numerous documents and regulations providing
details on how to consent patients but it is always different in
practice.

So what can be done to assure your patients understand the
benefit of the clinical trial?

e Physician or nurse who will take informed consent needs to be
properly prepared to do so. They need to be familiar with the
product, its adverse events, prohibited medications and
administration requirements. Also they have to understand the
design of the clinical trial — what is required for each visit. The
logic is simple — if you do not understand the objectives behind
the clinical trial, you will not be able to explain them clearly to
your patients.

e Physician or nurse has to be prepared to answer questions
regarding already approved treatment options and clearly
explain the alternatives to the patients, in case they are not
willing to participate. Using diagrams or brochures that could be
given to the patients will be very beneficial.

e Make sure you present to your patients not only benefits but
also potential risks of the clinical trials. Not covering the risks will
look like you are holding back information.

e Explain to your patients that they may not be eligible for the
clinical trial and that additional tests are required. Lots of
patients feel frustrated because they did not realize that signing
informed consent is not enough to participate in clinical trial and
that there are criteria that have to be met.

e Encourage your patients to discuss the consent with there
relatives if they want.

¢ Ask questions at the end to make sure your patients
understand what is required from them.

e Some clinical trials are ongoing for years. Patients have to be
familiar with the commitment that they will make.

e Inform your patients that if new safety information is available
they will be informed and probably required to sign a new
informed consent form.

e Consider inviting your patient to your office or another location
where you can have proper discussion.

e Lots of patients do not understand the objectives of clinical
trials. Often they refuse to participate because they “don’t want
to be guinea pigs”. Explain the idea of the clinical trials before
offering them to participate.

e Last but not least — never rush your patients into making a
decision. Yes, clinical trials teams are busy and there is a window
period to enroll the patient, but putting pressure on patients to
make a decision is not ethical solution.




How to identify patients for clinical trials?
Author: Olga Peycheva

Although the process of identifying patients looks quite straight
forward, often it is not. Some hospitals use their electronic
medical records (EMRs), while others — paper medical records.
The process is very specific for the particular clinical trials and
depends on the eligibility criteria. However, there are hospitals
that recruit lots of patients, while others have very high drop out
rate (patients not completing the clinical trial).

How some hospitals are able to find patients who complete the
clinical trial while others are not?

Lots of physicians and nurses are too eager to get as many
patients as possible on the clinical trial in order to meet their
recruitment target and guarantee that many of their patients will
benefit from the new treatment. But often the fact that the
patient meets the eligibility criteria and could be enrolled does
not mean that patient has to be included in the clinical trial.

If the patients will not be able to complete the clinical trial, they
may not be suitable for the clinical trial at all. A good analogy will
be to prescribe medications to a patient, knowing that the
patient will never take them. This is a waste of time and
resources and the patient does not benefit from such treatment.
If the patient included in the clinical trial is not able to complete
it, then the patient does not benefit from the alternative
treatment.




How to identify patients for clinical trials? - continue

Dropouts and noncompliance affects significantly clinical trials
results because they can cause bias. Missing data has direct
impact on drug safety profile; prevent regulatory agency of
proper evaluation of the medication and could put at risk future
patients.

Main points to consider when identifying patients for clinical
trials:

e |s your patient in a proper emotional state to start a new
treatment? — If your patient is not ready to start a new therapy
or you know it is unlikely to complete the treatment, this may
not be the best patient to offer the clinical trial.

e |s your patient immobile or need assistance? — When you plan
to recruit a patient who is immobile or needs assistance, you
have to assure that your patient has all the required support to
attend the visits.

e Does your patient live far away from the hospital? — If your
patient lives far away from your hospital, you need to make sure
your patient feels confortable with all required visits for the
clinical trial.

e Does your patient have compliance issues? — If your patient
has problems to stick to current treatment, it is very likely to
have the same problem during the clinical trial. Before enrolling
such patients, make sure they understand that it is important to
take their medications.

e |s your patient likely to have a major surgery in near future? —
If your patient has planned major surgery, it is very likely that will
not be able to complete the treatment. You may consider other
options with your patient.

¢ Does your patient plan to travel abroad on a holiday or move

to a different country? — Make sure the patient will be available
during the clinical trial. This may sound irrelevant but there are
lots of cases patients going abroad for months.

e |s your patient moving house? — Check if your patient has plans
to move to a new place. It could be far from your hospital and
your patient may not be able to travel anymore.

e |s the family of the patient supportive? — It is common that the
family of the patient may get involved and convince the patient
not to participate. You need to discuss the clinical trial with the
relatives as well if this is the case.

Before enrolling patients in clinical trials always consider if they
will benefit from the new treatment and will be able to complete
the study.




Patients’ medical history — one of the challenges while
conducting clinical trials
Author: Olga Peycheva

Patient safety is the first priority when conducting clinical trials.
It is critical to assure that patient meets the eligibility criteria for
the clinical trial protocol and that the safety risks are minimal.
This is why patient medical history is very important part of data
collection for each clinical trial but quite often this is a big
challenge as well.

What are the common issues with obtaining patient medical
history information?

One of the ideas of the electronic medical records (EMRs) is to
provide assess to health care staff to patient history and help
them make better diagnostics and treatment decisions.
However, due to different limitations, like costs of EMRs,
transferring current paper database into electronic records,
adoption, etc., it is still not widely implemented. This means that
health care staff does not have access yet to the medical history
of majority of their patients.

It is easy when the patient has been treated in the same hospital
and the whole medical history is available but these cases are
very rare. In reality majority of the patients have been treated in
different hospital, sometimes in different cities or even
countries. In some cases collecting patient medical history from
different health care providers sounds almost like mission
impossible.



Patients’ medical history - one of the challenges while
conducting clinical trials - continue

So how to collect patient medical history in this case?

1. Contact patient’s GP — GPs are very good source of
information. Even if they are not the first GP for the patient, GPs
tend to see their patients more often and will have more
information regarding medical history. This is why it is important
GP to be informed at the very beginning when the patient starts
in a clinical trial. Good relationship with the GP networks is very
important for every clinical trials team and could contribute
significantly to the success of the clinical trial.

2. Contact local hospital that the patient is visiting — If you
patient is visiting regularly local hospital or community center, it
will be helpful to have contacts for the treatment team and
request information.

3. Ask the patient — This sounds as the easiest option but it could
be a tricky one as well. Often patients are under lots of stress
and very vulnerable and they may forget to tell you important
information. Make sure you have considered the situation,
always ask them simple questions and if you have doubts ask
them again later when they feel more comfortable.

4. Ask relatives, care assistants or social workers — Some patients
are not able to provide the information that you need due to
varies reasons (medical condition; fail to mention important
disease or procedure; etc.). In this case it may be helpful to
speak to relative or care assistant (or social worker) who is
looking after the patient or may have more details.

5. Ask your colleagues in the hospital — Sometimes different
physicians and nursing team in the same hospital have seen the
patients. They may be able to help with some important details
regarding patient medical history.

The information required for clinical trials can vary significant
depends on the medical condition —some clinical trials require
full medical history, some need only medical history for the last 5
years. Often clinical trial teams have difficulties obtaining all
relevant information. One of the best approaches is to make
everyone, who is looking after the patient, aware of the
importance of having as complete as possible patient medical
history. At the end of the day patient safety and well-being is
main priority for all parties involved in patient’s treatment.
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Are concomitant medications important for clinical trials?

Author: Olga Peycheva

All medications that are taken by the patients are considered as
concomitant medications in clinical trials and they are critical for
proper monitoring of patient safety and well-being. However, it
is often a big challenge to collect full information on medications
that the patients are taking. There are different reasons for this:

e Often over the counter medications are taken “as needed” and
patients forget to mention them.

e Often patients do not realize that any herbal medications that
they take should be mentioned as well to the clinical trials team.
Just because these products are herbal does not mean that they
cannot have drug interactions with the clinical trial medication.

e The fact that physician has prescribed medications does not
mean that the patient is taking them.

e Patients who have condition affecting their memory may not
be able to provide this information at all.

Patient remains the main source of information regarding
concomitant medications. However, not all patients understand
the importance of disclosing the medications they are taking or
they are not able to do so.

What can clinical trials teams do to assure they have full history
of concomitant medications?

1. Educate your patients about the clinical trial requirements —
During the consent process the physician can explain to the
patient the importance of disclosing all medications that the
patient is on. Often in clinical trials there are prohibited
medications, which could interact with the clinical trial drug(s)
and increase the safety risks for the patient. By not providing this
information, patients put themselves at risk and do not allow the
physician to properly evaluate patient’s condition.

2. Discuss with relatives — Often family members are looking
after the patient and they may have better information on the
medications that patient is taking. It is important that relatives
understand what medications should not be given to the patient and
keep a track on current treatment medications.

3. Contact GP / Care assistant / Nurse — Often patients may not
be able to provide information on their medications due to
varies reasons like dementia, patient is confused, etc. In such
cases clinical trial teams should approach GP or care assistant
who is looking after the patient.

Using experimental drugs always have some potential risks so it
is critical that patients are aware of these risks and do not use
medications that could increase this risks or even threaten their
life.




How to manage adverse events documentation in clinical
trials?
Author: Olga Peycheva

Adverse events are one of the critical aspects in clinical trials.
Proper collection of potential adverse events will allow adequate
safety information on the future drug label and also allow the
regulatory agency to assess drug safety in comparison to current
standard of care medications. Majority of the clinical trials
require all adverse events reported by the patient to be
documented and reported to the sponsor. Often clinical trials
teams are struggling to collect all that information due to varies
reasons — patient forgot to mention it or did not realize it is
important, adverse event was reported to GP or another
physician, etc.

In order to collect all adverse events information it is important
that patients understand how critical is this for their own safety
and medication profile. It is also important that all health care
providers, which the patient is visiting, are aware that the
patient is participating in clinical trial.

What can be done to improve safety reporting process ?Pl

1. Educate your patients — Explain to your patients during the
consent process the importance of reporting adverse events.
Encourage the patient to contact the clinical trial team if there
are concerns that the patient may forget to report the adverse
event during the next visit.

2. Inform GP and other health care professionals who are looking
after the patient — Make sure they know that the patient is part
of a clinical trial and they are aware of possible side effects. You
can easily do this by providing them with list of common adverse
events, especially for product that is not on the market yet and
there is limited information.

3. Ask someone from study team to follow up with the patient —
Some clinical trials have a big treatment window and patients
may not come to the hospital frequently. By the time they come
to the hospital for their visit, they may forget the adverse events
that have had. You can ask a nurse or someone from the study
team to contact the patient and check if there are any adverse
events.

4. Inform the relatives — It is beneficial to inform patient family
about

the importance of reporting adverse events. Sometimes relatives
could be better source of information.

Preparing a list of common adverse events could be very
beneficial for the study team and will allow them to keep track
on possible complications. Also this will help physicians to
properly evaluate the causality of the adverse event.




How important is patient compliance in clinical trials?

Author: Olga Peycheva
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Patient compliance is even more important when we talk about
clinical trials. There are lots of statistics showing the financial
losses from prescription drugs that were never taken. However,
when we talk about clinical trials compliance is not just limited to
drug administration. It also includes attending visits as per
schedule, having all required procedures, reporting adverse
events and concomitant medications, etc. Still lots of patients
miss their visits or procedures, do not take their medications,
and are not fully aware why this is important.

How to explain compliance from clinical trials point of view to
your patients?

Try to explain to your patients the importance of compliance
with quick questions and answers.

1. Why it is important to take the medications? — First of all, in
majority of the cases the medication is experimental and all
effects and optimal doses are unknown. When the patient
misses a dose this could result in taking sub-optimal dose that
could lead to worsening of the condition.

2. What if you cannot attend an appointment? — It is important
patient to notify clinical trials team as soon as possible if not able
to attend. Usually there is a treatment window for drug
administration and procedures. The idea is to monitor drug
safety and assure that patient takes the optimal drug dose. It is
beneficial for the patient to attend all appointments to allow
physicians to assess how the drug works.

3. What if you cannot attend an appointment because you are
not feeling well? — Patients should understand that it is
important to report all adverse events because they could be
drug related. Depends on the clinical trial, some allow drug
interruptions (and even recommend them) until patient
recovers.

4. Why do you call patients after they have completed their
treatment? — Because the patient was part of clinical trial with
experimental drug, the protocol requires patients to be
contacted for follow up to monitor long-term effects of the drug.
The purpose of these calls is to check if the patient is feeling well
and if there are any complications.

5. Why some medications are prohibited? — Some medications
could interact with the clinical trial medication and could lead to
some complications. It is important to know what not to take in
combination with the experimental drug because it could have
serous safety consequences.

If your patients understand that all these precautions are for
their own safety, they will be more likely to attend their
appointments and take the medications.




Serious Adverse Events (SAEs) - how to collect important
safety information in clinical trials
Author: Olga Peycheva

Adverse events in clinical trials could be classified as serious in
which case they are called Serous Adverse Events (SAEs). These
events are critical for all clinical trials because they directly
contribute to drug safety profile and could rule out if the drug is
acceptable or not. If there are lots of SAEs associated with
specific drug then the regulatory agencies may not approve it on
the market or approve it for limited patient population, which
will not be affected by the safety concerns.

What are the main criteria to establish if an adverse event is
serous?

1. Death — for some clinical trials death may not be considered as
SAE.

2. Life-threatening

3. Hospitalization — for some clinical trials with hospitalized
patients, hospitalization may not be considered as SAE.

4. Disability or permanent damage

5. Congenital abnormality or birth defects — majority of the
clinical trials require patients to use proper contraception when
taking clinical trial drug.

6. Required Intervention to Prevent Permanent Impairment or
Damage

7. Other Serious (Important Medical Events) — this is based on
physician discretion and this is why it is important that physicians
assess all adverse events for patients on clinical trials.

Serious Adverse Events normally require to be reported to the
sponsor within 24 hours after the team was made aware of the
event.

When clinical trials teams report SAEs they have to provide all
relevant medical information related to the event. This may
sound as simple and straightforward task but in reality it is more
complicated.

What are the common problems obtaining SAE medical
information?

*  Patient was admitted in a different hospital or in a hospital
abroad while on vacation.

*  Patientis not in a condition to provide information on what
assessments were done — the patient could be unconscious
or in distress.

*  Patient was treated in several different hospitals.




Serious Adverse Events (SAEs) - how to collect important
safety information in clinical trials - continue

What could be done to collect all relevant information?

*  Notify all relevant parties when patient starts clinical trial —
it will be advantage if the GP and local hospital which
patient attend, are aware that the patient is participating in
clinical trial. It is also important that they are aware of the
requirements for serous adverse events reporting and that
this safety information is critical not only for the patient but
for all patients taking this medication.

*  Explain to relatives or care assistants the importance to
report serous adverse events — Family members and care
assistants could be vital source of information. Make sure
they understand how important is to report SAEs.

Placebo Treatment

*  One of the biggest challenges is if the patient is admitted in
a hospital abroad. There is no easy way to obtain
information form hospital, which is outside of the country
network, but attempt could be made to contact the Ethics
Committee or relevant ethics organization within the
hospital. They could support communication and making the S

best decision for patient treatment. Serious '\(I;L‘l"ﬂ' Events




Clinical trials - How to simplify vendor manuals?

Author: Olga Peycheva

Few years ago a nurse working on clinical trial contacted me to
ask about simple instruction on how to send X-ray images to
external vendor. | sent her e-mail with 5-step instruction and
attached the form she needs to complete. She rang me few
minutes later and said, “This is brilliant! But if it is so simple why
there is a 40 page manual for this?” This is indeed a valid
question.

There are lots of different manuals in clinical trials and all of
them are quite extensive and detailed. Vendors always try to
include as much as possible information and cover all possible
questions but the result is a huge manual that clinical trials
teams do not have time to read.

What are the common problems with manuals?

*  Vendor training provided is too long and with too many
details and clinical trials teams do not remember all
requirements.

*  When the study is initially set up there was not enough
training provided during the site initiation visit.

*  Vendor support team is not providing adequate guidance on
specific questions and often refers clinical trials teams to the
manual provided.

*  During the initial set up clinical trials teams have to go
through hundreds of pages to find out how to ship lab
samples, register patients in IVRS, enter data, send images,
etc. This is very time-consuming process.

*  When a team member is not at work or has left, the new
team member has to spend the same amount of time to go
through all manuals to identify what is required.

What can be done to safe time for clinical trials teams?

1. Ask the vendor support team to provide simple step-by-step
instruction for the procedure. This is their process so they should
be able to explain what is required.

2. Keep simple instructions in a study specific folder on your
server so your colleagues could find it easily if needed.

3. Once you have gone through the process create a simple
procedure that could be used by the whole team.

4. Ask your administrative support to help create a simple
procedure.

5. Communicate the procedure to your colleagues.

6. Check if there is a simple way of doing things —is it possible to
send the required information online which will be easier and
faster?

7. Do not forget to add any specific tips or requirements.




How clinical trials teams can help to avoid missing data?

Author: Olga Peycheva

Data collection is vital part of all clinical trials. Missing data could
cause results bias and incomplete safety profile, mislead the
regulatory authorities, which approve the medication on the
market and put patients at risk. Still this is the most common
issue in all clinical trials.

There are different reasons that could affect data collection in
clinical trials. Usually there is no simple explanation why there is
missing data but there are some considerations that could be
taken into account.

What could affect data collection in clinical trials?

*  Study design — often clinical trials have very complex
protocol design that could cause confusion in clinical trials
team and patients.

*  Too many procedures that do not contribute directly to the
clinical trial endpoints — it is common issue that clinical trials
can have lots of additional procedures and tests that could
burden clinical trials teams and patients.

*  Patients’ selection process —some clinical trial teams have
problems identifying the right patients for the study and
have high dropout rates. Often this is result of their
enthusiasm to recruit as many as possible patients for the
clinical trial and give more patients access to new
treatment.

*  Resource issues — often changes in clinical trials teams could
result in missing data during the handover process to new
team members.

*  Missing follow up visits and long-term outcome — there are
clinical trials teams and patients who fail to understand the
importance of long-term follow up requirements and data
collection.

Reducing the amount of missing data for clinical trials requires
joint efforts of clinical trials teams, regulatory agencies and
sponsors. Often clinical trials teams have limited impact on study
design and required procedures and tests but in reality their
input is very important for the successful completion of the
clinical trials.




What could clinical trials teams do to avoid missing data in
clinical trials?

Feedback your concerns — it is important clinical trials teams
to feedback their concerns regarding study design and
required procedures as early as possible to help sponsors
and regulatory agencies identify potential issues. Standard
of care varies between different countries and clinical trials
teams are the ones who best understand the health care
system and have practical experience.

Careful selection of patients for the clinical trial — if the team
has any concerns that the patient will not be able to
complete the study, it is in patient interest to discuss
alternatives that will be better for the patient.

Make sure the team is aware of the critical procedures for
the clinical trial — provide training and support to new team
members to avoid missed procedures.

How clinical trials teams can help to avoid missing data? -
continue

Make sure the team understands the importance of follow
up visits — often clinical trials teams pay little attention to
follow up visits for patients who are not on treatment. This
is due to 2 main reasons — clinical trials teams try to focus
their attention to patients who are on treatment and they
fail to understand the importance of follow up data
collection. Long-term follow up data is very important for
drug safety profile and clinical trials teams have to attempt
to collect this data. It is important that this requirement is
discussed with the patients at the very beginning of the
clinical trial and they are aware of the importance.

It will be unrealistic to expect that missing data issue will be
resolved, however it is critical that all parties involved make
attempt to reduce it as much as possible.
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Challenges of phase 1 clinical trials with healthy volunteers

Author: Olga Peycheva

All medications that are available on the market have gone
through extensive testing period, starting with phase 1 clinical
trials with health volunteers. These studies try to identify the
efficacy and safety of the drug. Normally they are looking for 50
to 200 participants and represent the very early step to
determine if the drug will be well-tolerated by the patients in
future research.

Although phase 1 studies may sound straightforward they have
their challenges like all other clinical trials and their success
depends not only on the medication but also on volunteers®
compliance.

What are the main challenges with early stage research?

1) Although it is rare there are some cases of phase 1 clinical
trials where volunteers were hospitalized with complications.
That kind of accidents could increase the precautions and reduce
the interest in phase 1 clinical research. Regulatory agencies
have increased the scrutiny on phase 1 studies to avoid any
future accidents.

2) Sometimes even these early stage protocols can be quite
complex and challenging to follow. Too many blood tests or visits
could be the turning point of the clinical trial and significantly
affect compliance. We should not forget that these are healthy
volunteers and if they feel the study interferes with their daily
life, they are likely to withdraw.

3) Lack of understating from the volunteers about the purpose of
the research and compliance requirements.

4) Lack of experience in the research team.

What could be done to improve phase 1 clinical trials?

*  Educate your volunteers — Provide your volunteers with

information regarding the benefits and risks of clinical
research. Explain them the purpose of the study and the
significance of compliance.

*  Evaluate compliance risks — Try to establish if the volunteer

will be able to complete the study. Understanding
volunteers’ life situation is the best way to assess if they will
be able to comply with the protocol — Is the participant likely
to go on holiday during the study or move house? Does the
participant plan to have kids? Are they looking after a
relative?

*  Provide feedback to sponsors if any procedures or tests
could result is low compliance. It is important for the
sponsors to understand any protocol design complications.

*  Sponsors have to provide support to research teams who
are not very experienced in clinical trials and assure that all
required safety information is captured. Often sponsors
underestimate the support required for early stage research
and it is important agreements to be made at the beginning
of the study to assure that the sponsor will support the
team if needed. It is common research teams who work on
early stage research not to have the extensive experience
that their colleagues have and they may need more support
and guidance. The best approach is never to presume that
they know everything.




Clinical trials data collection: how big data could be a big
challenge
Author: Olga Peycheva

Data collection is a big part of clinical trials and often clinical
trials teams find it overwhelming because they feel they don’t
have enough time for their patients because of data collection.
Although this is a valid point, it is important that that physicians
and nurses working on clinical trial understand the rational
behind data collection.

Why data collection is vital for all clinical trials?

*  Proper data collection allows better analysis of the data for
new medications. It empowers regulatory agencies to make
the right decision when approving new medications and to
assess risk/benefits ratio.

* Italso provides serous scientific and clinical evidences,
which could be used to make the right decision for future
patients” treatment. Based on the data physicians across the
world will select the best treatment for their patients.

*  Data allows sponsors to evaluate their product and look for
improvements and new therapies.

Clinical trials teams need to understand that the data collected
by them could affect the future of the medications and the
patients who need these medications. This is why it is important
that all required procedures and assessments are done as per
study protocol.
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What are the big challenges with data collection in clinical trials?

*  Overcomplicated protocols — Often clinical trials protocols
could be too complicated and serous challenge for proper
data collection. Physicians and nurses find it difficult to
follow them, which could result in missed assessments.

*  Patients do not complete questionnaires and follow
treatment guidance — Very often patients do not pay much
attention to quality of life questionnaires, don’t report
adverse events and concomitant medications or miss
appointments. There are various reasons for this but the
result is the same: inconsistent data.

*  Hospital resource issues — Clinical trials teams are often
under resourced and sick leave or annual leave of a team
member could result in missing data.

*  Factors out of the control of clinical trials teams — It is quite
common that patient will withdraw consent, move house,
change health care provider, switch to a new treatment, etc.




Clinical trials data collection: how big data could be a big
challenge - continue

What could be done to improve clinical trials data collection?

Usage of supporting materials — Almost all sponsors provide
supporting materials for patients to help them stick to the
treatment requirements. However, in most of the cases
clinical trials teams fail to provide them to the patients.

Protocols supporting materials — There are simplified
diagrams and flowcharts for most of the clinical trails but
often the teams do not use them or are not aware that they
exist.

Back-up team — It will be beneficial for clinical trials teams to
have back-up team members who will be able to cover sick
leave or annual leave. Back-up team members could benefit
for supporting materials to assure that all assessments were
done as per protocol.

Educate your patients — It is important that patients
understand the importance of data collection and they are
willing to comply with the protocol.

There is no simple solution to data collection issues but there is a
way for improvement.




Clinical trials remote monitoring — do we have trust issues?

Author: Olga Peycheva

There is a growing tendency, as part of the R&D costs reduction,
to give clinical trials teams more responsibility of trial
management and reduce the onsite monitoring. Some hospitals
have adapted very quickly to the new approach but some
struggle and find it more difficult.

Sometimes clinical trials teams express their concerns about this
new model because they rely on Clinical Research Associates to
tell them what was not done correctly or if there are data entry
errors. The main reasons for these concerns are the high
workload and turnover in hospitals.

On the other hand some Clinical Research Associates also have
expressed their concerns regarding the new model and the
limited ability to check if the data is correct.

Do we have trust issues?

Some clinical trials teams may feel abundant and that they do
not receive support from pharma companies and CROs as they
used to. As a result they feel less confident in running clinical
trials. Clinical research teams in pharma companies and CROs
also have their concerns that less onsite monitoring will result in
more data issues and protocol deviations that could potentially
affect the final statistical analysis.

What can we do to overcome these challenges?

Pharma companies can help this new model of remote
monitoring by implementing the following:

*  Clear protocol design and supporting materials that will help
the clinical trials teams in hospitals to follow the treatment
protocols.

*  Clear case report form design, which will help clinical trials
teams to enter all required data without extensive training.
This will also allow new team members to easily get used to
data entry and study requirements.

*  Adequate training regarding remote monitoring
requirements and expectations for both, hospital staff and
pharma teams.

Hospital staff can also make some adjustments to accommodate
the new monitoring model:

*  Clinical trials teams have to speak up if they have difficulties
following the protocol and request more support if they
struggle.

*  Teams have to develop proper handover process to assure
that all new team members are aware with protocol
requirements.

* Itisimportant that during the initial set up process the team
has properly evaluated the physician and nursing time
required to conduct the study.

*  Clinical trials teams have to develop back up planin case of
unexpected resource issues during the study.




How to improve data collection in clinical trials

Author: Olga Peycheva

Data collection methods vary between different hospitals. Some
clinical trials teams seem to be very efficient in data collection
while others struggle. Because data collection is a difficult task
this is not related to quality of work of the team but more to the
methods that they use. Also some clinical trials teams are very
experience and they have well-established routine and support
from their quality assurance members.

In reality data collection is one of the most time-consuming parts
of clinical research. Missing data result in data queries, which the
team has to resolve. If we are talking for one patient, this could
be an easy task but usually clinical trials teams work on lots of
studies and they have lots of patients.

What are the consequences of missing data for the clinical trials
team?

*  The nurse or study coordinator has to contact the patients
again and again to ask for missing information. This could
upset the patients and leave them with feeling that there is
no coordination in the team. Some patients may even
decide to withdraw form the study if they think they are
disturbed too often with questions.

*  The team has to deal with numerous data related queries,
which takes lots of time.

*  Constantly missing information could raise concerns about
quality of work of the team.

What could be done to improve data collection and avoid clinical
trials teams constantly chasing data?

Use worksheets provided for the study — Majority of the
clinical trials have developed worksheets, which clearly list
what is required at each visit. Some clinical trials teams are
very good in using these worksheets to avoid missing

data. Challenges: Some regulatory agencies do not accept
worksheets as source data and the team needs to document
all the information again in patients’ files, which leads to
duplication of work.

Develop checklists — Some teams have support from their
quality assurance group and have their own checklist with
required data collection for each visit. The checklist is used
as guide and the actual data is documented in the source
notes, which allows avoiding duplication. Challenge: A team
member has to review the protocol and develop really
detailed checklist, which is accurate to avoid confusions.

Radiology worksheets — Some studies that require regular
radiology assessments struggle with inconsistent data. One
of the easiest solutions to this issue is to develop radiology
worksheet that will capture all assessed lesions and will help
radiology team to assess the same lesions at each
procedure. Challenge: Clinical trial team has to provide the
radiologist who is performing the assessment with the
updated worksheet for each patient before the assessment
to avoid confusions.




How to improve data collection in clinical trials - continue

*  Develop patients’ questionnaires for medical history,
adverse events and concomitant medications — This could
be very helpful in collecting such information, which is easily
missed. Challenge: Some patients may not be in a position
to complete the information due to their health condition.

General advice is clinical trials teams to be more proactive and
find the best for them method to collect data. Developing
checklists and worksheets may take some time but it will safe
time late on when the clinical trial is running and there are lots
of patients.

For more reviews and
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https://solutionsop.co.uk




