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Abstract

This review article presents the standard requirements and processes for activities which
need attention during the collection of a Confidentiality agreement (CDA)/ Non-Disclosure
Agreement (NDA) & Feasibility analysis from a potential investigator during the startup phase
of the study. This article presents the roles and responsibilities of participants, and the
importance of communication and flexibility during this phase of a study. This article is written
in accordance with International Conference on Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use Harmonized Tripartite Guideline for Good
Clinical Practice (ICH GCP Topic E6).

Keywords. Sart-up, data, Protocol, Sponsor, Investigator, Ste, Synopsis
Introduction

Clinical Research refers to a systematic investigation in human subjects for evaluating the
safety and efficacy of any new drug. In today’ s scientific era, research is taking a magjor stride in
all streams and newer and better drugs are being introduced to cure ailments, which are difficult
to treat. Clinical trials are the mainstay for bringing out new drugs to the market and constitute
approximately 70% of the total time and money spent in drug discovery process' under which,
Sponsor provides the funding, investigational product and the protocol with the objective of
getting a Regulatory approved drug or device onto the market? and the Investigator at the site is
the qualified and trained individual who accepts full responsibility to conduct the trial according
to the protocol, to protect the subjects right and safety and to collect and submit credible data to
the Sponsor?.

Implementation and conduct of aclinical study can be a complex process that involves ateam
from various disciplines and multiple steps that are dependent on one another. This article offers
guidance for navigating the study start-up and activation process.

The study start-up and activation process begins with the development of a clinical research
study planin the form of a protocol. Other study documents such as informed consent and assent
documents, data collection or case report forms, Manual of Procedures, data management
instructions, monitoring plans, statistical analysis plans, and study aids for the approval of the
institutional ethics committees at each of the study sites, checklists and logs will be helpful, if
not already required, to implement a clinical study. The Regulatory submission and follow-up
for its approval and, the contract process between sites and Sponsor is often done in parallel
with obtaining institutional ethics committees approval; if not, the series of contracting and
institutional ethics committees approval activities can add even more time to the startup phase?.

The startup phase can be one of the most critical intervals in the conduct of the trial, as it
requires targeted strategies from both the Sponsor and the site. Regardless of which strategies
are chosen to accomplish these tasks, clear and transparent communication and flexibility to
accommodate changes are some of the keys to a successful study startup. This article will
identify which documents and steps need to be completed during the collection of a



South American Journal of Clinical Research
Volume 3, Issue 1, 2016

Confidentiality agreement (CDA)/ Non-Disclosure Agreement (NDA) & Feasibility analysis
from a potential investigator and also attempts to discuss in detail the activities undertaken by
different parties involved in each of above milestones so as to begin the conduct of clinical
research in compliance with Good Clinical Practice. Both Sponsors and sites need to be flexible
while completing below study startup activities”

Discussion
Identification of clinical site

When a Sponsor or contract research organization (CRO) islooking for investigative sites for
aprotocol; they will begin the process of identifying suitable sites by different means.

A clinical/ investigative site isamedical facility, staffed with aclinical investigator, qualified
for performing clinica research. To be qualified as a clinica site, strict regulations are to be
adhered to. The foundations for these regulations are defined by the International Conference on
Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use
(ICH) and regulatory authorities, which set the guidelines for Good Clinical Practice (GCP) at
clinical sites’.

There are many types of clinical/ investigative sites conducting studies. It is useful to have an
understanding of these different organizations when looking for and assessing potential placesto
work. Some of the more common investigative site organizational types are listed below:

Part-timesites

Investigators at part-time sites participate in research studies but also maintain their regular
medical practice. Sometimes these investigators do only one or two studies at a time, while
others may participate in research to a greater degree, depending on their interest and the
resources they have for doing studies. Most Sponsors like this kind of site because there is
greater potential for having study subjects readily available and because the physicians chosen
for a study will become familiar with the drug, so that by the time it is marketed, they will be
more likely to prescribeit to their patients.

Dedicated sites

These sites are dedicated only to conducting studies; they do not have any other patients as no
other medical practice is carried out at these sites. These sites are generally very experienced,
very productive, and have the advantage of being consistent in their practices. They also tend to
be aware of which studies they can do successfully and are less apt to accept studies for which
they do not think they can enroll sufficient subjects within the given time period.

Academic sites

Academic sites are those sites, located in universities and teaching hospitals. They tend to do
a mix of investigator-initiated research and government-Sponsored clinical trials, as well as
industry-Sponsored clinical trials. Often these organizations are headed by "thought leaders," the
top specidlists in their fields. Clinical trials may or may not be the academic site's primary
interest. It is sometimes the industry trials that provide added funding to allow these sites to
carry on other research. It is desirable for a Sponsor to use some academic sites in their
development programs. This alows thought leaders to become familiar with the new
compounds and, hopefully, to become spokespersons in favor of the compound when it is
marketed.

Site management or ganizations (SM Os)

Site management organizations (SMOs) bring together a group of sites and organize them
centrally to do studies. They standardize procedures across sites and often provide standardized
materials (standard operating procedures (SOPs), source documents, etc.) to each site. Many
SMOs dso provide training for their sites and assist the site in compiling and submitting the
required regulatory documents. There are several types of SMOs, from those that own the sites
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to those with other partnership agreements. They provide investigators to do trials and then
place an experienced CRC, Project Manager and Quality Manager in the investigator's site to
manage and help conduct the trial. These SMOs usually act as the interface with the Sponsor/
CRO and manage the operational aspects of the trial; the physician is utilized for his or her
medical expertise and patient base. In this case, the SMO is the main contact for al business
aspects of the trial, including grant payments and the investigator is usualy paid a fee by the
SMO. The main advantage for a CRA when using an SMO is that control over study process
may not reside at the site and may be handled centrally if working with multiple sites in the
SMO because of the consistency on study practices.*

The processflow for identification of investigator is as follows

When a Sponsor/ CRO are looking for potential investigator for a protocol; they will begin
the process of identifying potential investigator by different means.
The following recommendations to identify potential investigators are the most frequently
used:
e Some of the best ways to locate potential investigators are asking: within own company,
for suggestions from current investigators colleagues and from other companies.
e Experience with investigators who conducted other studies for the Sponsor's in the
therapeutic area or disease state under study.
o Referrals from other investigators with whom a Sponsor company is already working on
aparticular product
o Disease foundations and database (e.g., the American Cancer Society, the Lymphoma
Research Foundation).
e Site Management Organization—these are organizations that act as helping hand for
investigators for certain therapeutic areas and often have a large geographic selection of
investigators available’.

M ethods

1. OncetheInvestigator isidentified by any of the resources; Sponsor/ CRO representative

approaches the new Investigator directly for discussing a clinical trial proposal in order

to assess their interest for the study/ trial or they may approach the SMO to identify and
approach a suitable investigator. The first contact is usually by telephone or sometimes
itisafaceto face meeting also.

Potential investigator shows willingness to initiate the discussion

Once an investigator is identified and interested, it is entered in the database for that

particular therapeutic area

4. Whenever an investigator site is being approached for participation in aclinical tria, the
first step is execution of a CDA/ NDA between the Sponsor/CRO and the Investigator
prior to the release of study information. This agreement establishes the obligation on
the part of investigator for maintaining the confidentiality of information being provided
to him/discussed with him by the Sponsor/ CRO designee. As most of the companies
require a signed CDA/ NDA before sharing a protocol summary; in this case, they will
fax or mail a confidentiality agreement to the site and have it completed and returned
before sending the materials.

5. Once CDA/ NDA is executed, Sponsor/ CRO designee forwards the study feasibility
questionnaire/ protocol synopsis/ brief study outline to the Investigator or discusses it
over phone to assess their suitability for a particular clinical tria. Investigator provides
his response on the study feasibility questionnaire as well as enrollment time-lines. If
needed, Sponsor/ CRO designee assists the investigator with questionnaires so that
paperwork flows quickly. From Feasibility response, potential sites which meet the
study requirements for the study are short listed and communicated to the Sponsor/
CRO Managers.

wn
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Feasibility analysis/ process

Upon receiving the protocol/ protocol synopsis/ brief study outling, the investigator can
review and determine whether the study merits participation and whether the site has the
appropriate resources to successfully conduct the study. This review isreferred to as afeasibility
anaysis.

Feasibility analysis involves considering all of the elements affecting the decision to accept a
trial. The Feasibility analysis provides points to consider regarding site enrollment potential,
study protocol, and requirements including staff, facility, study grant, equipment and supplies.

Conducting feasibility analysis prior to Site evaluation visit reduces the time and money, as
based on the feasibility response, different sites are evaluated and short listed, which facilitates
to plan the visits to the most favorable sites to the study protocol.

The Sponsor is not the only entity that needs to determine if a study should be done at a site.
It is equally important for the site personnel to make assessment of whether or not a proposed
study is agood fit for their capabilities. It is always better to turn down a study that is not a good
fit for site than to accept it and fail.

Just as Sponsors have checklists and specific items they need to assess a site, the site should
have specific things to assess before accepting a study. The clinical research coordinator, the
investigator, and any other people who will be involved in the study should read the protocol
and supporting materials before making assessment.

Following isalist of some of the questions; site should refer before agreeing to participate:

e Have we worked with this Sponsor before and was it a successful partnership?

Are the number of subjectsto be enrolled and the timeline realistic?

Will our patients benefit from this study?

Do we have the required resources to do the study within given time period?
Are we interested in the study?

Do we have access to the right kind of patients for this study?

How difficult will the protocol be to execute?

Is the study budget reasonable?

It is recommended that the site use a checklist when evaluating a potential study. After each
involved person has made his or her assessment, a group discussion is valuable in reaching a
decision. Again, it is much better for a site to pass on a protocol than to take on a project and fail
at it. It is aways be better off telling a Sponsor that the study can’'t be done at the site. Most
Sponsors will respect decision not to participate when it is based on a thorough analysis, and
will come back to the site with other studies that may be a better fit. However once a site has
failed at a study, most Sponsors can't afford to try and want to use the site again. Consequently,
study feasibility is one of the most important pre-study tasks to be performed®.

Sites and Sponsors need to share realistic evaluations of past enrollment experiences in order
to understand potential enrollment numbers during feasibility discussions. Feasibility
discussions may include estimates of previous recruitment numbers, internal and external expert
discussions, and investigator surveys detailing research experiences. Whichever strategies are
employed, sites should provide Sponsors with realistic data from their prior recruitment
experiences. Neither sites nor Sponsors benefit from falsely inflated subject enrollment
projections’. The investigator, clinical research coordinator and site personnel should aways
assess the feasibility of doing each particular protocol before agreeing to participate. It is better
to decline to do a study than to accept a study and not be ableto do it well.

6. If the response of the investigator on the study feasibility questionnaire meets the
expectations of the Sponsor/ CRO, and if it appears that there is a high level of interest
in the protocol on the part of the potential investigator, and if the Sponsor feels there is
good potential for placing a study at the site, it will arrange a time to visit the site in
person. Thiswill enable the Sponsor to better evaluate the investigator's capability to do
the project. A site evaluation visit is organized by the Sponsor/ CRO representative at
the investigator site by getting the prior appointment from the Investigator.
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7. Sponsor/CRO designee undertakes the site evaluation visit and reviews the qualification
of study team members, composition and operating procedure of ingtitutional ethics
committees, source documentation practices and infrastructure etc. and completes the
site evaluation visit report. Based on the outcome of the visit, an investigator site is
either selected or rejected for participation in a clinical trial. However, if the site meets
al the pre-requisite requirementsit is highly unlikely that it gets rejected®.

The processflow for selecting the sitefor site evaluation is asfollows

Whenever a new investigator site is being approached for participation in a clinical trial, the
first step is an execution of a CDA/ NDA between the Sponsor/CRO and the Investigator. This
agreement establishes the obligation on the part of investigator for maintaining the
confidentiality of information being provided to him/discussed with him by the Sponsor/ CRO
designee. Once CDA/ NDA is executed, Sponsor/CRO designee forwards a study feasibility
guestionnaire/ protocol synopsis/ brief study outline to the Investigator or discusses it over
phone. If the response of the investigator on the study feasibility questionnaire meets the
expectations of the Sponsor/ CRO, a site evaluation visit is organized at the investigator site.
Based on the outcome of the visit, an investigator site is either selected or rejected for
participation in aclinical trial. However, if the site meets all the pre-requisite requirements it is
highly unlikely that it gets rejected.

Sponsor/ CRO designee approaches the new Investigator sitz for discussing a clinical tnal
proposal

v

‘ Investigator shows his willingness to imtiate the discussion ‘

v

‘ NDA 15 executed between Sponsor/CRO and Investigator ‘

v

Sponsor/CRO designee forwards the study feasibility questionnairs to the Investigator
or discusses it over phone

v

Investigator provides hus response on the study feasibility quastionnaire as well as
enrollmenl me-lmes

v

If the response meets the expectations of Sponsor/CRO, its designee fix-up a site
evaluation visit

Conclusion

In conclusion, both sites and Sponsors benefit from intentional relationship building,
especially during the study startup phase. Building good relationships can lead to positive and
productive interactions and successful trias with a minimum of stress. The process should
include key strategies, such as clear and meaningful communication, transparency in the data
being exchanged, and flexibility to adapt to the ever-changing flow of the study during all of its
phases. Being mindful of these strategies and accountable for their implementation can
contribute to the success of a trial that goes far beyond a metrics spreadsheet. New Product
development contributes not only to science and medicine but to the improvement of the overall
health of the world population.
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