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Abstract-Sometimes also called contract house, clinical
research organisation (overall term: trial management
organisation), third party service; EC (I1I): “scientific
body (commercial or academic) to which a sponsor may
transfer responsibility for some of its tasks or
obligations”; FDA: “If a sponsor has transferred any
obligations for the conduct of any clinical study to a
CRO, a statement containing the name and address of
the CRO, identification of the clinical study, and a listing
of the obligations transferred may be submitted” (with a
new drug application
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INTRODUCTION

A contract research organization (CRO) is a service
organization that provides alterative to the
pharmaceutical industry. The Contract Research
Organization (CRO) is a contracted agent who has the
relevant knowledge and experience to perform and
complete the tasks of a sponsor. Meeting the growing
demand  for  biopharmaceuticals, increasing
government support for the manufacture of
biopharmaceuticals, and booming in the clinical trials
are the key factors driving the stable increase of overall
market for contract research organizations The global
market value of CRO is anticipated to exceed $ 32
billion in 2017. Contract research organizations also
called as clinical research organizations. CROs are
designed to reduce costs for companies developing
new medicines and drugs in niche markets. They aim
to simplify entry into drug markets, and simplify
development, as the need for large pharmaceutical
companies to do everything ‘in house’ is now
redundant. CROs also support foundations, research
institutions, and universities, in addition to
governmental organizations (such as the NIH, EMA,
etc.)

IJIRT 160472

A Contract Research Organization (CRO), sometimes
known as a Clinical Research Organization, is an
organization contracted by another company to take
the lead in managing that company’s trials and
complex medical testing responsibilities. Contract
Research Organizations reduce the cost of research
and development to help businesses and institutions
meet the needs of the evolving medical device and
pharma industry.

NEED OF AN CRO:

In early 1980s, a pharmaceutical company was
expected to do all of its own work. Sometime they
faced capacity problems. So the need for excess
capacity has increased, that led to the formation of the
first Contract Research Organizations (CRO).

The boom In the biotech industry was led to a sharp
increase in demand for CRO services, as many smaller
firms are had plenty of money but deficient of internal
capacity, they sought to improve their developmental
projects. They need a help from CROs for their work
The scattered structure of the CRO industries has led
to an improve in their joint ventures, acquisitions,
strategic alliances and other partnership agreements as
companies seek to expand their service offerings and
geographic presence.

How to Choose a CRO?

Services provided by CRO
*  Formulation and manufacturing.
*  Medical and safety monitoring
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*  Clinical trial management.

+  Toxicology.

*  Preclinical.

*  Product development and clinical laboratory
services

« To process assay sample management,
biostatistics,

*  Medical writing services for the development of
USFDA’S NDA, ANDA,

» Regulatory assistance, Other ancillary services

Partnership between Sponsors and CROS

Flexible Alliances and Agreements and collaborative

models described below illuminate the complexity and

versatility of relationships between pharmaceutical
companies and CROS

e Qutsourcing  Large  pharmaceutical and
biotechnology Sometimes a university, partner
with a CRO Companies.

* Small collaborations Small biotech companies
(perhaps with scientific staff) outsource all
product development to CROS

*  Privileged partnerships

e Upstream integration

*  Subcontracting model

CRO in Clinical Research

CROs can help in screening of various compounds for
a period of over 10 to 12 years, costing millions of
dollars, before bringing into realization of successful
product launch into market

REQUIREMENTS FOR CLINICAL TRIALS
*  GCT Approval

o Safety report

e Test license

*  Clinical trials registry India

»  Ethical committee Registration

GLOBAL CLINICAL TRIALS APPROVAL

In terms of clinical trials and research, GCT approval

is very essential for CRO. The flow of GCT is as

follows:

« The GCT approval application form with
informed consent From, trial site details,
Investigators brochure, Preclinical data involving
animal  pharmacological and toxicological
studies, results and clinical report of Phase 1, 2
and 3.
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*  Checklist of protocol development includes
changes or madification

*  Check list for import license with TR6 challan,
copy of Permission letter for conducting Clinical
trails etc.

TEST LICENSE:

It is key for importing samples of drugs,
cosmetics, Medical devices,ate in some quantities
for research and development, testing and
analysis purposes.

*  The application content and list of documents to
be attached, are mentioned

SAFETY REPORTING:

It is an important  component  of
pharmacovigilance. According to Schedule Y,
Periodic Safety Update Report submitted for
every six months once for two years > PSLR may
include current market status Update of actions for
safety

Clinical Trial Registry India (CTRI):

CTRI is under the control of Indian Council of
Medical Research’s National, Institute of medical
statistics

It offers a free online public record system for
registration of clinical trials which are conducted in
india as well as incase of multinational trails where
India is also participating

It was Initiated as a voluntary measure, but now it is
made mandatory Incase of publication. It is
compulsory to provide Registration number for each
trial being conducted in India.

CTRI includes Indian investigator’s details, Trial sites,
Indian target sample size and date of enrollment.
Once trial is started, regular updating of results with
payment of charges is necessary.

ETHICAL COMMITTEE REGISTRATION:

e  Submission of ethical committee application is
necessary for approval.

e  The Drug Controller General of India approval is
important for trial registration in CTRL

e  The amendment In drugs and cosmetics Rules
Dated Feb 8,2013 inserted rule 122DD in
schedule Y along with other amendments which
says
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e A prior registration of clinical trial protocol with
DCG() is mandatory for its review and accord its
approval.

e  The procedure involves submission of and
application for registration ethical committee to
the DCG(I) in accordance with requirements
specified in Appendix Villin Schedule Y.

e  Preliminary scrutiny of applications will be
conducted by clinical experts of their teams per
CDSCO guidelines.

e Then the CDSCO Officers does preliminary
scrutiny on the basis of standardized

e  Checklist The checklist includes, list of
documents to be submitted such as name and
address if ethical committee, Membership
requirement, details of supporting staff, etc.

e After the acceptance of application, the
informations will be reviewed by officers of
CDSCO as per the specified procedures.

CROS have conducted three different types of trials:
1) Phase 1, It gives the research study on
bioequivalence and biosimilars, which is implemented
by Indian companies and also by international
sponsors interested in the production of generic drugs.
2) Phase 3b trials, It is the small mandated trials
by Indian regulators before a drug has access to Indian
markets; this is a special requirement for international
pharmaceuticals for market their products

3) Multi-site  randomized controlled trials
located in India, sponsored by international
Pharmaceutical companies

Requirements of CRO

It must have technical skills, quality, lead times and
costs

It must have strict quality assurance operations to
ensure that all the deliverables should meet the global
regulatory compliance

In general, an Indian CRO is judged on parameters
such as innovations, Compliance with GCPICH
guidelines, financial stability, profitability and value
for money, overall experience, skillsets, global reach,
reputation and public image, validation, work culture,
turnover\

CRO’s Growth and Investment
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The global CRO market is valued at $ 35.09 billion in
2018

It anticipated to reach $ 45 billion by 2022

The government organizations had given their clinical
trial activities to CROs so that they can perform
clinical trials with essential infrastructure and to
minimize costs and time

Many pharma firms had plan to spend more than $ 50
million/year on contract research services

Smaller Firms

Small molecules like most of the companies in India
which are just chemical companies, but many
biologies are becoming biopharmaceutical companies.
The Indian government, along with the big Indian
pharmaceutical firms, accepted that they could change
the current commercial research cultures by advancing
their basic research and attracting an international
clinical trial to create an international based
pharmaceutical industry on the basis of innovation. So
that local pharmaceutical industry can move from
generic manufacturing to innovative research

Intended Audience

e Government Research Laboratories

*  Private Research Laboratories

* Research and Development (R&D) Companies
*  Medical Devices Suppliers

* Market Research and Consulting Service
Providers

Red Flag Concept

Ten ‘Red Flags

Red flags are early warning that may not require

immediate action, but should be evaluated to

determine whether a significant underlying problem

Exists, Each team member may wish to prepare a list

of red flags for his/her individual technical area.

Typical red flags and the possible significant

underlying problems

»  Selection of in-experienced investigators by the
CRO: the CRO Monitoring staff may be
inexperienced.

*  Questions from the study site directed to the
sponsor, the CRO may not Have provided
adequate training to site personnel.
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* Inadequate monitoring reports from the CRO: the
CRO monitoring staff may not be receiving
adequate training and supervision.

Market Demands

The global contract research organizations market
study provides the historical market data in terms of
values in 2018 and 2019, assessed current information
in 2020 and forecast for 2027 — by services (preclinical
studies [pharmacokinetics), clinical research (phase Il
and phase Ill, laboratory services, therapeutic area
(oncology and immunology), and geography),

The Indian CRO market has been valued to achieve a
significant market Valuation of USD

986.9 million, with a CAGR of 12%, during the
forecast Period of 2017 to 2023,

Indian CRO Market Share By End Users (2017)

m Clinical trials
= Product Development

m Process Development

Challenges for CROs in India

e Financial challenges

e Regulatory challenges

e Lack of ICH-GCP Compliant Search Sites:
¢ Emergence of non-accredited CROS

e Lack of patient awareness

e Merchandising at contract prices

Drawbacks Indian CRO’S

Some of the Indian CROs lack trained and lack of
experience in CRO Services

Some of the Indian laboratories tend to publish overly
clean toxicology reports for local registration
purposes, excluding sick, dead, and out of range
animals, resulting in overestimation of safety and
underestimation of toxicity which led to estimate the
Indian CROs at the lowest.

Some other areas where problems could arise are

(1)Changes in key personnel in the study or
organization
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(2)Lack of clarity in the lines of authority and

responsibilities of signatories;

(3) lack of respect and slippage in reaching timed
milestones

(4) lack of regulatory compliance:

(5) deficiencies in quality control procedures or
quality assurance procedures:

(6) poor or inappropriate selection of the appropriate
technology to generate data; (7) effective
shutdown of the test facility (a more common
concem these days).

(8) acts of nature.

(9) poor communication, ineffective communication
or stretching of the truth; (10) the use of silent or
stealthy subcontractors;

(11) Presence of potential conflict of interest

alliances;

(12) over-commit to too much work for the available

resources at hand

(13) simple superfluous events associated with the

commission of errors

Advantages and Disadvantages Advantages

1) Reduced Need for Staffing or Infrastructure
Upgrades: The need to acquire the manpower,
infrastructure. Office space to carry out drug or
device design), development, and testing by the
sponsors decreases after contracting with an
outside company. This characteristic is especially
favorable for smaller firms who may face
difficulties in recruiting the specialised talent that
are required to bring a new product in the market.

2) Faster Clinical Trials: CRO trade groups state that
when firms or public entities outsource to u CRO,
it decreases the time it takes to conduct a trial in
comparison of doing it inhouse and translating it
to the market in lesser time.

3) Lower Costs without Shrinking Profits: The
pharmaceutical and medicul devices organisation
continues searching different ways to decrease the
cost of prescribed drug without losing profits, as
they face increasing pressure related to high drug
costs. Outsourcing clinical trial management to
CROS contributes in lowering the overhead costs
considerably and also helps them to recover the
loss that occurred because of reducing drug
prices. Faster clinical trials can also help reducing
prices.
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Disadvantages

1) Poor-quality Work: Even if one is selective while
hiring of a CRO cam guard against it. Unsatisfactory
work done by CRO can become a risk for companies.
For example, a work produced by CRO can be of poor
quality

2) which may require repeating the work.

3) Delays in Commercialisation: In case CRO fails to
identify the milestone of Has to perform the same
work. The launch of the product might be delayed
Because of which sponsor will not be able to become
the first firm to bring a Product in the market.

4) Potential for Financial Losses: Both repeat work as
well as delays may lead to lose both time and money
for the sponsor that disproves the benefit of selecting
Role and responsibilities of CRO:

a CRO to initiate with.
W / D

Bring problems &
proposed solutions to I
the sponsor’s attention. M

cmnm

CONCLUSION

The huge expansion of testing activity in India
required the active support of local firms and
researchers. Inside the research-based pharmaceutical
organizations, Indian CROS have served both globally
and locally
The main concern of industrial researchers was the
safety and security of research participants those who
involved in the study
The global pharmaceutical companies that contract
with the local CROs to conduct research in India. So,
that the need of an CRO is an indispensable part of
Pharma society.
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