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Selection of CROs

Dr. Johannes M. Respondek

OPTIPHARM Consulting Services GmbH, Sailauf, Germany

This article summarizes important topics and criteria one should

pay attention to, when selecting Contract Research Organizations
(“CROs”). Having worked on both sides, sponsor and CRO (and as
development adviser), the author tries to focus on the needs and
objectives relevant of both sides. This article will discuss the import-
ance of timing, contract, pricing, size of the partners and personnel.

Introduction

CROs are service companies to the
pharmaceutical industry. As such
they should be considered as process
specialists, i.e. their expertise is
usually defined by the offered type
of service. Because of this, CROs ac-
quire a certain routine in the per-
formance of these tasks. This is the
reason, why during the last decades
companies increasingly outsourced
many tasks to CROs, as CROs often
have a cost advantage compared to
hiring and keeping new staff, to per-
form these tasks. As CROs are highly
specialized in their processes, they
are mostly more cost efficient than
in house personnel.

CROs might be distinguished from
Contract Manufacturing Organiza-
tions (“CMO”), the latter performing
production or production devel-
opment tasks. As certain principals
apply to both, e.g. adherence to in-
ternational guidelines and associated
laws, CMOs are discussed in this ar-
ticle as well, in spite of the fact, that
CMO selection might include many
more technical criteria in the selec-
tion process than for CROs.

No matter if one selects a CRO for
GMP manufacturing, toxicology and/
or safety testing or a clinical research
organization, there are principal re-
quirements that are common to all
tasks. Needless to say, that the strict
observance of GXP (GMP, GLP or
GCP) is key as quality is the most
critical factor [1, 2]. Certificates like
ISO certification or FDA inspection
approval letters may give the sponsor
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a better feeling, but certainly do not
replace the usual quality measures
and audits of the sponsor.

Choosing a CRO is a hard deci-
sion, because there is a huge and still
growing number of CROs in the mar-
ket, offering their services. Generally
speaking there are two categories of
CROs: broad generalist (one-stop-
shopping) organizations like Cov-
ance, who are in business already
for decades that offer a full range of
services from preclinical up to clini-
cal services and companies specializ-
ing in only one or two specific tech-
nologies. Therefore the question can
arise, whether it is worthwhile, to
split tasks among different CROs, e. g.
the clinical operation and the report
writing of a clinical study. In case of a
split, it should be taken into account,
that the specialist and/or price ad-
vantage can diminish just through
the coordination tasks between sev-
eral parties that have to be managed
by the sponsor. In addition, respon-
sibilities in the splitting scenario
have to be clearly defined for each
of the parties involved. This is espe-
cially true, if one decides to split
tasks in a clinical study e.g. monitor-
ing & project management from bio-
statistics and report writing. Often it
is not a good idea, to rely on one of
the providers of services for coordi-
nation, when it was decided by the
sponsor, to split one project over
more than one service company.

There is an increasing trend, to
outsource at least in part tasks e.g.
stability-testing or microbiology-
testing. According to a survey by

Thomson CenterWatch in the USA,
72 % of CROs think they work effec-
tively with the sponsor, but only 55 %
of the sponsors rate an effective co-
working [3]. As the response rate in
this survey was 6 % only, the results
might not be very representative.

Timing

Timing is of crucial importance in
the selection process. Especially
comparatively new and inex-
perienced companies tend to under-
estimate the necessary time to be
dedicated for a CRO, to set up a
study. In this respect there are no
differences for a GMP manufacturer
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Ml Table 1

Tracking of clinical CRO offers (source: all tables made by the author).

company A
contacted

L0 signed
study proposal
question contact
cost proposal

turned down

task

protocol

submission

PN

volunteer recuitment
study conduct
Medical oversight
clinical Lab
Susar-Prozessing

Clin Trial supply/medication
Site monitoring
bioanalyt

clin data management
biostatistics/data analysis
archiving of trial doc.
clim, Trial report

oA

other costs

pass through costs
optional

tatal

total plus lab

comments

[2] which has to have the certified
equipment available, a toxicological
CRO, which has to have the right an-
imals available at the right animal
age or a clinical CRO, which for in-
stance has to identify centers, set up
sites and comply with all regulatory
paper work requirements. In addi-
tion, it takes time, to agree on a con-
tract, which is acceptable to both
sides.

The upfront selection process ab-
sorbs quite some time, since gen-
erally not all contacted CROs will
reply within a similar time window.
Selecting a clinical CRO would take a
little more time than selecting a GMP
manufacturer or a toxicological CRO.
This is partly due to the fact that one
has a bigger choice selecting good
clinical CROs and that clinical
studies tend to be more complicated
and expensive. A simple excel sheet
does help, keeping track of CRO ac-
tivities and offers. Table 1 gives a
simple example of tracking and cost
comparison as a selection-help for a
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understood ?

clinical CRO: In fact it is mandatory
to make a task-list before any CRO is
contacted, to gain clarification
within the sponsor about what will
be outsourced. This also supports
the challenging process of compar-
ing the offers of the CROs, as they
tend to bundle tasks differently,
thereby making a direct comparison
difficult.

Once CROs have delivered a cost
proposal to a sponsor, they are kept
waiting for an extended period of
time, which can become very annoy-
ing as often they were pressed in the
first place, to deliver the proposal in a
short time period. The sponsor
should keep in mind that the CRO
often puts quite some know-how
into the offer in order to show com-
petency and secure, to achieve the
contract in the end.

It sometimes happens that a spon-
sor takes costs as the only criterion,
to make his decision and gives the
study to the cheapest CRO, which
often is not admitted. They may fail
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and during the study the CRO has
then to be changed and the study
repositioned. Of course this con-
sumes unnecessary efforts, time and
money.

The contract

52 % of the CROs and sponsors asked
in a survey [3] mentioned above,
rated contract and budget negotia-
tion & approval as the highest factors
causing study delays.

Open and transparent communica-
tion is the key. If a company has the
feeling, that communication does not
take place on the same wavelength,
taking a different - even a more ex-
pensive — CRO should be seriously
considered. The communication
process with the CRO should be well
established from the early beginning
on. Generally there will be dedicated
persons (project managers) on both
sides assuring new information is
passed in the respective organization
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to the relevant people at the right
time and monitoring the progress du-
ring the course of the study. Ideally
these persons should be identified
early during the bidding process.

As always, the underlying contract
between the parties should reflect all
necessary scenarios like in a license
contract [4]. The core parts of the
contract are obviously the financial
terms and conditions. Especially less
experienced companies should make
sure, that they avoid change orders.
At any rate, change orders - resulting
often enough from misunderstand-
ing and different interpretations -
can literally poison the working at-
mosphere between the parties. In
order to diminish misunderstanding
and different interpretations, a task/
to do list should clarify in detail and
in-depth all important responsibil-
ities and establish an atmosphere of
fair-play and trust.

Early on one should keep in mind
already potential delays in the study
e.g. because the study medication is
not available at the desired time and
how to compensate the CRO for
keeping the necessary, experienced
resources available. A good contract
should create a win-win situation
and will facilitate working together
smoothly. It has to be agreed upon
as well, which SOPs (“Standard Op-
erating Procedure”) are going to be
used during the study.

Pricing

Cost pressure on the sponsor side
and likewise also on the CRO side
seem to be the norm. This is due to
the fact that sponsors have to de-
crease the time to market and there
is increasing competition on the CRO
side. If a CRO is newly set up, they
might try to go with dumping prices
into the market even below their own
costs, just to obtain part of the “big
cake”. Later on it will be difficult for
them to increase prices and become
profitable. For the sponsor the ques-
tion arises, if this CRO has included
all costs and how often they can
practice this, to remain a player in
the competitive market. As a con-
sequence, sponsors should be skepti-
cal about unnaturally low prices, not
to mention doubts in quality. Unfor-
tunately, cost bits for a project can
easily vary by more than 100 %. Only
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M Table 2

Extract from a task/to do list for selecting a clinical CRO.

Task

Sponsor

CRO

Lab

Site selection with final decision (visit of facilities, MRI,
confirmation of information provided in questionnaire)

Study set-up

Investigation and establishing of general logistics
(custom, couriers, storage, etc.)

Preparation of work specific instructions and forms
(safety plan)

Supply of additional equipment if required (like
refrigerators, deep-freezers etc.)

Site set up and dummy run

Pharmacy dummy run

Laboratory Manual

Development for the safety lab

Lab manual development

Monitoring Manual

Investigator Meeting

Pharmacy training

General GCP and study specific procedure training

Investigators / Institutional grant negotiation

Preparation of master Investigators and institutional
contracts

Translation of contracts into local languages

Investigators / Institutional grant administration

Study Initiation

Provision of Study drug

Provision of CRFs

Provision of study documents

Provision of laboratory kits

Provision of AB-kits

Site initiation visit

Interim Monitoring visits

Tracking list maintenance

Study site compliance management (regular phone
contacts with study sites and other functional
management units)

Study Documentation management according to
Sponsor SOPs

Site file

In house monitoring files

Trial Master file

Study closure activities

Study closure visit

Return / destruction of used and unused study
medication

Return / destruction of other study supplies

Local archiving at the study sites

Archiving of TMF

tbd

Study supply logistics
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a thorough task analysis reveals,
whether these differences results
from misunderstanding of the re-
quired services, unreasonable pric-
ing, or truly reflects actual prices.
The overhead of global services pro-
viders impact the costs for small
projects significantly.

Quality management systems ful-
filling international guidelines and
standards are not cheap. Therefore
this topic should be considered from
the start of the bidding process, as
some parties might have different
opinions about quality and this will
ultimately have a bearing on differ-
ent prices.

Especially smaller companies de-
veloping (biological) products should
try to have no unrealistic approach
considering time and to assess the
funds required [1]. The selection of
CROs is a difficult task, for which
large companies have appointed
people with experience not only on
the technical-scientific side, but also
with regard to commercial and legal
aspects. If such a person is not avail-
able within a smaller company, as is
most often the case, they are better
advised, to spent money for an exter-
nal consultant, than to take the risk
of change orders or delays in time-
lines due to a bad selection process
of the CRO. Additionally companies
should make sure, that they have the
right development persons in the
supervisory/scientific development
advisory board [1].

The price a CRO quotes in a cost
proposal is a prime selection crite-
rion. Sponsors often try to press the
CRO, to still reduce an already com-
petitive price. It should be kept in
mind though, that once the project
has started, the service provider can
usually not be exchanged. An initially
attractive price may then result in an
expensive outcome, possibly even
significantly higher price, due to fric-
tions such a situation will cause. The
more transparent the proposal is, the
better for both parties and this way
change orders might be avoided.

Size of a CRO and of the
sponsor

The size of a CRO should not be neg-
lected. The size of a selected CRO
might differ in each stage of devel-
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opment. E.g. if a company is just
starting clinical phase I, it might
work with a smaller (local) clinical
CRO and later change to a bigger
(international) CRO, in order to ob-
tain the necessary patient popula-
tion in the desired timeframe. The
same is true for a GMP manufac-
turer, as one might not need the
costly “Mercedes”, if there is no
prove of concept yet and a less costly
“Toyota” might do the job. The GMP
gradient should always be on the in-
crease.

Sticking to the same CRO has the
advantage that one knows one
another already, trust is established
and the workflow is facilitated, but
the sponsor surely will spend more
money, selecting a bigger CRO right
from the start. For bigger companies
preferred providers should be con-
sidered.

According to the author’s expe-
rience smaller companies are usually
better off, considering smaller CROs.
Generally speaking these would be a
little cheaper for the same amount of
work as they do not have to finance a
big overhead. In addition there
would be a better fit. On the other
side a bigger CRO would give one
more security that their likelihood
to “survive” is higher.

Personnel

Ethical problems on the CRO side,
which has to keep a certain amount
of personnel and maybe lay off some
personnel on short notice will not be
discussed here.

The personnel one meets during
the selection process might not be
the one, running the study. Make
sure e.g. put it into the contract, that
people on the study have the ad-
equate knowledge and experience.
It seems obvious, but confirm, the
CRO has the necessary capabilities,
to run your study. If a CRO intends
to subcontract part of the study, this
should be mentioned in the contract.
Sometimes a CRO claims, to have
special experience in a certain indi-
cation, however not all people having
this experience are still with this CRO
or gained experience only from bids
for similar projects. One should try as
well, to have constant personnel
during the course of the study; this

might be difficult especially in a clin-
ical study, as clinical CROs tend to
have a rather high rate of fluctuation.
Project turn over might generate in-
efficiency and additional expenses.
The personal relationship is vital for
the success of the study. This topic is
rated higher on the sponsor side than
on the CRO side.

It is of additional value, to find out
the track record of the CRO with re-
spect to client satisfaction, budget
and schedule. Some CROs maintain
(and share) metrics regarding client
satisfaction.

Summary

In the selection process the size of
the company and the CRO should
be considered. Of course quality
topics have to be taken into account.
Even, if not in particular, the selec-
tion of services for small-to-midsize
projects requires experienced per-
sonnel or a professional advisor. This
can speed up the selection process,
facilitates the communication be-
tween sponsor and CRO and ulti-
mately may result in a smoother
project performance. The cost sav-
ings by means of that should be ap-
parent. Finally a good contract that
considers all scenarios from the out-
set should be established, to create a
win-win situation and will ultimately
facilitate working together smoothly
and in a productive manner.
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