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WELCOME

In our frequent interactions with Clinical Operations decision-makers at leading life science companies, the topic of 

CRO oversight is at the center of conversations.  “Are my CROs doing what I hired them to do?” and “Are they 
adhering to the quality plan?”  Leaders in the field tell us of their concerns about 

increasing speed and quality and minimizing the impact 

of the upcoming addendum to ICH GCP E6(R2) guidelines.  

We set out a year ago to document the answers to the top 

questions our customers ask about CRO oversight.  For this 

CRO oversight Benchmark Report, over 100 Clinical 

Operations Leaders from global life sciences companies 

responded to 50 questions.  69% have 2 or more active 

clinical trials.
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Respondents by Role

ClinOps Managers

ClinOps Executives

ClinOps Outsourcing 

50%

39%

11%

Entire Studies

Site Operations

Data
Management

Patient Recruitment 
& Enrollment

70%

77%

74%

63%

The findings were enlightening, as there was strong alignment around 

the goals, challenges and best practice.  We learned that...

    •   90% of sponsors plan to increase their use of CROs 

    •   98% indicated CRO oversight is a top a priority and 93% have  

          real investment behind it

    •   Only 22% have confidence in their CROs to hit milestones on    

         time with a quality result

    •   CRO Quality Agreements and Oversight Plans require best 

         practice execution to increase speed and quality

    •   90% use spreadsheets, which are insufficient to check if CROs 

         are delivering against the quality agreement  

    •   Best Practice approach to CRO oversight is Clinical 

         Intelligence: providing continuous visibility into CRO 

         performance, real-time investigation, and collaboration

The goal of the CRO Oversight Benchmark Report is to give you and your program, study, and vendor oversight teams 

insights into the goals, challenges, and best practice approaches of your peers.  Our biggest takeaway? 

Clinical Intelligence provides the CRO oversight and collaboration needed to deliver speed to quality results.

Best Regards,

 Rani & Bruno
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CROS AND OVERSIGHT GOALS

Increasing Use of CROs
Over half of the surveyed sponsors currently outsource to three or more CROs, and 90% of 

these sponsors plan to increase their use of CROs further in the next year.  When asked which 

responsibilities sponsors were outsourcing, there was an overwhelming majority for every 

category given.  Furthermore, with the rapid growth of the clinical trials market, 100% of 

sponsors anticipate changes in the processes governing CRO management due to pending 

ICH E6 updates.  

What is CRO Oversight?
“Failure to ensure proper monitoring of the study.”  This brief but potentially damaging 

statement is found on several 483 forms issued to various sponsors by the FDA after GCP 

inspections.  The expectation that sponsors oversee their CROs continues to put pressure on 

Clinical Operations leaders, as proven by many recent regulatory inspections and statistics 

issued by the FDA and MHRA.  At minimum, it is essential to have the ability to tell a 

regulatory inspector that the CRO employees did what they were hired to do.

“What are the most important CRO oversight questions to answer?”

 1.     Is my vendor doing what I hired them to do?
 2.     Is the CRO adhering to the quality plan?
 3.     Is CRO performance meeting or exceeding our expectations?
 4.     What issues should we be escalating? 

These questions are fundamental to CRO oversight.  At any given point of the project 

(especially at the end when the study’s story is told), sponsor representatives need to explain 

where they were in the project and how they got there.  Monitoring oversight and CRO 

management have been a focus of inspections in the last few years and are at the center of 

the recent ICH E6 updates. 

Why CRO Oversight?
Although the overwhelming majority indicated that CRO oversight is a top priority, only 34% 

of ClinOps leaders indicated that they successfully achieved their planned CRO goals.  In 

line with the lack of goal achievement, only 22% of respondents remained confident that 

their CRO would achieve milestones on time.  When we asked the ClinOps leaders about the 

CRO- related risks that kept them up at night, the #1 response was missed milestones, 

followed by #2 as data quality.  Asked a second way about why CRO oversight is a priority, 

the same focus areas topped the responses.  Ultimately, the message is clear.  CRO oversight 

is to deliver both speed and quality. 

“Why is CRO oversight a priority for your team?”

#1
Avoid Trial Delays
Missing Milestones

#2
Manage Quality
Oversight of CRO 

Work Product

#3
Meet Compliance

Requirements
ICH E6 (R2)

#4
Other

Risk Mitigation
Cost Reduction

CRO oversight
seen as a 
top priority
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EXECUTING ON THE PRIORITY

Investment Levels and Organizational Approaches
All respondents indicated they had some level of investment in CRO oversight.  55% of respondents indicated Study 

Managers and ClinOps Executives were leading the oversight initiative.  However, despite its importance and execu-

tive leadership, only 19% of those surveyed considered CRO oversight a core competency. 

“How have you invested in CRO oversight?” “Who manages the outsourcing relationship?”

“We operate on ICH GCP guidelines (International Council on Harmonization) - 
and there is an update coming called ‘Revision 2’. 

It requires sponsors to have quality oversight over the study.” 

Challenge:  Gaps in Core CRO Oversight Processes
After determining that speed and quality are the objective, we asked “What processes do you need to improve to 

increase speed to a quality result?” The responses were fairly consistent.  The survey respondents indicated a focus on 

core CRO oversight processes:  

#1 response is subject enrollment, including management of each stage from screening to completion.  The questions 

they want answers to include:  Why is enrollment lagging? Which sites have been active the longest with the lowest 

enrollment rate?  How is that affecting enrollment actuals versus plans?  Do we need to close sites or increase 

investment in key regions? 

#2 focus area is subject compliance, including management of protocol 

deviations, adverse events and subject visit compliance.  Respondents 

are looking for answers to:  Where are the risks?  Is the increasing protocol 

deviation rate across sites or specific to a region or set of sites?  Do we 

need to retrain sites and amend the protocol?

#3 focus area is site productivity, 

including management of query, data 

entry and query resolution rates.   

ClinOps leaders are asking:  Which sites 

generate higher than expected 

queries? Does increased site contact 

frequency reduce outstanding queries? 

What CRFs have the most queries? 

To evaluate each of these core process 

areas, the survey asked both how 

important and how successful they 

were in each.  Despite 100% of survey 

respondents indicating they were 

funding initiatives to improve speed and 

quality in collaboration with their CRO, 

only an average of 30% believed they 

were successful in the CRO oversight 

key focus areas.

“How important are these outsourced processes?”
“How successfully is your CRO managing the processes?”

Very Important             Not Very Successful
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Spreadsheets and Reactive Management
When asked what system sponsors used for oversight and collaboration, 90% responded 

spreadsheets, followed by a combination of EDC (80%), CTMS (60%), and IxRS (<40%). 

Clinical teams receive data from disparate systems and vendors, such as a pulmonary 

function core lab.  Other key endpoint data often comes from a variety of core labs or 

ancillary vendors.   In order to get a full view across the study, or even a portfolio of studies, 

spreadsheets consolidate key study risks in the regular CRO oversight report. 

Quality Agreements and Oversight Plans
The relationship between the sponsor and CRO is guided by the Quality Agreement and CRO 

Oversight Plan.  The Quality Agreement contains SQMs in a combination of standard measures 

(apply to all studies) and study specific metrics (applicable to a certain protocol).  The CRO 

Oversight Plan then covers the frequency and process of monitoring the Quality Agreement.  

The Oversight Plan articulates specific KPIs, the frequency and process of managing issues, 

and the sponsor and CRO collaborative escalation process. Together, these two plans 

become the foundation of a compliant CRO oversight initiative. 

Describe
decision-making

processes as
“reactive”

Anticipate process 
changes due to
 ICH E6 updates

CRO oversight
 plans are of

 highest 
importance to
 the company

“What are the biggest limitations you face with 
manual CRO oversight processes?”

#1 Answer:  Can’t investigate issues in real-time

To make important decisions, ClinOps teams request key reports from the 

CRO, which 53% indicated takes over a week!  The team receives 

a static PDF that must be printed to piece together data 

across multiple PDFs and mark them up.  Not only does 

the report take too long to produce, but also the data is 

periodic, outdated, incomplete and often unreliable. 

Along these same lines, only 8% of practitioners reported 

that they have portfolio-level reporting and analytics.  

This indicates that a spreadsheet is used for the monthly 

CRO oversight report. Potentially, a program manager is 

looking at enrollment status across the portfolio by reviewing 

separated EDC system reports for each study.  This makes it 

difficult to oversee the performance of a CRO across studies. 

Oversight Planning 
The goal of the oversight planning is for sponsors and CROs to agree on both study metrics 

and metric oversight processes.  As a critical element of oversight, 78% of respondents 

placed the highest priority on establishing a CRO oversight plan. These are slowly becoming a 

form of gold standard to structure and set expectations between parties.  It goes without 

saying, in the execution stage of the trial, both the planned metrics and progress against the 

metrics are to be visible to all stakeholders throughout the study.  As we all know, “What gets 

measured gets done.”

Four Elements of Compliant CRO Oversight

Planning Execution
Define 
Quality

Commitment to 
the trial’s success
creates a team 

environment

Clear Assignment
of Responsibility

Align on a plan 
for ownership of 

each component 
to the plan

Continuous
Monitoring

Sponsor and CRO
work from the same,

accurate data

Proactive Issue
Resolution

Predict and manage
issues with defined
escalation paths
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QUALITY AGREEMENT
CRO oversight is driven by goals and metrics that ensure 

shared organizational direction.  If the CRO lacks direction or 

has no shared goals and metrics, then they will just do what 

they believe to be best.  Misalignment arises when there are 

either different opinions or misinterpretations on the goals 

and metrics.  Both can set the team in a direction that 

undermines overall performance. 

With fundamental alignment of the players, the right goals 

and metrics reinforced throughout the partnership will enable 

the sponsor to achieve the speed they need and quality 

results. 



comprehend.com | 7

OVERSIGHT PLAN
The CRO Oversight Plan is a guideline for the ClinOps Vendor 

Managers to ensure the vendor’s adherence to the Scope of 

Work (SOW), study-specific plans, processes, procedures, and 

GCP.  The Vendor Managers are assigned as the sponsor’s 

primary contacts, and they are responsible for monitoring the 

vendor’s performance including timelines, milestones, quality, 

deliverables, and financial adherence.  

Although sponsors may delegate clinical trial activities and 

functions to vendors, the sponsor is ultimately accountable 

and will perform oversight of the clinical activities and 

functions.

Data Transfer Agreement  
The oversight plan should include system and data access 

requirements. This is typically presented as a data transfer 

agreement.  Ensure that your data transfer agreement includes 

the data transfer type, integrating systems, format, delivery 

method, and frequency.

the data transfer type, integrating systems, format, delivery 

method, and frequency.



ROADMAP TO SPEED AND QUALITY 

Establishing Consensus on the Metrics 
Despite efforts to standardize metrics, there is no consensus among industries to which risk drivers ensure proper 

oversight.  Variability will come from the therapeutic area, investigator pool, stage of clinical development, size of the 

sponsor, etc.  Many performance and quality indicators are attributed to the CRO and need to be included in 

standard reports.  Some examples include staff turnover rate, compliance with the monitoring visit schedule, and 

percentage of CAPA resolved in a given time frame. 

Starting with the End in Mind
The inventory of KPIs in the quality agreement requires extensive planning.  The starting point? 

The questions that you want to have answered.  Here is a selection of the questions submitted 

by our respondents based on the top 3 KPI categories in the CRO Oversight Plan above:

     #1 Milestone Status
 • Is the portfolio of studies forecasted to be on track? If not, where are they delayed?
 • Are the studies on plan for site activation and/or enrollment? If not, how big are the delays?
 • What milestones could be at risk?
    #2 Patient Compliance
 • From a subject distribution perspective, where are my subjects in the study timeline?
 • What visit has the majority of my subjects currently?
 • Is data entry for key efficacy data entered according to expectations?
 • What are the most common types of endpoint data that are not entered in a timely fashion?
     #3 Site Productivity
 • How well do the people at the site conduct the trial?
 • Are the sites respecting the established protocols?  Are they losing patients?
 • Which are the worst-performing sites in my study?  What sites should I focus on?
    Are the root causes for low performance sites CRA-related?

Headlights in Addition to Rearview Mirror
The clinical leaders agreed that to improve milestone achievement, it is imperative that they 

understand key information about their portfolio of studies.  For each of the KPI categories, the 

clinical teams want to see where they are at any point and where they will end up with the 

current course of action.  

Stakeholders Have Different Priorities 
We asked study practitioners what their CRO oversight metric priorities were, and in contrast, 

which were most important to executives.  Although they agreed that ‘milestone status and 

forecast’ was top priority for themselves and the executives, the survey respondents identified 

the remaining KPI categories with very different priorities.

CRO dashboard of
quality metrics

 (plan vs. actual)

“Which KPIs would
be most helpful to
 understand CRO
 performance?”

Staff turnover and
 resource allocation

Issue resolution 
and cycle time

 • Which are the worst-performing sites in my study?  What sites should I focus on?
    Are the root causes for low performance sites CRA-related?

Headlights in Addition to Rearview Mirror
The clinical leaders agreed that to improve milestone achievement, it is imperative that they 

understand key information about their portfolio of studies.  For each of the KPI categories, the 

clinical teams want to see where they are at any point and where they will end up with the 

current course of action.  

Actual Plan

Current Gap Between 
Plan and Actual

Forecast Based 
on Actual

Future Period 
Plan

Projected  Gap Between 
Plan and Forecast
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Critical Elements to a Continuous CRO Oversight Plan

Automate
the Plans

Quality
Agreement

“What”

CRO
Oversight

“How”
Real-time Oversight

Delivers Speed to Quality Results

ICH E6 (R2) Compliance

Automating the Plans 
Survey respondents identified the top reasons to automate CRO oversight plans, metrics, issues and escalations.  They 

agreed that automation was critical to adhere to the ICH E6 (R2) addendum and was a key component of their 

Quality Management System (QMS) approach.  Automation of quality agreements and oversight plans enables 

sponsors and CROs to focus on what matters and act more quickly.

“We require high-quality insights sooner on our trials to empower both our team and our 
CROs to collaborate and meet study milestones”.

Automation Requirements
We asked the clinical development leaders, “What are your requirements to implement your 

CRO oversight improvement initiative?”  71% placed data transparency across sponsor and 

CRO as their number one requirement.  This is a strong statement about the challenges teams 

have had gathering, aligning and reporting on data across disparate systems.

Also identified was the significance of, “transparency and real-time access to quality data as 

barriers to an effective CRO relationship”, as 83% of those surveyed said this was, “critically 

significant” to success.  With 45% of respondents who indicated that they were working off at 

least one week old data, it was not surprisingly real-time access to data was a key area of 

focus for the majority of those that responded.

Whether managing enrollment, subject compliance, site productivity, or study portfolio levels, 

clinical leaders are asking for dashboards, monitoring, analytics, and integrated team 

collaboration that will give them the speed to ensure quality results.

#1

Top priorities for a
successful CRO
relationship:  

data transparency
 and real-time access 

to quality data 

Need to automate
CRO oversight: 
real-time data
aggregation 

across systems 

“”What are the key requirements for improving 
success of CRO oversight & collaboration?”

71%   Data transparency across sponsor and CRO

69%   Access to real-time insights for the purpose of fast  
           investigation and resolution of issues 

67%   Integrated collaboration tools for efficient issue 
           resolution

60%   Full visibility of all data across systems, studies, and    
           CROs

43%   Full audit trail for compliance
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CONTINUOUS, REAL-TIME CRO OVERSIGHT
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Requirements for Continuous CRO Oversight
• Ensure Compliance:  full audit trail

• Facilitate a Trusted Partnership: integrated
collaboration and task management

• Proactive Investigation: always on,
continuous KPIs, analytics and monitors

• Data Transparency: cross system, cross
study, cross CRO insights

• Speed to Implement: live connectors to
e-clinical systems

Portfolio Oversight 
• Insight into portfolio status across your CROs with

Portfolio Dashboard Summary Cards that are quick

guides to the current overall KPI status of each CRO- 

managed study

• Identify CRO studies at risk of not meeting milestones

with red/yellow/green visual cues displayed via the

Portfolio Milestone Achievement KPI

• View insights into current achievement and potential

delays for Enrollment, Subject Compliance and Site

Productivity for your CRO studies

Site Productivity
• Evaluate your sites across several key metrics utilizing

Site Performance Comparative KPIs that identify site

outliers and lowest performing sites

• Automatic alerts for those sites that are outside of risk

threshold in key areas such as missing primary endpoint

data, query aging and data entry rates with Real Time 

Monitoring

• Determine whether interim analysis and/or quality

and compliance are at risk with Query and Issue

Resolution Rate KPIs

Enrollment
• Immediately identify funnel leakage with real-time

analysis of each stage of enrollment - from screening to

completion - with the Enrollment Funnel KPI

• Determine if CRO is meeting enrollment thresholds

with real-time insights utilizing the enrollment rate and

site activation KPIs

• Proactively determine where collaboration with your

CRO is required to ensure enrollment goals are met with

Funnel Status KPIs

Subject Compliance
• Prioritize training for those sites that are not entering

primary endpoint data in a timely fashion with the

Primary Endpoint Data Entry Rate KPI

• Differentiate between major and minor protocol

deviations and work with your CRO to follow up

accordingly with a Protocol Deviation Rate KPI

• Understand the subject distribution by visit to ensure

appropriate monitoring for compliance risk with the

Subject Count by Latest Scheduled Visit KPI

Is my vendor doing what I hired them to do?
Are they adhering to the quality plan?  What issues should we be escalating?

Clinical Intelligence provides transparency on data and operational systems, collaboration, and real time 
monitoring to ensure a successful sponsor/CRO relationship 

Improve speed
 and quality 

in collaboration
with your CROs

Includes industry 
best practice 

dashboards, KPIs, 
analytics and listings 

for CRO oversight

.com/datasheet-cro-oversight



comprehend.com |11

 Impact of CRO 
underperformance
Is study delays by 

over 6 months

>3 months is 
typical delay for 
CRO to achieve 
database lock 

Recently brought 
on additional 

CRO or replaced
 CRO altogether

With Clinical Intelligence, Clinical Executives, ClinOps teams, Study Managers 
and their CROs are now focusing on what matters and acting more quickly.  

The net result is the reduction in study overruns, achievement 
of milestones, and return of sites to within risk threshold.

Quantifying the Speed to Quality Results
With continuous CRO oversight, the 

automation of even a basic oversight plan 

enables sponsors to hold their CROs 

accountable.  With automation, sponsors 

can look across trials and optimize their 

operations.   In order to understand the 

quantifiable benefit of Continuous CRO 

oversight, we asked about the worst impact. 

Clinical leaders highlighted consequences in 

cycle time, productivity, costs, and failed 

inspections.

“We require high-quality insights sooner on our trials to empower both 
our team and our CROs to collaborate and meet study milestones.”

Cycle Time Reduction
Enrollment concerns, protocol deviations, and data 

clean up are the most common issues causing a delay 

from “First Patient In” to “Last Patient Out.”  This delay 

can be as high as 9 months in a three year study.  

Clinical Intelligence helps reduce cycle time with:

       • continuous enrollment funnel management

       • real-time monitoring of open queries and issue              

     resolution  

       • site performance analysis for low performing site 

                   identification and course correction 

ICH E6 R2 Compliance

Cost Reduction and Productivity Increase
It is no surprise that CRO change orders are top of the mind when CRO oversight is discussed, 

as trial delays lead to costly CRO change orders.  67% indicated that in the last year, to 

increase trial quality with the CRO, sponsors had to execute a change order.  78% of the 

respondents indicated that a 3-month change order cost them in excess of $100K while 41% 

of them reported greater than $200K.

To ensure trial quality, sponsors often execute change orders and add internal resources to 

perform manual oversight.  In fact, 59% of sponsors added internal resources (e.g., CRAs) in 

the last year and 49% either brought on another CRO or replaced the CRO altogether.  

Clinical Intelligence allows sponsors to focus 80% of resources on the 20% highest risk sites 

and studies, thereby eliminating manual cross-study analytics and collaboration and increas-

ing efficiency of sponsor’s monitoring resources.

High Risk of ICH E6 (R2) Non-Compliance Low Risk of Non-Compliance 

There is a significant delay in review of data; a large lag 

between info review and action; anecdotal reports, 

e.g., unaware of enrollment leakage, slow query 

resolution, protocol deviations that require significant 

rework, lack of protocol compliance, missing primary 

endpoint, significant subject safety, missing or late AE / 

SAE reporting.  

There is compliance with Clinical Intelligence.  The 

ClinOps team is constantly aware of enrollment 

leakage early, always knows which sites to focus on, 

and has ‘beautiful’ subject data.  The medical team is 

quick to recognize protocol deviations, AEs, or safety 

signals. With constant awareness, both teams have the 

ability to intervene and resolve issues fast.

Protocol
Issues

Data
Clean Up

Enrollment
0

20

40

60

80

10% 15%

75%

100
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About Comprehend Systems, Inc.

Comprehend is a technology company with a new class of cloud software to help Clinical 

Research teams continuously improve speed, safety and efficiency of a portfolio of clinical trials. 

Across your CROs, studies, and systems, Comprehend’s Clinical Intelligence Suite optimizes the 

operations and medical processes that enable clinical teams and your CROs to continuously 

focus on what matters and act more quickly.

Built on the Clinical Intelligence Platform, ClinOps Insights optimizes the enrollment and data 

quality processes that enable teams to deliver milestones on time. Centralized Monitoring is the 

first packaged application built specifically to give clinical teams the speed to continuous risk 

management. With Medical Insights, Medical Monitors have continuous insight into medical 

outliers and trends that enable them to proactively manage efficacy and safety.

Comprehend’s Clinical Intelligence Suite is a particularly effective foundation for your centralized 

monitoring, risk monitoring, CRO oversight, and medical monitoring initiatives offering speed to 

implement and speed to onboard new studies, CROs and data sources. The most demanding 

R&D innovators, as well as three of the eight largest life sciences companies trust Comprehend to 

provide the confidence necessary to deliver high quality clinical trial submissions at a new speed.

Comprehend: the speed to quality results.

Visit Comprehend at www.comprehend.com.

This publication should not be reproduced in whole or in part without the written permission of 

Comprehend Systems, Inc.

Copyright 2016 Comprehend Systems. All rights reserved.
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