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Letter from the Chair
By: Anthony J. Costello, CCDM, VP, Product Development and Data Services, Nextrials, Inc.

Quality Assurance Regulations Issues of Data Basics
The words regulation and guidance can strike fear 
into the hearts of even the most seasoned data 
mangers. These usually short little pieces can really 
keep you awake at night. They can sometimes 
change faster than the latest pop culture trends, 
here today, gone tomorrow. While they’re actively 
enforced, they’re anything but uniformly enforced. 
Philosophical battles can rage industry-wide about 
interpretations of words used in regulations like 
“training” and “validation”. Of course, it often 
seems as though data management is at the center 
of the regulatory requirements. Not surprisingly, 
clinical data collection and handling is a core 
interest of industry and regulators alike. Although 
fraud in clinical trials doesn’t seem to happen often 
enough that it’s in every day conversation, it is 
still a valid concern. Clinical systems errors are the 
more likely culprit of most data-related mishaps 
on most clinical trials. 

This issue of Data Basics provides a very 
interesting series of articles on the topic of 
regulations. What are the latest trends? How 
can CDM be prepared for audits and which 
regulations are the most central to our daily 
operations? I think you’ll also find the CDASH 
update particularly interesting. More and more 
of our daily work is being governed by standards 
and those who have implemented standards 
know that regulatory ambiguity is mitigated in 
great part by those standards that best eliminate 
proprietary systems and custom software. CDASH 
is perhaps the most fundamental standards effort 
for CDM, as it seeks to regulate the design and 
implementation of data collection instruments 
– the primary driver of all other clinical data 
collection activity.

Many of us have spent a career 
validating tools, databases, 
analysis programs, and query 
programs, while also entertaining 
audits to review this validation. 
We’re now entering an era where 
validation may focus primarily on 
our standards and implementation and consistent 
execution of standards from project to project. 
There are also new trends in auditing as e-clinical 
systems require much more validation before 
studies begin and a very different kind of technical 
expertise on the part of auditors. By the time you 
read this letter, the SCDM Fall Conference will 
have come and gone. Those of you who attend will 
have seen many focused presentations on emerging 
standards and regulations. SCDM continues to 
provide a benefit to its members by concentrating 
on standards efforts globally, authoring new 
GCDMP articles based on emerging regulations 
and validation techniques, expanding an 
educational curriculum for standards training and 
providing balanced conference sessions on all of 
these rapidly developing topics. 

Despite the issues and complications that can 
arise, clinical regulations are a necessary reality of 
managing health information. Forward-looking 
CDM departments will embrace standards and 
participate in their formulation as a method for 
simplifying compliance, scaling operations, and 
ultimately taking Data Management to a new 
level. Enjoy the tips in this issue! 

Sincerely, 
Anthony J. Costello, CCDM
Chairman, SCDM Board of Trustees
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Data Gone Awry 
Meredith Nahm, MS, Duke Translational Medicine Institute

Introduction
Merriam-Webster’s Dictionary defines data as 
“factual information, such as measurements or 
statistics, used as a basis for reasoning, discussion, or 
calculation” (1). Data are to be found everywhere, 
in any number of forms: numerical measurements, 
photographs, geospatial codes, videos, textual obser-
vations, questionnaire responses, DNA sequences, 
biological samples, test artifacts, and field notes are 
all considered data. Data form the basic building 
blocks for all scientific inquiry, including the clinical 
research enterprise. Research, both subjectivist and 
positivist, draws information from recorded obser-
vations. The accuracy, validity, and reliability of data 
all have a direct effect on the quality of the conclu-
sions drawn from them. The quality and integrity 
of data collected during a study are essential to the 
ultimate quality of scientific research (2).

Research Data Management
Data management is inextricably intertwined with 
the scientific method, and is an essential part of 
almost every research endeavor. In fact, the Insti-
tute of Medicine (IOM) defined quality data as 
“Data strong enough to support conclusions and 
interpretations equivalent to those derived from 
error-free data” (3). Although difficult to operation-
alize, meeting this definition of quality data requires 
knowledge and even control of data accuracy. In 
addition, a fundamental precept of scientific inquiry 
is that studies are reproducible, e.g. raw data can be 
reconstructed from the analysis files and study docu-
mentation and vice versa, or, alternatively, that if an 
identical repeat study were run it would arrive at the 
same results. Activities and practices necessary to 
provide adequate data quality and maintain repro-
ducibility should be the paramount task of a data 
manager. A fundamental precept of data integrity is 
that raw data can be reconstructed from the analysis 
files and study documentation and vice versa. 

Why Is Data Management Sometimes 
Overlooked?
Despite its foundational importance to scientific 
inquiry, good data management practices and even 

principles are sometimes overlooked by investigators 
and research teams in both commercial and aca-
demic settings. 

Data management and regulatory training are 
usually not included in graduate or medical school 
curricula. In addition, institutional training for 
investigators and research teams often focuses on hu-
man subject protection, and good clinical practices 
(GCP). Training in the regulations and principles ap-
plicable to data management are often not available 
for, or required of, research administrators, investiga-
tors and research teams. For example, they may not 
be aware of the steps necessary to ensure that data 
are sound enough to support research conclusions 
and are compliant with the regulatory requirements 
stated by federal and international agencies. When 
research leadership lacks knowledge of good data 
management principles, organizations run the risk 
of creating and implementing policies that do not 
support and enforce good practices. 

Data management is often performed by people 
other than the investigators. Where the investigators 
are unaware of principles and good practices, indi-
viduals with little or no training are sometimes asked 
to perform data management tasks. In addition, 
ill-prepared investigators and administrators cannot 
provide without appropriate supervision. Hence, 
the scenario of office assistants or technicians being 
asked to create a spreadsheet or a “quick” Microsoft 
Access database and “just enter the data.” Investiga-
tors cannot require or provide for things of which 
they are unaware.

Significant amounts of research are performed in 
settings, academic or otherwise, where researchers are 
sustained by funding designated for individual proj-
ects. In this context, funding supports the scientific 
aims of the project, and often cannot be spent on 
training personnel. Indirect support from grants and 
contracts, meant to provide funding for “overhead” 
such as training and infrastructure, is often not 
available to or allocated by individual investigators 
with staff to train and manage. Small research groups 

Continued on page 4
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sustained in this manner can lack the fiscal resources 
to support research infrastructure such as formal-
ized job descriptions, written procedures, oversight, 
equipment, software, and specialized technical 
expertise. Lack of sustaining infrastructure leads to 
significant turnover of support personnel and hence 
loss of the research facilities’ knowledge and exper-
tise. Experienced personnel may need to find other 
work when a project ends and leave the organiza-
tion or group. This perpetuates a state wherein the 
research group must depend on the variable skills of 
individuals, rather than a predictable infrastructure 
that yields consistent performance. 

The lead investigator for a clinical trial must balance 
many priorities with limited project funds. The 
opportunity to collect more data may be far more 
enticing than system security, back-ups, database 
design, or resources for documentation and testing. 
Answering additional scientific questions competes 
with sustaining infrastructure and operational tasks 
for allocation of precious funds. In addition, inves-
tigators without a firm grasp of data management 
principles are not likely to be aware of tasks that 
need to be done, the resources required, or the im-
pact of not doing them, upsetting a delicate balance.

Acquiring useful data depends on planning, design, 
testing, consistency and documentation. In a busy 
research setting and in the absence of appropriate 
training and organizational support, data manage-
ment tasks may not be done well, or may not be 
done at all. 

When Data Go Awry
Given the importance of good data to science, it’s 
hard to imagine that lapses occur in research. How-
ever, there are significant forces that may lead even 
dedicated investigators and research teams astray 
with respect to proper data management. Moreover, 
there is a continuum of departure from good clinical 
data management that ranges over misunderstand-
ing, error, lack of training, lack of capability, lack of 
oversight, sloppiness, negligence, and outright fraud. 

Due to the relative paucity of published accounts of 
data mishaps, it is hard to estimate the rate at which 
they occur in clinical research. However, FDA 
inspection statistics from the Clinical Investigator 
Inspection List (CLIIL) for 2004–2006 show an 
average 4.7 % Official Action Indicated (OAI) rate 
(4). The top five types of findings noted—failure to 
adhere to the protocol (15 instances), inadequate 
and incorrect records (9 instances), failure to obtain 
patient consent (7 instances), inadequate drug ac-
countability (7 instances), and other (7 instances)—
accounted for 69% of OAI findings. 

These figures come from the significantly regulated 
drug development industry, in which most clini-
cal site investigators receive at least study-specific 
direction on data management tasks. Some prob-
lems are caused by inappropriate handling of data; 
others occur upstream in the research process but 
may be detected through electronic data surveillance 
methods. Still other problems occur after the data 
management process during analysis and dissemina-
tion. Because data management spans and affects 
a large part of the research process, data managers 
should be concerned with identifying, preventing, 
and correcting problems where possible. 

“Ironically, there is a major difference between a process 
that is presumed through inaction to be error-free and 
one that monitors mistakes. The so-called error-free pro-
cess will often fail to note mistakes when they occur.”(2)

Case Studies: Data Problems 
The following case studies are real examples of data 
problems from multicenter clinical trials. Each sce-
nario discusses the causes of the problems, how they 
were detected, what (if anything) was done to correct 
them, and the effect they had on the research. Learn-
ing through other’s experience through open dialog 
about situations such as these will help everyone be 
more vigilant. Although there are limited published 
accounts of problems such as these in the clinical re-
search industry, we are fortunate to have the work of 
Muraya and Coe, which documents some common 
data related problems in basic scientific research (5). 
To contribute scenarios to our body of knowledge, 
and to discuss those presented here, please post on 
the SCDM Discussion Forum.

Scenario 1: Parakeets in a multicenter clinical 
trial.
A large, multisite, clinical trial was sponsored by a 
large pharmaceutical company to obtain marketing 
authorization for a drug. After the last patient visit 
and subsequent locking of the database, an oddity 
in the ECG data was noticed during the final review 
of tables and listings. The mean heart rate, QT-in-
terval, and other ECG parameters for one site were 
significantly less than the values from any other site; 
in fact, the values were similar to those that might 
be expected from parakeets, rather than human 
subjects. The data listed on the data collection forms 
was checked and was found to match the data in the 
database, ruling out data entry error, and there were 
no single outliers within that site to skew the data. 
Upon investigation, it was discovered that an im-
properly calibrated ECG machine at the site was the 
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source of the discrepant values. The trial data had to be analyzed both 
with and without the ECG data from the aberrant site. Data-related 
problems include lack of instrument calibration, lack of investigational 
site training, failure to adequately oversee site activities, and failure to 
check the data earlier in the process.

Scenario 2: Albuterol challenge.
In a clinical trial of subjects with asthma conducted at 12 sites, the 
main eligibility criterion was that subjects must show a certain percent 
increase in peak expiratory flow rate (PEFR) following inhalation of 
albuterol. Several sites had a significantly higher eligibility rate than the 
others. Fortunately, this was noticed early in the course of the trial by 
an astute monitor, who asked the site staff to walk her through their 
procedures during a routine monitoring visit. The sites were using 
nebulized albuterol, as opposed to the albuterol inhaler provided for 
the eligibility challenge. The protocol was amended to specify that 
inhaled albuterol from the study kit provided to each site should be 
used to establish eligibility, and additional clarification and training 
was provided to the clinical investigational sites. No further action was 
taken; the trial was a randomized, active-controlled trial, and the study 
team relied on randomization to lessen the impact of the error. Data-
related problems included inadequate specification for study measure-
ments and lack of site training.

Scenario 3: I’ll just fix it.
A small organization performed an adjudication process in which 
two reviewers examined source document records of clinical events 
to ascertain whether or not a particular clinical event, meeting the 
protocol definition actually occurred. Disagreements between review-
ers were resolved by committee. Each reviewer completed a paper form 
with the results of their review. A staff member then compared both 
review forms to identify discrepancies to forward to the committee. 
An inspection of data at the end of the trial revealed that reviewers and 
staff made corrections without dating and initialing, and sometimes 
obscured original responses with their corrections. Data-related prob-
lems included a lack of reviewer training and oversight, use of manual 
processes, lack of process oversight, and control. 

Scenario 4: I’ll answer for the patient.
The data collected in a government funded multicenter clinical trial 
included questionnaires answered by subjects. There were weekly group 
teleconferences during which each site reported their data collection 
status and rate of data completeness at each visit. During the trial, 
the site investigator became aware that the data collector had been 
completing assessments for subjects who missed their scheduled ap-
pointment. The data gathered at that site during the tenure of the data 
collector could not be used. Data-related problems included failure 
to oversee data collection by the site investigator, failure to adequately 
monitor sites, fraud, and possible overemphasis on data status metrics.

Scenario 5: Those aren’t real patients.
A now-infamous clinical investigator participated in over 200 pharma-
ceutical clinical trials for over 47 companies (6). During these trials, the 
investigator and his staff submitted data for nonexistent subjects, substi-
tuted illegitimate lab samples from persons who would meet eligibility 
criteria, and manipulated lab instrumentation and prescribed medica-
tions not allowed by the study protocol to obtain certain data values.

This misconduct was reported to several clinical trial monitors by site 
staff, by several monitors to their management, and by individuals 
to the government; follow-up on these reports was not swift. When 
monitors approached the site investigator, he sent letters to the CROs 
and study sponsors demanding that those monitors be replaced. In 
1999, he and several accomplices pleaded guilty to fraud. Data-related 
problems included fraud,* reluctance to challenge authority, failure to 
act swiftly on complaints, and lack of appropriate response to reports 
of problems by monitors.

Preventing Problems: Good Data Management Principles
Whether in basic sciences or clinical research, good data management 
can prevent many of these scenarios, and has the potential to help de-
tect many of those problems it can not prevent. Some important data 
management principles that apply to any research are:
1. The analysis must be reconstructable from the raw data and vice 

versa. This means that the raw data must be collected and main-
tained, that changes must be clearly documented, and that data 
processing methods must be documented. 

2. The data collected should answer the scientific question under 
investigation.

3. Each data element should be non-ambiguously defined such that 
individuals not involved with the research can understand and use 
the data. 

 a. Ensure that knowledge about the data resides in the   
 organization, not within individuals.

 b. Use standards. 
4. Data should be measured, recorded and processed consistently. 
5. Data should be measured, recorded and processed such that it 

meets the desired accuracy level. 
6. Measurement, recording and processing methodologies should not 

alter the meaning of the data.
7. Data should be measured, recorded and processed in a timely man-

ner.
 a. Data should be recorded as close as possible to the time of   

measurement or observation. 
 b. Data checking should occur as close to measurement or   

 observation as possible. 
8. Data should be attributable to the measurer/observer, recorder, test 

subject, measuring device, location and time point.
9. Data and metadata should be stored so that it persists unadulter-

ated for the required time period. 
 a. Maintain data back-ups. Think negative; keep “an heir and a  

 spare”(7).
10. Expect things to go awry. 
 a. Oversee data collection
 b. Monitor the research and data collection process, not just the  

 data.

Basic principles serve as a foundation for practice. They guide us to 
good practices in new and undefined situations. This is particularly 
important when the industry is undertaking new types of research, 
managing new types of data and employing new technology. Adhering 
to these basic principles of good data management can help to ensure a 
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successful research project that contributes to the body of knowledge. 
As clinical and basic science research become increasingly sophisticated 
and expensive, few investigators can afford to risk the costs that accom-
pany ignorance of good data management principles.

“What you get out depends on what you put in; and as the grandest mill in 
the world will not extract wheat-flour from peascods, so pages of formulae 
will not get a definite result out of loose data.” —Thomas Henry Huxley, 
Collected Essays (1894). 

Meredith Nahm is the Associate Director of Biomedical Informatics at the Duke 
Translational Medicine Institute. She is also an instructor in the Duke School 
of Nursing Clinical Research Management Program, where she teaches Clinical 
Research Data Management: Theory and Practice (N493). 
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CDASH Update 
By Rhonda Facile, CDISC

By now many SCDM members have already read 
about the CDASH project in the pages of DataBasics. 
The SCDM is not only a founding member of 
the CDASH Collaborative Group, which provides 
strategic direction and support for the Clinical Data 
Acquisition Standards Harmonization (CDASH) 
project, but many SCDM members are participating 

actively on one or more CDASH streams (sub-groups). Following is a 
brief project description and status update to bring SCDM members 
up to speed on this important initiative.

In 2005, the Association of Clinical Research Organization (ACRO) 
began to develop industry standards for CRFs in response to FDA 
Critical Path Opportunity #45, (http://www.fda.gov/oc/initiatives/
criticalpath/reports/opp_list.pdf ). In early 2006, ACRO and FDA 
proposed that CDISC (a neutral, non-profit standards development 
organization in the clinical research industry) take the lead on this 
project to leverage the CDISC consensus-based process for standards 
development and the existing CDISC standards. This project is 
now managed by CDISC and a CDASH Collaborative Group of 
16 organizations (including the SCDM). Through this initiative, 
volunteers are working together to develop a set of CRF ‘content 
standards’ (element name, definition, metadata) that will facilitate 
data collection at sites conducting clinical research studies. The 
overarching goals of this initiative are: a) to make it easier for sites to 
conduct clinical research; b) to collect data once for multiple purposes 
and c) to improve data quality and patient safety. The initial scope is 
on safety information that supports all clinical research studies. 

The first three CDASH streams were initiated in October 2006 with 
an open meeting attended by over 80 volunteers. Since that meeting, 
10 Streams (sub-groups comprised of volunteers from pharma and 
biotech companies, contract research organizations,, academia and 
government from within and outside of the US) have been formed to 
develop the CRF content standards for safety data/domains, specifically 
adverse events, concomitant and prior medication, demographics & 
subject characteristics, inclusion/exclusion criteria, physical exam & 
vital signs, medical history & substance use, drug accountability & 
exposure, and comments & protocol violations, lab & ECG. 

Currently, the initial consensus version for CDASH Package-1 
(adverse events, concomitant medication, demographics and subject 
characteristics) has been through an internal CDISC Technical 
Leadership Committee review and an external CDASH Collaborative 
Group review. Comments are now being addressed and the drafts 
refined. CDASH Package-2 (medical history & substance use, 
inclusion & exclusion criteria, physical exam and vital signs) are 
in the internal CDISC review process and will soon ready for 
Collaborative Group review. CDASH Package-3 (drug accountability 
& exposure, comments & protocol deviations and disposition) is just 
starting the internal review process. CDASH Package-4 (lab & ECG) 
is in the early development phase (sub-group formation and initial 
teleconference held); an initial consensus version is planned for the 
beginning of September. The goal is to have all 14 domains ready for 
open public review in early 2008.

The CDASH initiative needs the continued support of SCDM 
members to ensure that your voice is heard in the development of 
standardized CRF data elements. It is obvious that the efficiencies 
that can be achieved as a result of standardized CRF data elements 

would greatly benefit all stakeholders in the clinical research enterprise 
(Investigators, Patients, Clinical Data Managers, Statisticians, CRF 
Designers, Clinical Research Coordinators, Project Managers, 
Sponsors, Regulatory Agencies, and other stakeholders). SCDM 
members are welcome to actively support the CDASH initiative; this 
support can take several different forms, for example, by contributing 
funding to the CDASH project, by reviewing the final sets of data 
collection elements during the public review period scheduled for 
early 2008, and/or by joining CDISC. For more information on how 
you can contribute to this effort, please e-mail rfacile@cdisc.org or 
visit http://www.cdisc.org/standards/cdash/index.html. 

Rhonda Facile has over 18 years of clinical research experience includ-
ing monitoring, project management, clinical outsourcing and planning, 
SOP development and regulatory affairs.  She has participated in global 
process reengineering efforts in the biopharmaceutical industry as well as 
CRF standardization earlier in her career. She has worked for a global 
CRO, a global pharmaceutical company and most recently for a biotech 
company. She has been employed in the U.S. and most recently in Europe 
prior to joining CDISC. At CDISC Rhonda is CDASH Program Direc-
tor, a project that seeks to standardize basic CRF data collection fields.
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Continued on page 11

Clinical Data Management Metrics - A Balanced Score Card Perspective
By: Mir Imran Ali CCDM, Quintiles India and 
Nagalakshmi Shetty, Quintiles India 

In the past few years there has been an 
incredible growth in the Clinical Data 
Management industry. To stay ahead of 
the race one needs to have a complete 
understanding of organizational performance. 

This of course is possible only if there are 
metrics available for all the key business 
elements. 

So how do you decide what needs to be 
measured? How do you distinguish your Key 
Performance Indicators (KPIs) from your 
‘not’ so Key Indicators?

An excellent approach is the Balanced 
Scorecard (BSC) Methodology.

BSC is an approach in strategic management 
developed in the early 1990’s by Dr. Robert 
Kaplan and Dr. David Norton. It measures 
if an organization is meeting its objectives in 
terms of vision and strategy. BSC provides 
a comprehensive view thereby enabling the 

organization to work on their best long term 
interests. 

Here are the reasons why the BSC approach 
works so well:

First of all, when metrics are based on the 
company’s vision and strategy, this will 
ensure that all the required metrics are in 
place in order to indicate if strategies are 
being met or not.

Unlike the traditional approach, it has a 
balanced way of looking at metrics by getting 
a bird’s eye view of all the key perspectives 
including Finance, Customers, Process and 
Learning & Growth.

The BSC identifies factors that create long-
term economic value in an organization. It 
therefore changes from being just a metrics 
project to a change process.

This should be a high focus for our industry 
to define and establish our key metrics. 

The Strategy Map is an excellent way to 
view how your organization creates value by 
connecting strategic objectives via a cause 
and effect relationship amongst the four 
perspectives - Finance, Customers, Process 
and Learning & Growth. For each strategy, 
one must determine the set of metrics which 
will give a true indication on the status 
of these strategies. A generic example of a 

Strategy Map is shown in the picture below.

For the Clinical Data Management Industry, 
some of the KPIs that could emerge are:

Finance Perspective
Revenue (monthly, functional, customer, 
project), Project Realization, Profitability and 
Controllable Cost.

Customer Perspective   
Customer Satisfaction and Loyalty Index, 
Percentage Share in Key Accounts, and Ratio 
of New Customers. 

Internal Process Perspective
Productivity, Quality, Turn-Around Time, 
Last CRF to Database Lock per Project, 
Team Utilization, and Compliance.

Learning & Growth Perspective
Training Effectiveness, Employee 
Engagement Index, and Attrition Rate

Anticipated Challenges
The following challenges can be anticipated 
when establishing these metrics.

1. There could be limited automated 
processes existing in an organization and

 one may have to largely depend on 
manual data. It is still worth collecting 
this information as you can’t manage 
something that you can’t measure.

2. All key performance indicators need to
 be defined as well as establish a 

methodology of data collection, formulas 
to be used, frequency of reporting, 
identification of owners for each metric, 
etc. Make sure all the stake holders agree 
on these parameters. Remember one 
person’s definition of quality need not be 
the same as another’s.

3. As much as possible one should work 
towards automating and validating all the

 key metrics. This is not only to ensure 
that you save on time and energy in 
collecting these metrics, but more 
importantly for metrics integrity.

4. Working with multiple platforms like 
Oracle Clinical, TMS, Clintrial, Inform, 
etc., will definitely be very challenging. 

5. The operations staff would focus more 
on the projects, delivery, etc., and not 
consider providing information for 
metrics high on their priority list. Make 
metrics everyone’s job. 

The Strategy Map
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6. As cross functions like Finance, Training, 
QA and HR would be involved, the 
collection of data clearly will be easier 
said than done. 

Present it on a Dashboard!
Once you have your KPIs in place, 
a dashboard containing all the key 
performance indicators with a snapshot of 
the defined metrics can be created. 

With access provided to all the key 
stakeholders, it would give a glimpse of the 
organizational performance across the four 
perspectives. This will extend managerial 
vision and provide easy and quick access 
to summarized information. Presenting 
the information on a 12 month rolling 
period along with green, yellow and red 
indicators will clearly indicate the direction 
the organization is heading on its various 
Strategic Objectives. 

Ingredients for a successful Metrics Program:
1. Make sure the top management is 

involved.
2. The KPIs should be linked to your 

Strategies
3. Make it everyone’s job. Align it to the 

personal goals and incentives.
4. Use it as a tool for continuous 

communication on the Organizational 
Performance and empower the workforce.

5. It should finally be a feedback tool that 
enables continuous improvement and 
learning and sharing experience. 

Mr. Mir Imran Ali holds a Masters Degree 
in Pharmaceutical Sciences and Masters in 
Business Administration. He is also a Certified 
Clinical Data Manager from SCDM and has 
six years of experience in the industry. Imran is 
presently working as Senior Manager, Clinical 
Data Management at Quintiles Technologies 
in India. 

Ms. Nagalakshmi Shetty holds a Masters 
Degree in Business Administration with a 
specialization in Finance and Systems. She is 
also a KPMG Certified Six Sigma Black Belt 
and has 5 years of experience in the Industry. 
Nagalakshmi is presently working as a Business 
Performance Analyst at Quintiles Technologies 
in India. She has been the major stakeholder in 
defining and establishing key metrics.

Clinical Data Management Metrics - A Balanced Score Card Perspective
Continued from page 9

Balanced Scorecard Dashboard

The Clinical Data Management standard of
Knowledge, Education and Experience.

Visit the SCDM website at www.scdm.org/certification
 to learn more about SCDM’s Certified Clinical Data 

Manager (CCDM) Examination
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SOURCE REGULATION/
GUIDELINE

DESCRIPTION/WORDING

ICH E2A: Clinical Safety 
Data Management: 
Definitions And 
Standards For 
Expedited Reporting 

Section II: Provides definitions for terms 
commonly used in safety data reporting, such 
as adverse event, serious adverse event and 
expectedness. 

ICH

(italicized 
portion 
refers to EU 
directive)

E3: Structure and 
Content of Clinical 
Study Reports 

References to AE analysis and reporting 
appear in several sections of E3. Section 12.2 
addresses the requirements most specifically.

• Section 9: discusses rating AEs in terms of 
severity or relationship to drug. It also states 
that the report should define how consistency 
in applying the ratings was achieved 
between sites. Be clear in defining the severity 
and relationship categories, and include the 
definitions in CRF completion guidelines.

• Section 12.2: provides a fairly detailed 
description of the kinds of safety summaries 
that must be conducted for AEs. These 
include summarization of AEs by body 
system, by intensity if used, by relationship 
to treatment if collected, and by treatment 
emergence. Summaries should include lab 
findings and vital signs changes identified 
as AEs. Even if AEs are categorized by 
relationship and/or treatment emergence, all 
AEs should be included in the summaries. 
Although E3 does not require that relationship 
to study drug be captured, the EU Directive on 
AEs (April 2006) does require that there be a 
comment on the potential casuality. There must 
be a way to determine treatment emergence 
(both for increases in severity and in frequency). 
Labs and vital signs must be mergeable with 
AEs data, or somehow accessible.

• Section 12.2.3: describes the general 
analysis approach for AEs, including 
examination of relationship to dosage level if 
that seems appropriate. This implies that the 
data must include dosage dates and levels, and 
AE dates and severities.

• Section 12.2.4: provides a list of fields that 
must be included in AE listings (i.e., that need 
to be collected). These include typical AE 
fields, as well as study drug treatment data and 
concomitant treatment data. Note that while 
the FDA does not require listings of AE data 
if AE data have been provided electronically, 
ICH guidelines do request these.

• Section 12.3: Discusses the display of 
Deaths & other Serious Adverse Events 
(SAEs); they should be split out and 
discussed separately in the report, but 
essentially the same data are required 
for display. Additionally, it requires 
that “significant” AEs be split out, i.e., 
AEs that were not serious, but required 
some significant concomitant therapy or 
intervention. This implies that AEs requiring 
significant concomitant treatment (either 
pharmacological or non-pharmacological) be 
specifically identifiable. 

Introduction 
CDM is part of the regulated industry of drug devel-
opment, but very little in the regulations specifically 
references data management. Data managers must 
read between the lines of the regulations to under-
stand their part in meeting the expectations. The 
tables below are an overview of segments of regula-

tions that impact data management, and provide brief explanations 
and/or interpretations of the wording. The information is organized 
by data domain, and covers only safety data. There are some guid-
ances for specific diseases, and any data manager working in one of 
those therapy areas should read those guidances. Note that the infor-
mation in this article is intended to assist data managers, but as there 
are often several ways of interpreting the guidances this information 
should not be taken as an official or FDA/ICH-approved interpreta-
tion. Data managers should always consult with their regulatory and 
QA colleagues for their own company-specific views.
Sources: 
• FDA Guidances finalized as of 31 March 2006 (http://www.fda.

gov/opacom/morechoices/industry/guidedc.htm) 
• Code of Federal Regulations (CFR) (http://www.accessdata.fda.

gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm)
• ICH Harmonized Efficacy Guidelines finalized as of 31 March 

2006 (www.ich.org)
• European Commission, Detailed guidance on the collection, veri-

fication and presentation of adverse reaction reports arising from 
clinical trials on medicinal products for human use. Revision 2, 
April 2006. http://ec.europa.eu/enterprise/pharmaceuticals/phar-
macos/docs/doc2006/04_2006/susar_rev2_2006_04_11.pdf

Scope:
• Includes information on the collection, analysis and reporting of 

safety data
• Includes information commonly found in clinical trials databases, 

and not the extended information required for expedited adverse 
event reporting.

• Includes descriptions of the kinds of information present in the 
regulations, but does not list all the individual data fields. 

• Excludes references to: 
 o appropriate protocol designs for enabling safety assessments
 o safety reporting for post-marketing trials, post-marketing   

 spontaneous reports and pharmacovigilence. Focus is primarily  
 on pre-marketing information.

Key:
• Source: defines the regulatory body that issued the regulation or 

guidelines.
• Regulation/Guideline: the reference number and title of the regula-

tion or guidelines. 
• Description/Wording: provides an interpretation of the intent of 

the regulations/guidelines as it applies to the collection, analysis and 
reporting of clinical data, as well as specific wording from the guide-
lines where useful. Generally the reader should reference the original 
document for details. Wording in italics contains some suggestions 
for the implications of the regulation on data management practices. 
It is not exhaustive, and data managers should take these insights 
and apply their judgement.

A Survey of Clinical Trials Regulations and Their Impact on CDM
By: Kit Howard, MS, CCDM, Kestrel Consultants

1 Adverse Events

Continued on page 13
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Continued on page 14

ICH E9: Statistical 
Principles for Clinical 
Trials 

This guidelines in fairly general in its 
observations, but provides some insight into 
regulatory expectations.

• Section VI: Evaluation of Safety and 
Tolerability: Contains considerable 
discussion about appropriate approaches to 
the analysis and reporting of safety data.

• Section VII: Reporting – provides a 
supplement to the info contained in E3. 

FDA Guidance 
for Industry: 
Premarketing Risk 
Assessment 

Provides guidance on approaches to 
evaluating a drug’s risk profile. While much 
of it focuses on pooled data and guidelines 
for pooling data, there are implications for 
individual studies, particularly in terms 
of coding, and the analysis of temporal 
relationships of drugs and AEs.

• Section VI.A.1., Accuracy of Coding: 
provides recommendations around coding 
AEs, and ensuring appropriate coding.

• Section VI.B, Analyzing Temporal or 
Other Associations: discusses the importance 
of being able to determine the timing of 
AEs both relative to treatment dates as well 
as to length of exposure to treatment. This 
emphasizes the need to capture complete and 
accurate event dates.

• Section VI.G, Long-term Follow-up: 
discusses the need to determine what an 
appropriate follow-up period is for AE 
collection, and suggests that this should 
be discussed with regulatory authorities, 
potentially during end-of-Phase-2 meetings. 
This should drive the cut-off point for collecting 
AEs for a study, and how long the database 
needs to remain open for adding AEs after the 
study is completed.

• Section VI.H, Important Aspects of Data 
Presentation: this is a supplement to the 
ICH E3 guidelines, and it covers additional 
analyses to be considered. Particularly, it 
states that for subjects who died during the 
study, the official CRF should contain copies 
of hospital records, autopsy reports, biopsy 
results, and any other pertinent information. 
This doesn’t necessarily mean this 
information must be specifically collected on 
sponsor-generated CRFs, but that copies of 
this information should be stored with the 
rest of the subject data, and be appropriately 
indexed and referenced.

ICH E2A Clinical Safety 
Data Management: 
Definitions and 
Standards for 
Expedited Reporting

• Provides definitions for terms commonly 
used in safety data reporting, such as adverse 
event, serious adverse event and expectedness

• Defines processes for expedited reporting, 
including what must be reported and how to 
determine reporting timeframe

• Outlines assessing safety during blinded 
treatment, associated with placebo treatment, 
and post-study events

• Does not go into any detail around 
individual data points required, although 
contains some inferences about what SAE 
narratives must include

ICH E2B (M) 
Maintenance Of 
The ICH Guideline 
On Clinical Safety 
Data Management: 
Data Elements For 
Transmission Of 
Individual Case 
Safety Reports

This document lists data points that must 
be transmitted when sending expedited AE 
reports. While these are often handled by the 
Regulatory departments in companies, there 
should be discussions with CDM to determine 
the relationship of this information to the 
clinical database.

NB: as of Mar 2006 there is a new version of 
this document out for review (E2B (R3)). It 
contains clarifications and improvements. Its 
expected finalization date is unknown.

ICH E6 (R1): Good 
Clinical Practice

• 4.11: Investigator responsibilities for 
reporting safety issues to sponsors, specifically 
SAEs, Lab AEs and AEs of special interest in 
a particular protocol

• Most of the rest of GCPs have more to do 
with actions around data, rather than the 
data themselves.

• 5.16: Sponsor responsibilities for ongoing 
review of safety information; notification of 
investigators.

• 5.17.1 and 5.17.2: Spell out the sponsor’s 
regulatory responsibility to report all serious 
and unexpected AEs to IRBs, investigators 
and regulatory authorities in accordance with 
ICH E2A, Clinical Safety Data Management

• 5.17.3: Sponsor responsibilities of periodic 
safety updates to regulatory authorities. 

ICH E11: Clinical 
Investigation of 
Medicinal Products 
in the Pediatric 
Population

Describes regulatory expectations in pediatric 
studies. Primary importance is to indicate 
applicability of E2 and E6 to pediatric 
studies as well as other populations. 

FDA Guidance For 
Industry: Content 
And Format For 
Pediatric Use 
Supplements (1996)

Document provides guidance on what 
information must be submitted to the FDA 
for a supplemental NDA to cover pediatric 
use.

FDA Guideline for the 
Study of Drugs Likely 
to be Used in the 
Elderly (1989)

Describes the need for analyses of AEs and 
efficacy in elderly populations.

FDA 21 CFR Part 312 
– Investigational New 
Drug Application

312.33.3b Section 1 through 4: Annual 
reports related to safety information. May 
require the production of interim safety 
summaries and reports.

2 Disease-Specific AE Reporting
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E12A: Principles for 
Clinical Evaluation of 
New Antihypertensive 
Drugs

Describes particular considerations that 
must be observed when studying new 
antihypertensive drugs

FDA Guidance for 
Industry Cancer 
Drug and Biological 
Products - Clinical 
Data in Marketing 
Applications

Describes the expected data to be collected 
for cancer drug applications. There is a 
section specific to toxicity, which describes 
when to collect toxicity, but does not specify 
exactly what data to collect. There is a 
theoretical example of a drug development 
history that may be helpful to teams 
designing oncology studies.

A Survey of Clinical Trials Regulations and Their Impact on CDM
Continued from page 12
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4 Concomitant Non-Drug Treatments
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E3, Structure and 
Content of Clinical 
Study Reports

• Section 9.4.7., Prior and Concomitant 
Therapy - This part of the guideline states 
that allowed prior and concomitant drugs or 
therapies must be discussed in the report, and 
an assessment of their potential impact on 
study endpoints must be addressed.

• Section 12, Safety Evaluation - In the 
introduction to this section, the guideline 
states that “Significant Adverse Events” (as 
distinct from SAEs) must be identified. 
This is defined as AEs that resulted in 
an intervention such as dose withdrawal 
or reduction, or significant additional 
concomitant therapy.

• Section 12.2.4., Listing of Adverse Events 
by Subject - In the section that describes 
the information that must be presented in 
by-subject adverse events listings, fields listed 
include “concomitant treatment during 
study” and the list of example answers for 
“Action Taken” includes “specific treatment 
instituted.”

• Section 12.3.1.3, Other Significant Adverse 
Events - States that significant AEs, other 
than those listed as SAEs, must be listed as 
well.

5 Death
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E3, Structure and 
content of a Clinical 
Study Report 

Sections 12.3.1, 12.3.2 and 12.3.3: Deaths 
are to be analyzed and presented separately 
from other data. Deaths occurring both 
during the study as well as during the 
post treatment follow-up period are to 
be included. The guideline includes a 
description of what the subject narrative 
must discuss, including a list of data points. 
In the list of appendices, the guidelines 
indicate that CRFs for subjects who died 
must be submitted. This implies that death 
data must be either collected for all studies 
on CRFs or on the serious AE collection 
instruments.

ICH E2A, Clinical Safety 
Data Management 
: Definitions and 
Standards for 
Expedited Reporting, 
Attachment 1, 
Section 4, page 10 
(Nov 1994)

The description of the information required 
for expedited reporting of serious adverse 
events outlines further information that may 
be required to characterize deaths, including 
items such as allergy, drug or alcohol 
abuse; family history; findings from special 
investigations. An autopsy or other post 
mortem findings must be included when 
available. This may have implications for 
data to be collected in every study. 

ICH E6 Consolidated 
Good Clinical 
Practices

• Section 1.50 - Definition of SAE

• Section 4.11.3 - Investigator responsibilities 
in regards to death reports

• Section 5.16 - Sponsor responsibilities for 
safety review

FDA Clinical Development 
Programs for 
Drugs, Devices, and 
Biological Products 
for the Treatment of 
Rheumatoid Arthritis 
(RA)

From the Introduction: This guidance is 
intended to assist developers of drugs, biological 
products, and medical devices intended for the 
treatment of rheumatoid arthritis (RA). The 
document discusses the types of label claims 
that can be considered for such products and 
provides guidance on the clinical development 
programs to support those claims.

There are other sections that provide 
information on how to approach safety 
assessments in RA trials, but they have to do 
more with study designs, subject populations 
and types of safety assessments rather than 
data-specific recommendations

FDA Guidance for 
Industry: Developing 
Medical Imaging 
Drug and Biological 
Products Part 1: 
Conducting Safety 
Assessments

Extensive discussion of the recommended 
approach to assessing safety in Medical 
Imaging Drug and Biologic Products.

FDA Toxicity Grading 
Scale for Healthy 
Adult and Adolescent 
Volunteers

Provides lists of AEs and defines how to 
grade them with respect to toxicity for 
vaccine trials in healthy volunteers.

This guidance is out for industry review, and 
has not been finalized. Regardless, it offers 
useful classifications.

3 Compliance
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E3, Structure and 
Content of Clinical 
Study Reports

Section 12.1, Extent of Exposure: specifies 
that the CSR should characterize each 
subject population with respect to the 
duration of exposure, the dose, and, if 
available, the drug concentration (i.e., C

max
). 

This applies to exposure to placebo and 
active control as well as study medication.

This verbiage is virtually identical to E1, 
Extent of Population Exposure to Assess 
Clinical Safety.

In order to assess Exposure appropriately, 
compliance must be gauged.

ICH E4, Dose-response 
Information to 
Support a Drug 
Registration

Discusses various trial designs and 
various ways of assessing exposure and its 
relationship to efficacy and to safety issues. 
The implication of this guidance to this 
DLP is that the DLP (and therefore the 
study) should collect the right data to allow 
for fairly specific and detailed analyses of 
exposure, dose, duration and concentration

It is important to note that compliance is not 
the same as drug accountability. Compliance 
speaks to whether the subject took the study 
medication as required by the protocol. Drug 
accountability means the ability to account for 
all the study medication, whether or not the 
subject took it. Generally, drug accountability 
records are a poor way of assessing compliance.

A Survey of Clinical Trials Regulations and Their Impact on CDM
Continued from page 13

Continued on page 15
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FDA Reviewer Guidance 
Conducting a Clinical 
Safety Review of 
a New Product 
Application and 
Preparing a Report on 
the Review

Section 7.1.1 - This document instructs 
FDA reviewers on how to review and assess 
NDAs. It provides quite a bit more detail 
than ICH E3 on what specifically reviewers 
must look for in an application, and how 
they must present the conclusions. This can 
provide valuable insight into what data and 
analyses must be included.

• It lists the criteria for whether a death must 
be included in an evaluation or not.

• It describes how an overall mortality 
analysis and display must be presented.

• The reviewer will assess the sponsor’s 
approach to determining what deaths to 
include, how they were coded and how drug-
relatedness was determined.

• There is also a long list of items that the 
reviewer will assess themselves in examining 
deaths and their relationship to study drug.

• An example of a listing for death 
information is provided, and a sample layout 
for a mortality summary is also included.

CFR 21 CFR 312.32 IND 
Safety reports 

Definition(s) of SAEs, including Death, and 
expedited reporting information.

CFR 21 CFR 312.33 
- Annual Reports 

Primarily section 312.33 (b) (3) - summary 
information referring to death listings.

CFR 21 CFR 314.80 - Post 
marketing reporting 
of adverse drug 
experiences 

Definition of SAE.

EC European 
Commission: 
Detailed guidance 
on the collection, 
verification and 
presentation of 
adverse reaction 
reports arising from 
clinical trials on 
medicinal products 
for human use, 
ENTR/CT3 April 
2006.

Presents extensive information on expedited 
reporting of serious AEs. It is very similar 
to ICH E2A and E2B, although it provides 
somewhat more specificity in places. 
It doesn’t define requirements for any 
additional data, but rather clarifies roles and 
responsibilities, and timelines for reporting.

A Survey of Clinical Trials Regulations and Their Impact on CDM
Continued from page 14

6 Demography
General Notes:
Demographic data are loosely defined in the regulations and 
guidances, and lists of examples frequently contain elements of prior 
conditions. This document uses the narrow definition of demography 
as outlined by CDISC, i.e., age (date of birth), sex, race and 
ethnicity, excluding drug treatment variables.

SOURCE REGULATION/
GUIDELINE

DESCRIPTION/WORDING

FDA Guidance for Industry 
Collection of Race 
and Ethnicity Data in 
Clinical Trials 

• Outlines the FDA’s approach to collecting 
and categorizing race and ethnicity data

• Strong recommendation to collect self-
reported race, with selections of “White” 
“Black” “Native American & Alaska native” 
“Hawaiian or Pacific Islander” “Other” 
“Other specify”.

• Other values can be added, but should be 
mapped back to these.

• Ethnicity is optional, and when collected 
should be a separate field from race. As 
outlined, it is primarily for identifying 
Hispanic vs non-Hispanic

This regulation remains extremely US-centric, 
and studies conducted elsewhere may need to 
adapt codes as necessary. For studies where race 
and/or ethnicity are expected to be a focus of 
analysis, a more specific approach should be 
developed.

FDA Guideline For The 
Format And Content 
Of The Clinical And 
Statistical Sections Of 
An Application

The Format and Content of the Full 
Integrated Clinical and Statistical Report 
of a Controlled Clinical Study, Pg 74: The 
need to display sex, date of birth and race 
is referenced in numerous sections of this 
guidance, including listing safety information 
for each subject.

ICH E.2.B, Clinical Safety 
Data Management 
Data Elements for 
Transmission of 
Individual Case Safety 
Reports

Part B.1: Defines demography information 
to be included with SAE reports 

ICH E3, Structure and 
Content of Clinical 
Study Reports

• Section 11.2 - Demographic & other 
baseline characteristics, States that 
demography variables are usually expected.

• Sections 8, 12 & 14: various sections state 
requirement that key efficacy and safety 
data be presented broken down by various 
demographic variables

ICH E5 Guidance on 
Ethnic Factors in 
the Acceptability of 
Foreign Clinical Data 

Guidance discusses what kinds of factors 
may affect drug efficacy and sensitivity, and 
defines ethnicity vs race. It does not include 
any specifics about race, but provides a good 
summary of what characterizes ethnicity, 
how to consider it in evaluating a drug, and 
what it is most likely to affect.

Continued on page 17

PLEASE NoTE:
SCDM does not sell its membership list 
and does not condone the use of the on-line 
membership database for electronic broadcast 
marketing activities.
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Continued on page 18    

7 ECG
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E14. The Clinical 
Evaluation Of QT/
QTc Interval

Also referred to as 
the EMEA QT/QTc 
guidance.

These quotes are taken directly from the 
guidance, and define the requirement for ECG 
data for general clinical trials

2.2 The ‘Thorough QT Study’:
The ‘thorough QT/QTc study’ would 
typically be conducted early in clinical 
development to provide maximum guidance 
for later trials, although the precise timing 
will depend on the specifics of the drug 
under development. It would usually not 
be the first study, as it is important to have 
basic clinical data for its design and conduct, 
including tolerability and pharmacokinetics. 
Some drugs might not be suitable for study 
in healthy volunteers because of issues related 
to tolerability (e.g., neuroleptic agents, 
chemotherapeutics).

The results of the ‘thorough QT/QTc study’ 
will influence the amount of information 
collected in later stages of development:

• A negative ‘thorough QT/QTc study’ 
will almost always allow the collection of 
on-therapy ECGs in accordance with the 
current practices in each therapeutic area 
to constitute sufficient evaluation during 
subsequent stages of drug development (see 
section 2.3);

• A positive ‘thorough QT/QTc study’ will 
almost always call for an expanded ECG 
safety evaluation during later stages of drug 
development (see section 2.3). * There could 
be very unusual cases in which the ‘thorough 
QT/QTc study’ is negative but the available 
nonclinical data are strongly positive (e.g., 
hERG positive at low concentrations and in 
vivo animal model results that are strongly 
positive).

3. ANALYSIS OF ECG DATA FROM 
CLINICAL TRIALS
Evaluation of the effects of a drug on the 
standard ECG intervals and waveforms is 
considered a fundamental component of the 
safety database of any new drug application

Regardless of the outcome of the ‘thorough 
QT/QTc study’, ECG changes recorded as 
adverse events should be pooled from all 
studies for analysis. ECG interval data from 
the ‘thorough QT/QTc study’ should only 
be pooled with subsequent trials of similar 
rigor with regard to ECG data collection 
and analysis, but should not be pooled with 
trials using less rigorous ECG collection. 
Standardization of ECG collection for similar 
studies within a clinical trial programmer will 
facilitate pooled analyses.

The guidance also provides an outline of 
what the agencies expect with respect to the 
collection, presentation and analysis of ECGs.

8 Eligibility
SOURCE REGULATION/

GUIDELINE
DESCRIPTION

ICH E3 Structure and 
Content of a Clinical 
Study Report, 

Section 9.3 Selection of Study Population 
- States that the criteria that subjects had 
to satisfy in order to enter the trial must 
be described (e.g., diagnostic criteria, 
demographic criteria), and any safety or other 
factors used to exclude subjects must be laid 
out and discussed. If there is reason to believe 
that there might have been systematic bias on 
the part of the investigator (e.g., not entering 
the sickest subjects), this must be described 
and its potential effects discussed.

9 Laboratory Data
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E3, Structure of the 
Clinical Study Report

• Section 12, Safety Evaluation: Laboratory 
results are expected to be presented along 
with AEs, concomitant medications and 
other data that assess the basic safety profile 
of the drug

• Section 12: laboratory results are one of the 
criteria for identifying significant non-serious 
AEs • Section 12.1, Extent of Exposure: 
CSR is expected to present analyses of drug 
concentration in relationship to abnormal lab 
parameters, if seen

• Section 12.2.2.2, Adverse Events: significant 
lab abnormalities are expected to be presented 
along with other AEs

• Section 16.1.10, Appendices, Study 
Information: states that there should 
be documentation of inter-laboratory 
standardization methods and quality 
assurance procedures if used 

ICH E9, Statistical 
Principals

• Section 6.2: states that lab values, along 
with vital signs and AEs, are expected to form 
the main body of evidence as to the safety of 
the drug

10 Medical History
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E2B Data Elements 
for Transmission of 
Individual Safety 
Case Reports

Section B.1.7., Relevant Medical History: 
Medical history is listed as one of the 
elements that must be included in the 
evaluation and communication of expedited 
safety event reports. The User Guidance 
suggests that medical judgment must be used 
in determining what to record – focus on the 
findings that are at all likely to have a bearing 
on the event, rather than an exhaustive list 
of all observations. This suggests that if there 
are specific medical history conditions of interest 
they might be best captured by asking specific 
questions, rather than relying on a general list.

A Survey of Clinical Trials Regulations and Their Impact on CDM
Continued from page 15
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ICH E3 Structure & 
Content of a Clinical 
Study Report

• Section 11.2, Demographic and Other 
Baseline Characteristics: Describes the 
information that must be included as part of 
the general characterization of comparative 
groups. It includes “relevant previous illness”, 
which refers to diseases other than that under 
study. This is another term for “Medical 
History.”

• Section 11.4.5, Drug-Drug and Drug-
Disease Interactions: states that relationships 
between subject response and prior illness 
must be described. This does not necessarily 
imply that medical history must capture an 
exhaustive list of prior conditions; it may be 
appropriate to focus on particular conditions 
or classes of condition.

• Section 12.3.2. Narrative of Deaths, Serious 
AEs: “previous illness” is an element that 
must be addressed in characterizing serious 
adverse events.

ICH E6 Consolidated 
Good Clinical 
Practices

Section 8.3.13 Source documents - To 
document the existence of the subject and 
substantiate integrity of trial data collected. 
To include original documents related to the 
trial, to medical treatment, and history of 
subject.

11 Pharmacokinetic Analysis
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E8, General 
Considerations for 
Clinical Trials

Section 3.1.3.1.; Phase 1 Trials: discusses the 
primary role that clinical pharmacokinetics 
studies play in determining the fundamental 
dose response, safety and metabolic profile 
for new drugs. These studies are generally 
associated with Phase 1, but can, and 
should, be conducted throughout the 
drug development period as additional 
information becomes available and further 
avenues of exploration become apparent.

12 Physical Examination
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E3, Structure and 
Content of Clinical 
Study Reports

Section 12.5, Vital Signs, Physical Findings 
and Other Observations Related to Safety 
- Physical findings must be analyzed and 
displayed in the same manner as lab values. 
If any apparent relationship to dose effect or 
other response was observed, this must be 
discussed.

FDA Premarketing Risk 
Assessment (2005) 

Section VI H, Important Aspects of Data 
Presentation - States that physical exam 
findings are a useful part of the subject 
narratives associated with serious adverse 
events

Continued on page 19

A Survey of Clinical Trials Regulations and Their Impact on CDM
Continued from page 17

13 Prior and Concomitant Medications
General Notes:
One of the primary roles of concomitant medications data is to assist 
in the identification of significant non-serious adverse events (AEs), 
which are AEs for which significant therapy was instituted but that 
did not meet the criteria for “serious”. Significant AEs should be 
identified and discussed separately in the clinical study report. This 
implies an ability in the data to link the medications taken to the 
AE(s) for which they were taken.

SOURCE REGULATION/
GUIDELINE

DESCRIPTION/WORDING

ICH E3, Structure and 
Content of Clinical 
Study Reports 

• Section 9.4.7., Prior and Concomitant 
Therapy: This part of the guideline states 
that allowed prior and concomitant drugs or 
procedures should be discussed in the report, 
and an assessment of their potential impact 
on study endpoints should be addressed.

• Section 10.1, Disposition of Subjects: 
States that it may be useful for the listings 
of subjects who discontinued the study early 
to include additional information, including 
concomitant medications

• Section 10.2, Protocol Violations: Subjects 
who had protocol violations should be 
summarized in the report text by the type of 
violation. One type specifically mentioned is 
subjects who received excluded concomitant 
treatment.

• Section 11.2, Demographic and Other 
Baseline Characteristics and 11.4.3, 
Tabulation of Individual Response Data: 
Concomitant medications should be 
presented for all subjects in by-subject 
tabular listings. There are some specific 
recommendations for presentations in these 
sections.

• Section 12, Safety Evaluation: In the 
introduction to this section, the guideline 
states that “Significant Adverse Events” (as 
distinct from SAEs) should be identified. 
This is defined as AEs that resulted in 
an intervention such as dose withdrawal 
or reduction, or significant additional 
concomitant therapy, which is understood 
to include both non-pharmacological 
interventions and non-study medications.

• Section 12.2.4., Listing of Adverse Events 
by Subject: In the section that describes 
the information that should be presented 
in by-subject adverse events listings, fields 
listed include “concomitant treatment during 
study” and the list of example answers for 
“Action Taken” includes “specific treatment 
instituted.”

• Section 12.3.1.3, Other Significant Adverse 
Events: States that significant AEs, other than 
those listed as SAEs, should be listed as well.

• Section 12.6, Safety Conclusions: Overall 
safety discussion should pay particular 
attention to events requiring interventions, 
especially administration of concomitant 
medications
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Continued on page 21

FDA Guideline For The 
Format And Content 
Of The Clinical And 
Statistical Sections Of 
An Application

There are a number of references to 
concomitant drugs and other therapies in 
this guideline. Below are the ones that most 
clearly impact decisions on the data to collect 
for a trial.

• Section G.2.e, Integrated Efficacy, Subset 
analyses: concomitant medications are 
included in the list of parameters to be used 
for subset efficacy analyses

• H.4.i.3.b., Drug/Drug Interactions in the 
ISS: Specifically states that the concomitant 
therapies used in all studies should be listed, 
along with the numbers of subjects using 
each concomitant drug

14 Randomization 
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E3 Structure and 
Content of Clinical 
Study Reports

Sections 9.1, 9.2, 9.4.3, 9.4.6, 16.1.17 
- Outlines the places in the CSR where 
Randomization should be addressed.

ICH E6 Consolidated 
Good Clinical 
Practices

Sections 4.7, 6.4.3, 8.2.17, 8.2.18, 8.4.6 
- Defines Randomization and requires that 
it be described in the Informed Consent. 
Requires that randomization procedures be 
followed, if defined for the study. Outlines 
the study-related documents in which 
Randomization must be addressed (e.g., 
protocol, CSR) 

ICH E8 General 
Considerations for 
Clinical Trials, 

Section 3.2.2.5. Methods to Minimise or 
Assess Bias - This section specifically states 
that the preferred method for assuring 
comparability of test groups and minimizing 
selection bias is randomization. It does not 
recommend any particular method.

ICH E9, Statistical 
Principles for Clinical 
Trials 

Section 2.3.2 - Provides recommendations 
for how to structure randomization in 
various trial designs

FDA Guideline for the 
Format and Content 
of the Clinical and 
Statistical Sections of 
an Application

Section III.B.6.d. Method of Assigning 
Subjects to Treatment - Requires that any 
study not using randomization must specify 
what procedures were used to guard against 
systematic selection bias.

FDA 21 CFR 312.23 (6).
iii.d

Protocol content must include a description 
of the design of the study including the 
kind of control group to be used, if any, 
and a description of methods to be used 
to minimize bias on the part of subjects, 
investigators and analysts.

15 Study Drug
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E3, Structure and 
Content of Clinical 
Study Reports

Section 12.1, Extent of Exposure: specifies 
that the CSR should characterize each subject 
population with respect to the duration of 
exposure, the dose, and, if available, the drug 
concentration (i.e., C

max
). This applies to 

exposure to placebo and active control as well 
as test article.

This verbiage is virtually identical to E1, 
Extent of Population Exposure to Assess 
Clinical Safety.

ICH E4, Dose-response 
Information to 
Support a Drug 
Registration

Discusses various trial designs and various 
ways of assessing exposure and its relationship 
to efficacy and to safety issues. The 
implication of this guidance is that the study 
should collect the right data to allow for fairly 
specific and detailed analyses of exposure, dose, 
duration and concentration.

16 Subject Disposition
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E3, Structure and 
Content of Clinical 
Study Reports 

Section 10.1 Disposition of Subjects: 
Specifically states the need to account for 
each subject randomized, and to summarize 
and discuss early withdrawals. An appendix 
provides an example of a flowchart showing 
the numbers of subjects who progressed 
through each phase of the study. This implies 
that there must be a way of assessing how many 
screen failures there were (could bring screen fail 
CRFs in-house and enter), as well as specifically 
tracking the number of subjects completing each 
phase. Easiest way to do this is usually to require 
that there be a CRF completed specifying the 
status of the subject at the termination of the 
phase.

17 Substance Use
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E2A: Clinical Safety 
Data Management: 
Definitions And 
Standards For 
Expedited Reporting 

Attachment 1, Section 4, Details of suspected 
adverse drug reaction: includes history of 
drug or alcohol abuse as information that 
may help in characterizing potential AEs.

ICH E3: Clinical Study 
Report

Section 9.5.4, Drug Concentration 
Measurements: mentions that assessments 
of study drug concentrations should take 
into account characteristics that may affect 
it, such as concomitant medication/alcohol/
caffeine/nicotine, among others. 

ICH E5: Acceptability of 
Foreign data

Refers to alcohol and tobacco usage as 
“extrinsic” ethnic factors that may be 
relevant when studying a drug in a different 
population.

ICH E11: Pediatric Studies Section 2.5.5 Adolescents (12 to 16-18 
years (dependent on region)): encourages 
the examination of recreational use of drugs, 
alcohol and tobacco when doing studies in 
this population.

A Survey of Clinical Trials Regulations and Their Impact on CDM
Continued from page 18

Web Sites to Check Out
ACDM - www.acdm.org.uk
CDISC - www.cdisc.org
FDA - www.fda.gov 
ICH - www.ich.org 

Please email info@scdm.org about 
any other “hot” web sites that you feel 
would be of interest to the SCDM 
membership.

There are more links to be found on our web site! SCDM - www.scdm.org
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18 Treatment Blinding 
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

ICH E2A, Clinical Safety 
Data Management

Section III, D: Managing Blinded Therapy 
Cases: describes suggested approaches 
to breaking the blind and informing 
various involved parties as to the results. 
This particularly covers cases where there 
is an AE requiring expedited reporting, 
as not breaking the blind may result in 
reporting placebo-related events that may 
not be retracted for months or years. It 
suggests breaking the blind in these cases, 
but significantly restricting those who are 
informed.

ICH E3, Structure and 
Content of a Clinical 
Study Report

Section 9.4.6, Blinding: states that the CSR 
must contain a description of what blinding 
was used, if any, and how it was designed and 
implemented, safeguards to ensure against 
accidental blind breaking, and processes for 
maintaining the blind when data review 
boards are used. Subjects for whom the 
blind was broken must be accounted for as a 
distinct population in the subject disposition 
displays.

ICH E6, Consolidated 
Good Clinical 
Practices

Section 8, Essential Documents for the 
Conduct of a Clinical Trials: the list of 
essential documents includes one describing 
“decoding,” or breaking the blind, 
procedures.

ICH E9 – Statistical 
Principles in Clinical 
Trials

Section 2.3.1, Blinding: Describes the need 
to protect the blind, and complete all changes 
to subject data and to analytical plans and 
procedures prior to breaking the study blind. 
Also states that all occurrences of the blind 
being broken for individual subjects, whether 
deliberately or by accident, must be described 
in the study report, along with a description 
of how the data were handled (e.g., the 
subject completely excluded from efficacy 
analyses, etc.)

19 Vital signs
SOURCE REGULATION/

GUIDELINE
DESCRIPTION/WORDING

FDA Premarketing Risk 
Assessment 

• Section VI F, Rigorous Ascertainment of 
Reasons for Withdrawals from Studies: a 
detailed analysis of all withdrawals should be 
conducted, especially for those that withdrew 
due to changes that may not be captured as 
adverse events, such as ECGs or vital signs.

• Section VI H, Important Aspects of 
Data Presentation: States that adverse 
events important to a drug class should be 
comprehensively analyzed in the integrated 
summary of safety, along with relevant 
ancillary information such as vital signs. 

FDA MAPP (Manual 
of Policies and 
Procedures) for the 
Evaluation of NDAs 

• Section 7.2.5, Adequacy of Routine Clinical 
Testing: Vital Signs monitoring is considered 
to be one of the key indicators of whether 
good quality clinical care was provided to 
subjects in trials in an NDA.

A Survey of Clinical Trials Regulations and Their Impact on CDM
Continued from page 18

ICH E3, Structure and 
Content of Clinical 
Study Reports

• Section 12.2.2., Display of Adverse Events: 
states that changes in vital signs considered 
relevant to adverse events should be displayed 
with the AEs.

• Section 12.5, Vital Signs, Physical Findings 
and Other Observations Related to Safety: 
Vital Signs should be analyzed and displayed 
in the same manner as lab values. If any 
apparent relationship to dose effect or 
other response was observed, this should be 
discussed.

ICH E9 Statistical 
Principles for Clinical 
Trials

Section 6.2, Choice of Variables and Data 
Collection: Vital Signs are listed as one of the 
items that generally contribute to the body of 
evidence characterizing safety.

Membership Survey
Dear SCDM Members

You may have noticed during the membership renewal process 
this year a survey was sent out with the renewals. The results 
from this survey are very important to the SCDM committee 
members. We want to have a good understanding of the 
makeup of the society and determine what services members are 
utilizing and what services members would like to see SCDM 
offer. 

From the results of this survey we are hoping to determine 
the composition of our SCDM members. By completing this 
survey you will help us determine the level of expertise within 
our society and this will aid in determining topics for webinars 
and determine the level of other educational offerings. This 
will also provide us with a better insight into services members 
would like SCDM to offer. 

The surveys are short and self explanatory, our goal is not to 
burden society members but to help us provide better services 
in the future. This is why it is important to complete the survey. 
If you have any questions or comments about the survey please 
do not hesitate to contact any member of the membership 
committee. Thank you for your participation. 

Karen Dhami

Kit Howard, MS, CCDM is the owner of Kestrel Consultants and has 
over 20 years of experience in the industry. She specializes in cross-func-
tional clinical data and process standards spanning protocols through 
clinical study reports.
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Upcoming 2007 SCDM Events and Continuing 
Education Unit Opportunities 
Coding Webinar Series 
SCDM will be hosting its next series of educational webinars starting 
in November. The topic for our next series is Coding. This year’s Fall 
Conference included an in-depth Introduction to Coding tutorial, 
and this series will cover specific areas of coding. The first webinar 
will cover coding at a broad level, independent of dictionaries, 
whereas the second webinar will be focused on areas of high interest 
specific to the two most widely used dictionaries. 

November 8, 2007 -      
Coding Conventions and Best Practices

December 6, 2007 -      
Coding Dictionaries: A Look at MedDRA and WHO 
Drug

All webinars will be 90 minutes in length 
and begin at 11:00 a.m. CST. Registration 
information regarding the Coding webinar series 
is now online at www.scdm.org/events.
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SCDM Professional
Certification

The Society for Clinical Data 
Management (SCDM) would like to 
congratulate the following individuals 
for receiving their Certified Clinical 

Data Manager designation!!

Brenda Gaines, CCDM

Kit Howard, CCDM

Christopher Jang, CCDM

Derek Perrin, CCDM

Munim Saeed, CCDM

Sanghamitra Sanyal, CCDM

Vesna Zovkic, CCDM

Thank You 2007 Fall Conference Attendees, Sponsors & Exhibitors!

Mark your calendars for September 21-24, 2008 at the Hyatt Regency Dallas for the 14th 
Annual Fall Conference in Dallas, Texas.

Information on sponsorship and exhibiting is now available at www.scdm.org. An early bird 
discount is available to those who reserve their booth space by Friday, November 30th! 

Thank you to the 688 individuals from CROs, pharmas, biotechnology and regulatory 
worldwide who participated in the 2007 SCDM Fall Conference held September 16-19, 
2007 at the Hyatt Regency Chicago in Chicago, Illinois. 

Congratulations to the 2007 Fall Conference Planning Committee and Co-Chairs, Paul Clarkson, 
CCDM and Ralph Russo for coordinating an excellent slate of speakers and presentations.

Final presentations will be posted to the Members Only section in October.

Special thanks to the 65 exhibitors and 18 sponsors of the Fall Conference. Your support 
helps grow this event year after year. 

Platinum

Opening Night Reception

Silver Select 

Wireless Sponsorship - Monday

Certification Luncheon

Conference Notebook

Conference Bags

Hotel Keycards

Water Bottles

Silver

Conference Signs

Conference Badge Holders

USB Port Hubs

Time Zone Map

Gold

Monday Box Lunch

Patron

Break: Monday PM

Break: Monday AM 

Break: Tuesday AM

Break: Tuesday PM

Media

ExL Pharma 3rd Clinical 
Data Disclosure Summit

3rd Clinical Data Disclosure Summit
January 14, 2008 to January 15, 2008 
Sheraton Crystal City, Arlington, VA

More information at: http://www.
exlpharma.com/eventDetail.php?id=94

*BONUS: ExL Pharma will extend a 
15% discount to SCDM members. 
This will apply to the standard 
cost of registration. Enter Code 
“P418SCDM” upon registration.



Please contact info@scdm.org if you have questions about registration for 
upcoming meetings, advertising, renewal of membership, or if you need to 
provide updated mailing/contact information.

Society for Clinical Data Management, Inc.
555 E. Wells Street
Suite 1100
Milwaukee, WI 53202-3823
Phone: 414-226-0362
Fax: 414-276-3349
E-mail: info@scdm.org

@
Info

scdm.org

Visit us at 	
www.scdm.org

555 E. Wells Street, Suite 1100
Milwaukee, WI 53202-3823

SCDM-1007-127

UNITED’S
INDICIA

INFO
HERE


