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The Pediatric Heart Network (PHN), funded under the U.S. National Institutes of Health—National Heart, Lung, and Blood Institute
(NIH-NHLBI), includes two Clinical Research Skills Development (CRSD) Cores, which were awarded to The Children's Hospital of
Philadelphia and to the Morgan Stanley Children's Hospital of New York-Presbyterian. To provide information on how to develop
a clinical research career to a larger number of potential young investigators in pediatric cardiology, the directors of these two
CRSD Cores jointly organized a one-day seminar for fellows and junior faculty from all of the PHN Core sites. The participants
included faculty members from the PHN and the NHLBI. The day-long seminar was held on April 29, 2009, at the NHLBI site,
immediately preceding the PHN Steering Committee meeting in Bethesda, MD.

Methods The goals of the seminar were 1) to provide fellows and early investigators with basic skills in clinical research 2) to
provide aforumfordiscussion ofimportantresearch career choices 3) tointroduce attendees to each other and to established clinical
researchers in pediatric cardiology, and 4) to publish a commentary on the future of clinical research in pediatric cardiology.

Results The following chapters are compilations of the talks given at the 2009 PHN Clinical Research Skills Development
Seminar, published to share the information provided with a broader audience of those interested in learning how to develop a
clinical research career in pediatric cardiology. The discussions of types of clinical research, research skills, career development
strategies, funding, and career management are applicable to research careers in other areas of clinical medicine as well.

Conclusions The aim of this compilation is to stimulate those who might be interested in the research career options

available to investigators. (Am Heart ] 2011;161:13-67.)

PART 1: INTRODUCTION TO CLINICAL
RESEARCH

The pathway to a Clinical research career is rarely
straight or direct, but is a twisting, sometimes tortuous
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journey, full of hills and valleys, and unexpected detours;
shortcuts are seldom present. It requires planning and
preparation, repeated efforts, and guidance from those
who have traveled the pathway before. For those who are
contemplating this journey, the information provided
here can serve as a roadmap.

The present compilation provides a glimpse of the
variety of opportunities, from clinical observational studies
to randomized clinical trials. The potential for collabora-
tion with colleagues, the U.S. Food and Drug Administra-
tion (FDA), and a variety of industries is described.

Clinical research must be approached with the same
rigor that is applied to any area of medically related
scientific study. Many skills must be mastered, including
an understanding of the subject and disciplines applicable
to a particular research strategy. This requires an ability to
develop focused research questions and hypotheses, to
design a research study, to choose the appropriate
measurements and outcomes, and to carefully collect
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and categorize and then accurately analyze data. This
further requires the understanding and application of
correct statistical methodologies, so that the results are
not only statistically significant but also clinically signi-
ficant. Additionally, knowledge of sampling and sample
size, bias, confounding, correlations, associations, and
relative risk and odds ratios is important, to prevent
pitfalls that can limit effective research efforts.

Once research results have been interpreted, the
dissemination of results is critically important, necessita-
ting development of skills in the effective sharing of
results by presentations, publications, and other means of
communication. Researchers should also become familiar
with the various sources and types of funding, support
that will be required to move research efforts forward.

The successful clinical researcher will need internal
fortitude, passion, and, very importantly, a good mentor.
The mentor is someone who will support the young
investigator's efforts and will share both disappointments
and success. The support of a good mentor is critical in a
successful research effort; it is worth investing the time
needed to find the best match possible. Along the way,
challenges in work-life balance inevitably arise; these are
addressed here in a final chapter.

The future of clinical research in pediatric cardiology
looks bright, mainly because of the talent, dedication, and
passion of the individuals who are drawn to it. The
authors of the chapters presented here, along with the
Pediatric Heart Network of the NHLBI, wish the best of
personal and professional success to all those who
endeavor to move forward in a clinical research career.

Funding
This work was supported by grants from the National Heart,
Lung, and Blood Institute (U01 HLO68290 and U01 HLOG8279).
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TYPES OF CLINICAL RESEARCH

OVERVIEW OF GENERAL STUDY DESIGN
Marc Richmond, MD, and Wyman W. Lai, MD, MPH

When attempting to answer a clinical research ques-
tion, it is important to choose the correct study design,
one that will maximize the possibility of successfully
answering the question. For some research questions, a
limited retrospective observational study can adequately
answer the question without imposing undue burdens on
subjects or investigators. For others, only a randomized
controlled trial can answer the question, and a more
limited study may only use up resources without a
beneficial purpose. A fundamental knowledge of all the
available study designs is essential in choosing the most
appropriate design and so maximizing the impact of the
study findings while simultaneously minimizing the costs
of the study.

Introduction

For a clinical investigator there are myriad study
designs available to answer a research question. All
study designs, however, can be classified into one of
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two major categories: observational or experimental.
The primary distinguishing factor between these cate-
gories is in how members of the study groups are
assigned to the primary variable of interest (typically
thought of as an exposure or treatment). In an
observational study, subjects are allocated by outside
factors, such as self-selection. This type of study requires
fewer resources, but the nonrandom allocation of
subjects makes observational studies more prone to
biases and uncertainties, and therefore the conclusions
drawn from them are limited. It is important to note
that, although the language of observational studies is
usually phrased in relation to epidemiologic studies, the
same designs can be applied to examine nonrandomized
therapeutic studies, where the exposure is a treatment
and the outcome may be any measure of improvement
in disease severity. In an experimental study, or clinical
trial, the investigators actively place subjects into their
assigned group, usually via a randomization algorithm.
Although experimental studies are typically described in
language consistent with therapeutic trials, the same
study design may be used for a more epidemiologic
research question.

Observational study designs
Case report or series

The simplest observational design is that of a case
report. This is typically a communication that is solely
descriptive in nature, the purpose of which is to
publicize an intriguing presentation of disease or a
novel treatment in a single patient. The natural
extension of the case report is a case series, in which
a group of patients are presented with some common
thread connecting them. These cases may be linked by
diagnosis, presentation, or treatment strategies. As with
a case report, the goal of a case series is to alert the
community at large to new or interesting presentations
or treatments.

Cross-sectional study

A step up from a case series is the cross-sectional
study. In this study design, all data are collected on the
study population at a single moment in time. There is
no longitudinal component to a cross-sectional study
design, and both the exposure and the outcome are
measured simultaneously. The advantages of this design
are its simplicity in data collection and low resource
requirements. Large, well-designed cross-sectional stud-
ies can often yield large volumes of important
information. However, because temporal relationships
cannot be reliably ascertained, analysis is limited to
prevalence of outcomes and associations with expo-
sures. Because of these limitations, there is limited
ability to establish causation or to determine natural
history and prognosis.
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Cohort study

The gold standard of observational studies is the
prospective cobort study. In this design, the investigator
follows a defined population (typically divided into two
groups, exposed and unexposed) for a finite period of
time to evaluate an outcome, usually a disease. The
patient populations and exposure variables are defined
and measured before any outcomes have occurred or
have been identified. The proportion of patients
developing the outcome of interest in the exposed and
unexposed groups is examined at the conclusion of the
study. The prospective cohort study is an excellent
method of determining disease etiology, and the
prospective nature allows for high fidelity of data
collection. However, following a prospective cohort in
this way is often expensive and resource consuming,
sometimes prohibitively so.

The retrospective cobort study design offers benefits
similar to those of the prospective cohort study, but in a
less resource-consuming way. The design for a retro-
spective cohort study is identical to the prospective
design, in that the population is defined in the same
way, the primary comparison is made between exposed
and unexposed subject groups, and the development of
the outcome of interest remains the primary objective.
The difference is in the collection of data: all data,
including the exposure variable, are collected retrospec-
tively, after the outcomes have occurred. Although cost
and resource requirements are decreased, the retrospec-
tive approach introduces information bias, limitations in
recall, and recall bias. Furthermore, research questions
are limited to those that can be answered with the
available data.

Cohort studies have their limitations, especially for
investigation of an infrequent outcome or disease. The
rarer the outcome variable, the larger the cohort needed
to ensure an adequate number of outcomes for
statistical analysis.

Case—control study

A case-control study design can often meet many of
the same goals as a cohort study, while requiring only
a fraction of the sample size. The efficiency of the
case-control design lies in the fact that the number of
subjects with the outcome of interest (cases) is
preordained. There is no need to recruit 100 subjects
to witness one event with an incidence of 1%; the
investigator can simply recruit that one subject. The
control subjects are chosen from a similar cohort of
patients who do not have the predefined outcome. The
major limitation of a case-control study is that the ratio
of subjects with the outcome (cases) to subjects
without the outcome (controls) is fixed by the
investigator. Thus, one cannot calculate the incidence
of the outcome, or the risk of developing the outcome
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Table I. Observational study designs

Observational study designs, key features, and examples

Case report or series — Descriptive case or cases

Example: The first documented case of single ventricle, first published
in 1824, was reviewed with reinspection and photographs.?

Cross-sectional study — A group examined at one point in fime

Example: The NHLBI-funded Pediatric Heart Network designed a
cross-sectional study of children aged 6 to 18 years who had
undergone a Fontan procedure. Health-related quality of life was
measured by the Child Health Questionnaire and the
Congenital Heart Adolescent and Teenager Questionnaire. Ventricular
function was assessed by maximal exercise testing, echocardiography,
cardiac magnetic resonance imaging, and B-type natriuretic peptide.
The study was designed to defect a correlation of R > 0.30 between
health status scores and measures of ventricular function and
performance in a subcohort with all study measures completed.®

Cohort study — A group followed over time, prospectively or
retrospectively

Prospective example: A multicenter, nonrandomized prospective
study was performed in 13 pediatric cardiology centers from
November 2004 to September 2007. The objective of this study was
to determine the initial safety and results of unrestricted
multi-institution routine community use of the Amplatzer septal
occluder (ASO) for atrial septal defect (ASD) closure. Data were
collected at the time of cardiac catheterization and 1 day postimplant.
A total of 478 patients underwent cardiac catheterization for ASO
device closure of an ASD.*

Retrospective example: To review the initial impact on mortality of
infants with congenital heart disease of a new surgical technique, the
mortality of 325 consecutive neonates with simple transposition of
the great arferies admitted before, during, and after the preferred
management changed from the Senning operation to the arterial
switch (1978-1998) were compared with 100 consecutive neonates
requiring a different neonatal open heart operation that did not
change in that period.®

Case—control study — Two groups, based on the outcome

Example: To better define the risk factors of post-transplant
lymphoproliferative disease (PTLD) in children, a case—control study
was performed on all pediatric cardiac transplant recipients who
developed PTLD. Nine patients who developed their first episodes of
PTLD were matched by age (+1 yr) and time since transplant (£1 yr)
with those who did not. Two controls, selected from a total of 95
transplant recipients, were matched fo each case patient with PTLD.

if exposed. Although risks cannot be determined in a
case-control design, odds can be calculated, and an
odds ratio is often the measure of interest in such a
study. In case-control studies the odds ratio can have
multiple interpretations and may estimate the tradition-
al odds ratio, rate ratio, or risk ratio obtained from
cohort studies, depending on the method used for case
and control ascertainment.' Given these differences in
interpretation, it is important to define the ratio of
interest prior to study design and to plan the study
accordingly. Of course case-control studies are subject
to the same limitations of recall, data collection,
information bias, and recall bias as all other retrospec-
tive studies; nonetheless, in many situations the
efficiency of the case-control design will outweigh
the limitations of a retrospective approach.
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Experimental study designs

When trying to assess a causal relationship between
either an exposure or treatment and an outcome, the best
study design is an experimental study. A double-blinded
randomized controlled trial is often considered the
ultimate ideal in design, but is often difficult and costly
to perform. This topic is discussed in greater detail in a
later chapter (J.W. Newburger, How to design a clinical
trial). Briefly, the common factor in all experimental
study designs is that they are interventional in nature: that
is, the intervention is actively applied to the study
population by the investigator. The reason an experi-
mental study can yield such strong conclusions is that the
investigator is able to control for confounding factors,
most commonly through the use of randomization. There
are multiple types of randomization schema, all of which
serve to minimize selection bias. Single-blind, double-
blind, and triple-blind study designs are all used in
randomized control trials. An open-label design may be
appropriate in some situations; however, with this design
there is no accounting for the placebo effect or
therapeutic bias. A repeated-measures design (e.g., a
cross-over design) uses each subject as his or her own
control, and when designed correctly can yield reliable
results while requiring the enrollment of fewer subjects
than a standard randomized controlled trial.

Conclusion

There are a variety of study designs that can be
applied to answering a specific research question
(Table I). A good fundamental understanding of the
advantages and limitations of each can allow for choosing
the most appropriate study design, given the specific
research question, study population, and resources
available. Regardless of the study design, ethical con-
siderations must always be taken into account, balancing
subject safety and costs with the importance of the
research and the potential benefits to the subjects and
society as a whole.

For Suggested Readings see References 7-12.

Funding
This work was supported by a grant from the National
Heart, Lung, and Blood Institute (U01 HLO68290).

PEDIATRIC RESEARCH AND THE FDA
Jennifer S. Li, MD, MHS

Few of the approved products marketed in the United
States have sufficient data to support pediatric labeling;
recent legislative initiatives, particularly the Pediatric
Exclusivity provision, have substantially improved drug
labeling for children. These programs have raised several
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important policy and study design questions. The U.S.
Food and Drug Administration (FDA) has programs in
place to develop future researchers in biostatistics,
informatics, epidemiology, risk analysis, and other
aspects of FDA regulatory science.

The U.S. Food and Drug Administration (FDA) is
responsible for protecting the public health by assuring
the safety, efficacy, and security of drugs, biological
products, medical devices, the nation's food supply,
cosmetics, and products that emit radiation. The FDA
requires rigorously performed clinical trials as the basis
for the labeling or package insert instructions that are
provided with each product approved for use by adults.
However, fewer than 25% of approved drugs marketed
in the United States have sufficient pediatric data to
support approval for labeling for dosing, safety, and
efficacy in children. Inadequate dosing and safety
information places children at risk for adverse events
and denies them potential therapeutic benefits. Pediatri-
cians must therefore prescribe agents to children for
whom the dose, efficacy, and safety have not been
studied. This practice, known as off-label use, may result
in benefit, no effect, or harm. The lack of information has
had a negative impact on pediatric therapeutics,
including reliance on anecdotal practice patterns,
adaptation of data from adult trials that may not be
applicable to children, and the use of extemporaneous
formulations that may be inconsistently bioavailable. A
recent study by Pasquali et al'*> showed that in more
than 30,000 children hospitalized with cardiovascular
disease, 78% received more than one cardiovascular
medication off-label, and 31% received more than three
cardiovascular medications off-label.

The FDA Modernization Act of 1997 and the Best
Pharmaceuticals for Children Act of 2002 authorized an
incentive program known as Pediatric Exclusivity in the
form of 6 additional months of marketing exclusivity for
manufacturers who conducted pediatric clinical trials in
response to a FDA written request. The Pediatric
Research Equity Act (PREA) of 2003 codified the authority
of the FDA to require pediatric studies of certain drugs
and biological agents. (Text of these various Acts, with
related resources, is available at the FDA website: (http://
www.fda.gov/Drugs/DevelopmentApprovalProcess/
DevelopmentResources/ucm049867.htm.) As opposed
to the Pediatric Exclusivity program, under PREA there
is no financial incentive provided to perform studies. The
studies under PREA are mandatory and typically include
phase I and II pediatric studies, compared with Pediatric
Exclusivity, which requires additional phase III efficacy
studies. In addition, under PREA, a waiver can be granted
if the drug or biologic does not have any applicability to
children (e.g., conditions such as infertility or breast or
prostate cancer) or if a deferral can be negotiated. Both
Pediatric Exclusivity and PREA were reauthorized in the
Food and Drug Administration Amendments Act of 2007
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(available at the FDA website, as already cited). The
European Medicines Agency has recently started to
require drug studies in children and has begun to receive
pediatric investigation plans for new molecular entities.

These legislative actions have resulted in substantial
improvements in pediatric information in drug labeling.
To date, there have been more than 350 labeling changes
as a result of studies in pediatric patients.'* Approxi-
mately half of the products studied for U.S. Pediatric
Exclusivity have been found to have substantive
differences in dosing, safety, or efficacy in children,
compared with adult populations.’

Several industry-sponsored clinical trials have been
performed in pediatric cardiovascular therapeutics under
the Pediatric Exclusivity program. For example, many
children with heart failure are treated with carvedilol,
based on the beneficial effects demonstrated in multiple
adult heart failure studies. In a randomized trial,
however, carvedilol did not improve heart failure
outcomes in children and adolescents with symptomatic
heart failure.'® In another study, the optimal dose of
clopidogrel in children with a cardiac condition at risk for
arterial thrombosis was only one-fifth of what would be
given if extrapolating from adult data."” A pharmacoki-
netic study of sotalol showed that its clearance is linearly
correlated with body surface area and creatinine clear-
ance, with smaller children having greater drug exposure
than larger children.'® Multiple antihypertensive agents
that clearly demonstrate a dose-effect in adults have failed
to show such a dose-effect in children.'®

These studies have been difficult to execute, because
of the many barriers in conducting clinical trials in
pediatric cardiovascular medicine: the relative rarity of
disease, disease heterogeneity, lack of research infra-
structure, ethical issues in pediatric research, and
difficulty in identifying valid clinical end points.
Moreover, many parents will hesitate to enroll their
children in studies involving drugs when they are aware
that these agents are readily available for adults. In
addition, parents may have other concerns regarding
conflict of interest in research between their physicians
and pharmaceutical sponsors.

These programs have encouraged drug studies in
children, but they have also engendered multiple
criticisms. The criticisms include the financial windfall
to the pharmaceutical industry, the resulting higher
prices for drugs that are bought (at least for elderly
persons) by Medicare dollars, the low incidence of
publication of the pediatric trials, and the fact that the
drugs under study typically do not reflect the therapeutic
needs of children and instead follow utilization patterns
in adults (e.g., studies of blockbuster lipid lowering
agents).”**? In addition, this program is a substantial
investment, children cannot give consent, and the trials
are technically challenging. Given these issues, determi-
ning how to best transform these data into health policy
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beyond modification of the existent labeling is vital to
public health.

In addition, although children have benefited remark-
ably from these labeling changes, the long-term safety
of such therapies in children is not well understood. The
major tool for FDA post-market surveillance is an adverse
event reporting system for collecting and analyzing
information about adverse events. Voluntary reporting
to the FDA began in 1973 and continues under
MedWatch, a program created in 1993 to encourage all
interested parties to voluntarily report adverse events
(http://www .fda.gov/Safety/MedWatch/default.htm).
MedWatch has several limitations: (1) it is a passive
system, relying on healthcare professionals to report
events; (2) reports are limited, because of missing case
information and a lack of standard nomenclature
(uncertain knowledge about the numerator); and (3)
the system lacks information on the total number of drugs
or devices in use (uncertain knowledge about the
denominator). It is therefore quite difficult to determine
the incidence or prevalence of drugrelated and device-
related events.”®

Thus, several policy questions remain unanswered. In
addition, many issues about pediatric study design need
evaluation. Pediatric drug trials are often conducted after
a product has been developed for adults, and information
developed from previous adult trials is often used to
design pediatric trials. However, because of the small
number of pediatric patients with a given disease and the
ethical mandate that children should not be exposed to
additional risks without potential benefit, pediatric
studies tend to be smaller in size. Nonetheless, well-
powered safety and efficacy trials for therapeutics are a
critical component of pediatric health.

To address these policy and study design issues, the
FDA has several important programs in place to develop
future researchers in the field of pharmacology and
clinical trials. For young investigators, there is a new
program called the Commissioner's Fellowship Program,
a 2-year program that provides an opportunity for health
professionals and scientists to receive training and
experience at the FDA.>* The Fellowship Program
combines rigorous didactic coursework with the deve-
lopment of a regulatory science research project. Under
the guidance of an FDA senior scientist-preceptor
committed to mentoring, fellows will explore a specific
aspect of FDA regulatory science. This experience can
be in a biology, physics, or engineering laboratory, in a
clinical review team, or in biostatistics, informatics,
epidemiology, risk analysis, or other aspects of FDA
science. The coursework is designed to provide an in-
depth understanding of the science behind regulatory
review, encompassing the activities of the FDA across
foods, drugs, devices, biologics, and cosmetics. Course-
work during the two years includes graduate level
public policy, FDA law, epidemiology, clinical trials and
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design, and statistics. For more senior child health
investigators, the FDA has additional opportunities for
involvement. These activities include consulting as a
Special Government Employee on advisory boards, as
well as in certain capacities to perform meta-analytic
research across studies in various therapeutic areas
evaluating phase I, II, III, and IV clinical trials,
pharmacokinetics and pharmacodynamics, and drug
and device safety.

In addition, the FDA has programs in place to develop
products for rare diseases and conditions; these include
the Orphan Grant Program and the Pediatric Device
Consortia Grant Program.*> The Orphan Grant Program
provides funding for research in orphan diseases (defined
as those affecting <200,000 people in the United States).
The Pediatric Device Consortia Grant Program solicits
grant applications from institutions and organizations that
propose to develop nonprofit consortia to facilitate
pediatric medical device development. The FDA will
provide grants to consortia whose business model and
approach to device development will either result in, or
substantially contribute to, market approval of medical
devices designed specifically for use in children.

In summary, several legislative initiatives and existing
programs are in place at the FDA aimed at bringing
effective therapies to children. It is important for
pediatricians and child health researchers to be aware
of these drug and device development processes for
children. Both future research into new therapies and
continued scrutiny of existing therapies are vitally
important for child health.

Funding
This work was supported by a grant from the National
Heart, Lung, and Blood Institute (U01 HLO68269).

RESEARCH INVOLVING DRUGS, DEVICES,

AND INDUSTRY
J. Philip Saul, MD

Use of most drugs and devices in the pediatric
population is not based on evidence gathered in children.
Experience nonetheless indicates that clinical trials are
feasible through groups of experienced investigators in
all areas of pediatric cardiology, and a variety of available
sponsors. Performing industry-sponsored research on
drugs and devices versus research with alternative
funding sources represents a balance. Industry funding
can bring the freedom of adequate funding and support
for a trial that has the potential to demonstrate the value
of a new drug or device without the need and time for a
grant application. However, funding from industry also
generally comes with some strings attached, limiting
flexibility in a variety of ways. The advantages and
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disadvantages of industry-sponsored trials are discussed
here, as well as the types of trials performed and a few
details of the regulatory process.

Drug trials

Clinical trials involving new drugs are commonly
classified into four phases, I-IV (and most recently also
phase 0; see next section). Preclinical studies precede any
of the four phases and involve animal- or cell-based
experiments to obtain preliminary efficacy, safety, and
pharmacokinetic (PK) information to determine whether
studies in humans can or should proceed. Approval of a
drug by the FDA typically comes after it has successfully
passed phases I, II, and III. Postapproval studies are
usually classified as phase IV, and most pediatric trials fall
into this phase.

Trial phases: 0-1V

Phase 0 is a recent designation for exploratory trials
designed to initially establish whether the drug or agent
behaves in human subjects as was expected from
preclinical studies. Typically, the studies involve the
administration of single subtherapeutic doses of the study
drug to a small number of subjects (10 to 15) to gather
preliminary data on the PK properties of the agent, how
the body processes the drug, and the pharmacodynamics
(PD) @i.e., how the drug works in the body).

Phase I trials are the first stage of testing in a small
group of human subjects (20 to 100), typically healthy
volunteers, to evaluate the safety, tolerability, and the
PK and PD properties (either or both) of the drug.
Trials are often conducted in an inpatient research unit,
where the subjects can be observed by full-time staff.
The trials include dose-ranging studies, to assess the
appropriate dose for therapeutic use. Adult volunteers
are usually paid for participation, but in general children
would not be paid.

After initial safety has been confirmed, phase II trials are
performed on somewhat larger groups of volunteers and
subjects (20 to 300), to assess how well the drug works,
as well as to continue safety assessments. Phase III studies
are randomized controlled multicenter trials on large
patient groups (from 300 up to many thousands) and are
designed to be a definitive assessment of efficacy, in
comparison with either a placebo or an active compa-
rator (standard therapy). Phase III studies are typically
used to gain approval by the FDA and to support
indication claims for product labeling. The FDA and the
equivalent European regulatory body (see further at
http://www fda.gov/InternationalPrograms/Agreements/
ucm131179.htm) generally require either two successful
phase III trials or a single highly successful phase III trial
for approval.

Phase IV trials, also known as Post Marketing
Surveillance Trials, involve safety surveillance and
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additional efficacy evaluations of a drug after it has
received permission to be sold. These studies may be
required by the FDA or may be undertaken by the
sponsoring company for other reasons, such as develo-
ping data for a new indication, or assessment of long-term
adverse events in a larger population.

Most pediatric trials are phase IV studies. From 2000 to
2005, these trials were generally in response to an FDA
Written Request asking for dosing, safety, and (if feasible)
efficacy data in the pediatric population; the company is
typically motivated by the promise of 6 months of
additional Pediatric Exclusivity (as reviewed in the
preceding chapter; see ].S. Li, Pediatric research and
the FDA). In recent years, however, there have been a
variety of other motivations for pediatric trials, including
responses to other pediatric approval pathways and
investigator-initiated trials. The officially designated
pediatric age ranges are: neonate, birth to 30 days; infant,
1 month to 2 years; child, 2 to 12 years; and adolescent
13 to 16 (or 18) years. However, a Written Request often
designates alternative age categories, most commonly as
neonate, infant, 2-6 years, and 7-16 years.

Device ftrials

Devices undergo a different regulatory approval
pathway than drugs.Z(’ The FDA wuses a risk-based
approach to determine whether a device can be
marketed, by assigning each device into a regulatory
class. Class I devices are simple low-risk devices, such as
surgical instruments, and are generally considered
exempt. Class II devices have moderate risk, such as a
standard diagnostic catheter or bedside monitor, and can
usually be approved by submission of a 510(k) marketing
application, which requires demonstration of substan-
tial equivalence to an already marketed and approved
device. Class III devices are either high risk, such as
many cardiac interventional devices (stents, internal
defibrillators, ventricular assist devices) or new devices.
Most Class III devices require a pre-market approval
(PMA) process, which involves bench, animal, and
clinical data to demonstrate safety and efficacy. The
clinical trial is usually performed under an Investiga-
tional Device Exemption (IDE) protocol that includes
at least midterm follow-up.

Another route often used for Class III devices in a
pediatric population is the Humanitarian Device
Exemption (HDE), intended for conditions that affect
fewer than 4000 patients per year in the United States.
An HDE allows for limited sales and marketing without
the requirement of demonstrated efficacy, as long as
there is reasonable evidence of safety and probable
benefit. As an example, the pediatric ventricular assist
device known as the Berlin Heart has been used under
an HDE for a number of years because it is the only such
device suitable for small children and has demonstrated
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efficacy in Europe, but is not yet approved in the United
States. Institutional Review Board (IRB) approval and
informed consent (from the patient or family) at the
local institution are required before the manufacturer
can ship the device.

In 2007, Congress passed the Pediatric Medical Device
Improvement and Safety Act,”” which identified the
pediatric need for improved access to new devices and
post-marketing safety monitoring. Although the Act
encourages sale of devices under an HDE for conditions
affecting fewer than 4000 patients, which includes most
pediatric conditions, to date there is no legislation or
regulation equivalent to the 2002 Best Pharmaceuticals
for Children Act to incentivize manufacturers to perform
device trials in children.”'**>°

Advantages and disadvantages of

industry sponsorship

Industry sponsorship offers a number of advantages in
performing a clinical trial. The most important among
these involve the potential to improve the care of
pediatric patients through access to new drugs and
devices, and establishment of dosing guidelines, safety
data, and efficacy outcomes. Often a trial is the only
mechanism that allows use of a new drug or device in the
intended population prior to the official FDA approval. In
addition, industry involvement usually provides adequate
funding without the requirement for a prolonged grant
application and funding process. Furthermore, because
the company is motivated to get the trial done and
publicized as quickly as possible, the funding generally
provides support for a wide variety of necessary
administrative functions, including IRB submission, con-
sent design, data collection, patient follow-up, statistical
support, and manuscript submission. For the individual
investigators, participation in such trials also offers
academic advantages, through the ability to be an early-
stage user of new drugs or devices, mention in
publications, opportunities for presentation of results,
funding for research effort, and support of research
infrastructure that can be useful for other trials as well.
Finally, active participation in clinical trials with good
recruitment leads to inclusion as an author on study
publications, and builds a resume of experience for the
investigator, which invariably reaps rewards through
invitations to participate in, or even run, industry-
sponsored and non-industry-sponsored trials in the future.

The primary disadvantage of an industry-sponsored
trial is the shift in locus of control to the sponsor. In
rare cases, the sponsor will provide an unrestricted
educational grant to the trial proposers, which allows
the investigators full control from design through
publication, regardless of trial outcome. For most
studies, however, the sponsor maintains final control
over the study design, outcome variables, the body of
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data itself, analyses, and at least the timeline for
approval of publications. Ideally, the interests of the
investigators and of the company are enough aligned
that significant conflicts do not arise, but if the results
are not consistent with the company goals, then
conflicts may arise. It is important, therefore, to
structure contracts in advance, to allow for eventual
publication after company review, regardless of the
outcome. The best situation is to have access to and
guaranteed use of the data. As with any funding source,
another potential issue with industry-sponsored trials is
inadequate funding. Typically, this issue arises more for
investigator-initiated trials, with the trade-off being
greater independence in all the other aspects of study
performance, data analyses, and reporting.

Performance issues

Regardless of funding source, all drug and device trials
in a pediatric population have a number of features and
barriers in common. In this era, all investigators and
personnel must have documented familiarity with a wide
variety of IRB, regulatory, consent, and other issues
related to trials and human subjects. In most cases this is
accomplished through an online course, such as the
Miami CITI course,”® but generally each institution has its
own guidelines. For any pediatric clinical trial, there is a
specific overall threshold that there must be no potential
for more than minimal harm (e.g., complications of a
blood draw or intravenous administration), unless there is
the potential for direct benefit to the subject. Study
design is critical, with inclusion of equipoise, and well-
thought-out goals addressing issues such as PK, PD,
dosing, short-term and long-term safety, and efficacy. A
critical feature is the adequacy of the patient population
in the participating centers to allow complete recruit-
ment and so to adequately power the trial. A trial that
cannot reach conclusions for lack of significance is of
minimal value to the investigators and the sponsor. Two
important differences regarding recruitment in pediatric
versus adult clinical trials is that, for the most part, only
affected patients can be recruited as subjects in pediatric
trials, and significant financial incentives cannot be used
to induce children or their families to participate.
Consequently, investigators must be creative in finding
small rewards for participation, such as family expense
reimbursement for travel, food, and lodging, and movie
passes or perhaps a savings bond for the child. Most of
these issues are addressed in detail in other chapters of
this article.

One potentially important issue in trial participation is
dealing with the rules specific to each institution's
participation. Most academic centers have a wide variety
of protective clauses built into their contracts, to ensure
access to that institution's data and to protect intellectual
property rights. Such rules may also serve as barriers to
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participation and can dramatically slow down the
contract process, limiting the investigator's ability to
participate and to recruit patients, particularly in large
multi-institutional studies. Ideally, the institution's legal
office has a reasonable balance in its approach, allowing
participation while still protecting the rights of the
investigators and the institution.

How to develop trials

As a rough guide for the investigator interested in
leading an industry-sponsored clinical trial, a few simple
steps common to all trials can be identified. First and
foremost, there has to be a need for the information that a
proposed trial might generate. Second, it is important to
develop preliminary end points, so that a power analysis
can be performed to estimate the number of subjects and
study centers necessary to complete the trial. The next
step is to seek support for the study. Obtaining significant
industry support will depend on the vendor identifying a
financial gain for the company; a study in which the
Pediatric Exclusivity rule might apply would be ideal.
Other options include the NIH (for scientifically impor-
tant questions), the FDA (for drugs currently approved in
adults that qualify for an orphan designation), and even
funding by a set of performing centers, if the trial costs
can be minimized by the protocol being close to the
standard of care. Finally, the investigator can provide
tremendous value by knowing which centers and
investigators are likely to participate and recruit subjects.

Summary

Pediatric clinical trials of drugs and devices are feasible
through experienced groups of investigators in all areas
of pediatric cardiology with available industry sponsors.
Despite varied motivation on the part of sponsors, many
trials have and can provide important benefits for the
pediatric population, particularly when the investigators
work together with the industry sponsor on the trial
design. It is likely that Congress and the FDA will
continue to find novel incentives to promote these
pediatric clinical trials in the future.
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TRANSLATIONAL RESEARCH: CLINICIANS

AND BASIC SCIENCE
Seema Mital, MD

There is a lack of growth in the numbers of clinician-
scientists, at a time when the need for clinician-
scientists is the greatest. Clinician-scientists are critical
in translating major scientific breakthroughs and rapid
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advances in research technology to the bedside.
Succeeding as a clinician-scientist requires consider-
able talents to excel in both clinical and research
arenas. This chapter discusses the key role of clinician-
scientists, with both opportunities and challenges, and
points to guidelines for a successful career in
translational research.

Defining translational research

The Translational Research Working Group of the
NIH National Cancer Institute defines translational re-
search as “research [that] transforms scientific discoveries
arising from laboratory, clinical, or population studies into
clinical applications to reduce [disease] incidence,
morbidity, and mortality” (http://www.cancer.gov/
researchandfunding/trwg/TRWG-definition-and-TR-con-
tinuum). Such discoveries typically begin with basic or
“bench” research and then progress to the clinic or
patient's “bedside with bidirectional flow of knowledge.
The Institute of Medicine's Clinical Research Roundtable
(http://www.iom.edu/Activities/Research/Clinical-
ResRT.aspx) described two “translational blocks” in the
clinical research enterprise, now labeled as T1 and T2.
T1 refers to the transfer of new understandings of
disease mechanisms gained in the laboratory into the
development of new methods for diagnosis, therapy,
and prevention and their first testing in humans. T2
refers to the translation of results from clinical studies
into everyday clinical practice and health decision
making. The flow chart in Figure 1 depicts the trans-
lational continuum that connects scientific discovery to
clinical application.

The translation gap and the central role

of clinicians in translational research
There has been growing concern that the enormous
investment by the NIH and other funding agencies in
biomedical research and understanding disease mechan-
isms has not translated proportionately into new diag-
nostics, treatments, and preventive measures for human
disease. There appear to be multiple roadblocks in
achieving scientific translation, relating both to insuffi-
cient manpower and to systems capacity. A review of
the composition of the U.S. physician work force
revealed a steady increase in the number of physicians
engaged primarily in clinical care in the years from 1980
to 2003, without a concomitant increase in physicians
engaged primarily in research or teaching. During the
same time period, the average age at first RO1 funding
of investigators increased by 5-6 years. The translation
gap depicted in Figure 2 reveals two divides, one
between highly specialized PhD scientists (who per-
form the bulk of biomedical research) and MD-PhD
clinician-scientists (a minority) and another between
industry funding and output in terms of new molecular
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The Translational Continuum*

Basic Science Discovery
Novel molecule, gene, drug target, candidate biomarker

Early Translation (T1)
Partnerships with academia, government, industry
Phase I/l trials

Late Translation
Phase Ill trials
Regulatory approval
Partnerships for Production and Commercialization

Dissemination and Adoption (T2)
Health services research to support dissemination and adoption amongst community healthcare
providers, patients, and public
Establishing payment mechanism(s) to support adoption

The translation continuum, from basic science to dissemination and adoption. *Adapted from the President's Cancer Panel's 2004-2005 report

Translating Research into Cancer Care: Delivering on the Promise.

Figure 2
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The Translation gap. The last 25 years have seen a surge in funded PhD scientists without an increase in clinician—scientists. Also, despite a growing
investment by the private sector (i.e., pharmaceutical industry investment in research and development), the number of targets that have succeeded in
the drug pipeline have not increased. Based on data from the U.S. National Institutes of Health (http://www.nih.gov), CMR International (http://

www.cmr.org), and IMS Health (http://www.imshealth.com).

entities. This second gap represents the difficulty that
private industry faces in pushing new targets identified
through the burgeoning field of genomics, proteomics,
and other high-throughput technologies through the
drug discovery or diagnostics pipeline. An additional
roadblock is in the dissemination and adoption of new
diagnostics and therapeutics into medical practice
(Figure 3).

The Clinical Research Round Table at the Institute of
Medicine in June 2000 identified the challenges facing the
national clinical research enterprise and formulated
recommendations to address them. These areas include

1. Enhancing public participation in clinical research
2. Developing Information systems to support health-
care research
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Translation blocks in the clinical research continuum. Reproduced with permission from Sung et a
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3. Developing an adequately trained workforce
4. Increasing funding for clinical and translational
research

The NIH has invested in several efforts aimed at bridging
the gap in translational research, enabling more research
on human subjects and samples to generate findings
relevant to humans, and not just animal models, and to
facilitate the transformation of basic science break-
throughs into clinical applications. Clinicians and clini-
cian-scientists play a central role in accelerating the
translation of new knowledge from bench to bedside. The
21st century has seen major breakthroughs in biomedical
research, including the unraveling of the sequence of the
human genome, advances in sequencing technologies,
proteomics and other “-omics” technologies, stem cell and
reprogramming technologies, high-throughput drug and
chemical screening for drug discovery, imaging technol-
ogies, and nanotechnologies—all of which can have
direct clinical applications and can change the practice
of medicine and usher in the era of personalized health
care. The clinician-scientist stands at the crossroads of
this translational continuum and possesses the unique
skills necessary to harness discovery for patient and public
benefit. Clinicians play a strategic role, not only in their
close access and interaction with patients and a detailed
understanding of the nature of human disease, but also in
recognizing the gaps in knowledge of disease and in the
application of advanced technologies and research find-
ings toward newer diagnostic and therapeutic strategies
for patient benefit.

Succeeding as a clinician—scientist

Success as a clinician-scientist requires expertise not
only as scientist and as clinician, but also as a public health
advocate who can engage both public and private sectors

to invest in strategic research opportunities that can
advance health care. The rapid advancements in science
and technologies make it challenging for clinician-
scientists to stay at the cutting edge of research and
technologic advancements. Furthermore, the increasing
complexity of research has generated the need for
research teams with interdisciplinary collaborations that
allow sharing of expertise across disciplines, to achieve
research goals rapidly as well as to translate the findings
quickly to the bedside. Most major advances in research,
including genomics and stem cell research, have been the
product of team efforts. The clinician-scientist is posi-
tioned to be an integral and critical member of such teams.
The tools for success are described in greater detail in a
later chapter (B.S. Marino and I.A. Williams, Mapping a
career development pathway in clinical research).

Career development pathways in

translational research
Training Opportunities

In 1998, the NIH responded to the need for expanding
the pool of clinician-scientists by introducing new
career development awards and, in 2002, the NIH
began to offer competitive loan repayment programs
offering at least two years of tax-free debt relief for
clinical trainees committed to clinically oriented research
training. The opportunities for training in basic and
clinical research are described in detail in a later chapter
of this article (J.D. Scott, NIH early career research
training opportunities for pediatricians). These include
NIH-funded fellowships and individual and institutional
(i.e., T32) awards, as well as the NIH Pathway to
Independence award (K99/R00) that supports a trainee's
transition from a research fellowship to an early-career
independent investigator. Other transition awards in-
clude predoctoral and postdoctoral fellowships and the
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Medical

T Residency

Specialty/Sub-Specialty

Independent
Investigator

v

Mentored Clinical Scientist
Development Program (K12)

(note: two types)

Mentored Clinical Scientist
Development Award (K08)

Career Enhance. Award
for Stem Cells Res. (K18)

Midcareer Investigator
in Patient-Oriented

Mentored Patient-Orlented  pocearch (K24)

Research CDA (K23)

NIH career development awards (K series) for individuals with a health-professional doctorate. Adapted from the NIH K Kiosk website (http://

grants1.nih.gov/training/careerdevelopmentawards.htm).

Fellow to Faculty Transition award offered by the
American Heart Association.

Early career awards

The career development awards available to individuals
with a health profession doctorate, typically after
completion of clinical training and appointment to a
faculty position, are diagrammed in Figure 4, and detailed
descriptions are available in Table II. These include the
Mentored Clinical Scientist Developmental Program
Award (K12), the Mentored Clinical Scientist Award
(K08) for those interested in basic research, the Mentored
Patient-Oriented Research Career Development Award
(K23) for those interested in clinical research, the Career
Enhancement Award in Stem Cell Research (K18), the
Mentored Quantitative Research Career Development
Award (K25), and several others. Typically, a minimum
75% of full-time professional effort is required, with
exceptions. Salary limits and research costs vary by
Institute or Center. Additional information is available
online at the NIH K Kiosk (http://grants.nih.gov/training/
careerdevelopmentawards.htm).

Other early career and translational initiatives
Recognizing the importance of scientific collaboration
in research advancement and training, the NIH launched
the Clinical and Translational Science Awards (CTSA)
consortium in October 2006 to assist institutions to forge
interdisciplinary research teams consisting of basic,
translational, and clinical investigators, community clini-
cians, clinical practices, networks, professional societies,
and industry partners. The consortium began with 12
academic health centers in the United States and by 2009

had expanded to 46, with expansion to 60 institutions
expected by 2012. The goal of the consortia is to provide
opportunities for training and innovative research and to
promote rapid application of research findings to clinical
practice. These awards focus on advancing specific
opportunities along a developmental pathway toward
patient benefit, and they reward collaborative team
science. Another effort by the NIH to promote bench-
to-bedside translation is through a pilot program, the NIH
Rapid Access to Interventional Development (RAID)
program. When private sector capacity is limited or not
available, especially for high-risk therapies, this pilot
program provides, at no charge, critical resources for the
development of new therapies accelerating the bench-to-
bedside translation.

Overall, the doubling of the NIH budget between 1998
to 2003 led to an increase in the number of new RO1
investigators but this increase was not sustained. To
identify and attract new biomedical researchers, the NIH
announced a policy in 2009 to identify Early Stage
Investigators, defined as new investigators who are
within 10 years of completing their terminal research
degree or within 10 years of completing their medical
residency at the time they apply for RO1 grants and who
have not previously competed successfully for a signifi-
cant NIH independent research award. These applica-
tions are given special consideration during peer review
and funding. Another new award is the NIH Director's
New Innovator Award; as part of NIH's commitment to
increasing opportunities for new scientists, this award
supports exceptionally creative early-stage investigators
who propose highly innovative projects that have the
potential for unusually high impact.
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Table II. NIH career development awards (K series)

Type

Purpose
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Duration

Mentored Research Scientist
Development Award (KOT1)

Mentored Clinical Scientist Research
Career Development Award (K08)

Mentored Clinical Scientist
Development Program Award
(K12)

Career Transition Award (K22)

Mentored Patient-Oriented Research
Career Development Award (K23)

Mentored Quantitative Research
Career Development Award (K25)

K30 Clinical Research Curriculum
Award (CRCA)

NIH Pathway to Independence
(PI) Award (K99/R00)

This NIH-wide KOT program provides support and “protected time”

for an intensive, supervised career development experience in the
biomedical, behavioral, or clinical sciences leading to research
independence. Some Institutes and Centers use the KO1 to support
individuals who propose fo train in a new field; for individuals who

have had a hiatus in their research career; or to increase research
workforce diversity.

The NIH-wide KO8 program prepares qualified individuals for careers

that have a significant impact on the health-related research needs of

the Nation. This KO8 provides support and “protected time” fo individuals
with a clinical doctoral degree for an intensive, supervised research

career development experience in the fields of biomedical and behavioral
research.

The K12 program is supported by several Institutes and Centers. The K12
program provides support fo an institution for the development of
independent scientists. Most, but not all, K12 programs are focused on
enhancing the careers of physician scientists.

The K22 program is supported by a few Institutes and Centers. In general,
the K22 program supports an individual postdoctoral fellow in transition to
a faculty position. Applicants may be in an NIH Intramural Program. Some
Institutes and Centers also accept applications from extramural scientists.
The NIH-wide K23 program is designed to ensure a future cadre of
well-trained scientists working in Patient-Oriented Research. The K23 is
designed to encourage research-oriented clinicians to develop independent
research skills and gain experience in advanced methods and experimental
approaches needed to become an independent investigator conducting
patient-oriented research.

The NIH-wide K25 program is designed to attract to NIH-relevant research
those investigators whose quantitative science and engineering research has
thus far not been focused primarily on questions of health and disease. The
K25 is designed to support individuals with quantitative and engineering
backgrounds to integrate their expertise with NIH-relevant research.

The K30 Clinical Research Curriculum Award (CRCA) is designed to
attract talented individuals to the challenges of clinical research and to
provide them with the critical skills that are needed to translate basic
discoveries into clinical treatments. It supports the development and/or
improvement of core courses designed as in-depth instruction in the
fundamental skills, methodologies, and theories necessary for the
well-trained, independent, clinical researcher/

The NIH-wide K99/R00 program is designed to increase and maintain a
strong cohort of new and talented NIH-supported independent investigators.
The K99/R00 is designed to facilitate the transition from a mentored
postdoctoral position to a stable faculty (or equivalent) position with

independent NIH or other independent research support at an earlier stage than

is currently the norm.

3-5 years

3-5 years

Up to 5 years. Appointments of
scholars are usually for 1-2 years

1-2 years (mentored) and up to
3 years (independent)

3-5 years

3-5 years

3 years. Appointments of
scholars are usually for 1-2 years

See further at http://grants1.nih.gov/training/careerdevelopmentawards. htm.

Besides the NIH, the American Heart Association offers
early-career funding in the form of Beginning Grant-in-
aid (2 years) and Scientist Development Grant (3-4
years). These are offered at the national level, and some
are offered by regional affiliates as well. In addition, new
opportunities for participation in clinical and transla-
tional research continue to arise. Researchers need to
stay abreast of emerging opportunities and take advan-
tage of them as they arise.

An article by Lauer and Skarlatos®® describes the
translational research opportunities for cardiovascular
diseases at the NHLBI. These include the Cardiac

Translational Research Implementation Program (P20),
NHLBI Pediatric Cardiac Genomics Consortium (U01),
Pediatric Heart Network (UO1), NHLBI Progenitor Cell
Biology Consortium (U01), Cardiovascular Cell Therapy
Research Network, Science Moving toward Research
Translation and Therapy, NHLBI Centers for Cardiovas-
cular Outcomes Research (UO1), Cardiovascular Re-
search Network (U01), among others. These research
networks and consortia provide opportunities to young
investigators to participate in network studies and in
individual ancillary studies. The Pediatric Heart Network
(http://www.pediatricheartnetwork.com) also supports
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The NIH Pediatric Cardiovascular Translation Consortium is composed of four centers that comprise the Cardiac Development Consortium, five centers
that comprise the Pediatric Cardiac Genomics Consorfium, and eight clinical centers that comprise the Pediatric Heart Network. In addition, the
network has steering committees, a data coordinating center (DCC), core laboratories and a central biorepository, a Protocol Review Committee (PRC),
and a Data Safety and Monitoring Board (DSMB). This represents the continuum from discovery to early translation (T1) and late translation (T2).

Reproduced with permission from Lauer and Skarlatos.®?

See also hﬂp://www.nh|bi.nih.gov/funding/ini'rs/Foq-p’rc.htm.

two Clinical Research Skills Development Cores to train
young fellows and faculty in research (http://www.
nhlbi.nih.gov/funding/policies/ntwk_skill. htm). More
recently, the NIH-NHLBI funded the Pediatric Cardio-
vascular Translation Consortium, which offers opportu-
nities for research training and experience in areas of
cardiac development, genomics, and clinical research,
also known as the Bench to Bassinet program. Consisting
of a Cardiac Development Consortium to facilitate gene
discovery using basic science approaches and animal
models and a Pediatric Cardiac Genomics Consortium
that focuses on human genomics, the Consortium will
interact with the Pediatric Heart Network to ensure
rapid progression from the laboratory to human studies
and clinical trials (Figure 5) (http://www.nhlbi.nih.gov/
funding/inits/fag-ptc.htm).

The NIH's 2-year infusion of American Recovery and
Reinvestment Act (ARRA) funds in 2009 were designed
to empower the nation's best scientists to discover new
cures, advance technology, and solve some of the
greatest health challenges (http://recovery.nih.gov/).
Although these funding opportunities were aimed at
established investigators, the experience highlights the

importance of being prepared and poised to capitalize
on new funding opportunities that arise with changing
emphasis on needs. Researchers also need to stay
abreast of focused application opportunities offered
through Requests for Applications (RFAs) or Program
Announcements (PAS).

Finally, a clinician-scientist cannot stop at successful
acquisition of independent research funding. In concert
with research collaborators, the clinician-scientist needs
to learn how to leverage research output to engage
institutions, industry, funding agencies, government,
health care policy makers, and the public and patient
community, to ensure that research findings are not left
sitting on shelves but are translated into advances in
medicine that can benefit patients.

Summary

The clinician-scientist stands at the crossroads of the
translational continuum and possesses the unique skills
necessary to harness discovery for patient and public
benefit. Success as a clinician-scientist requires exper-
tise not only as a scientist and clinician, but also as a
public health advocate, one who can engage both
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public and private sectors to invest in strategic research
opportunities that can advance health care. The need
for clinician-scientists is greater today than it has ever
been, if we are to achieve our goals of applying and
translating basic research findings to the bedside. It is
critical that we have a well-trained generation of clinician
scientists to help achieve these goals and to continue
the training of future generations of clinician scientists.
Michael Brown, 1985 Nobel prize winner in medicine,
said in his banquet speech, “We are fortunate to live
at a time when the methods of basic science are
so powerful that they can be applied directly to
clinical problems”. Now is the time to realize this goal.

For Suggested Readings see References 31-38.
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CLINICAL IMAGING LABORATORY

RESEARCH
Steven D. Colan, MD

Because of the increasing sophistication of imaging and
physiologic laboratories, it is not surprising that clinical
imaging laboratory findings occupy an increasingly
important role in clinical research. In addition to the
importance of the clinical imaging laboratory for defining
inclusion and exclusion criteria, the results of this testing
may represent important study outcomes, or may be used
as predictors of outcome. In this role, the laboratory
functions as a research tool, and investigators with
specific expertise in the laboratory techniques generally
participate in a primary or important collaborative role.
Multicenter studies often rely on centralized (core)
laboratory analysis, which offers additional potential for
investigations concerning the laboratory testing itself,
beyond the use of the test results as a clinical finding. A
variety of issues confront investigators who wish to
participate in clinical imaging laboratory research.

The clinical research process involves many sources of
data, including data generated in a variety of clinical
laboratories. Some of these laboratories perform analyses
that are standardized, commercialized processes. Gene-
rally, this work is performed on a fee-for-service basis and,
although the results of these clinical tests may be used in
the clinical research process, the method of analysis is not
the purpose of the research. In contrast, a number of
laboratories use techniques that are in evolution, are
frequently highly observer-dependent, and generally are
not commercially available. Examples of such work
include many of the genetic analysis methods, histology
analysis, and most clinical imaging, including ultrasound,
angiography, and magnetic resonance imaging. For tests
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such as these, even though the results generated by the
technique may be in common clinical and clinical
research use, the methods themselves remain active
research targets.

Echocardiography is an excellent example of the sort of
techniques that occupy this overlap zone, of a clinical
research tool that is at the same time a tool subject to
ongoing research. For any specific research protocol,
echocardiography may function in one or both of these
roles. Data derived from echocardiograms are known to
have much better intraobserver than interobserver
variability, resulting in the common practice of relying
on echocardiographic core laboratories for review and
analysis of echocardiograms obtained in conjunction
with multicenter studies. These three activities (.e.,
research using echocardiograms, research on echocar-
diograms, and echocardiographic core laboratories) all
offer opportunity for research participation by echocar-
diographers. These three types of research will be
discussed with reference to echocardiography, but
there is nothing unique about echocardiography in this
regard. Other imaging modalities such as magnetic
resonance imaging and cineangiography play similar
roles in the research enterprise and have a large
subjective and technique-dependent aspect that makes
them not merely a tool in the research enterprise
but also the focus of the research activity. Echo-
cardiography was chosen as the focus of this discus-
sion because it is a commonly used modality in
cardiology research and is an exemplar of the research
opportunities in clinical imaging laboratory research.
The issues discussed below with regard to echocardiog-
raphy are also applicable to other such imaging
techniques. The discussion is not intended to be rep-
resentative of the molecular, serologic, and genetic
laboratories, however, as these involve an entirely dif-
ferent set of considerations.

Research using echocardiograms

As with most imaging modalities, the value of the data
derived from echocardiograms is highly dependent on
the skill of the individual observers. The echocardio-
grapher therefore often plays an important role in study
design with regard to selection of echocardiographic end
points and methodology. Standardization of data acquisi-
tion is an effective means of reducing the random
variance component of clinical testing and is of particular
importance with a modality such as echocardiography, in
which data acquisition is freehand. The echocardio-
grapher plays a critical role in the effort to reduce this
variance through ultrasonographer meetings and training
sessions, as well as study design modifications that permit
reliance on the fewest number of different personnel.
Noncardiology studies often include cardiac end points in
the study design, but do not always appreciate the
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importance of having on-site cardiologist participation in
quality control of data acquisition process. In addition,
interpretation of echocardiographic findings is often
complex, and participation of personnel with specific
understanding of the significance and limitations of
echocardiographic findings is essential.

Research on echocardiography

A high percentage of investigations into the physiologic
meaning and diagnostic accuracy of echocardiographic
findings are single-center studies with the primary aim of
addressing these issues. These are the most common type
of clinical imaging laboratory studies and the most
accessible for junior investigators. Echocardiography as
a field has benefited from a remarkable progression of
technical advances, each of which has required in vitro
and in vivo validation. Industry commonly works with
interested centers in product development and testing.
Advances such as Doppler, color Doppler, transesopha-
geal probes, intracardiac probes, and three-dimensional
imaging probes have each come to market through such
cooperative ventures. These efforts often require a
dedicated time commitment that exceeds the availability
of senior personnel and thus frequently are ideal projects
for junior staff.

Ultimately, single-center clinical studies invariably
invite criticism concerning the generalizability of the
findings, because of limited sample size, restricted race
or age spectrum, restricted disease spectrum, and
observer bias. For example, tissue Doppler findings
have been reported to have a 100% sensitivity for
preclinical diagnosis of subjects who carry a familial
sarcomeric gene mutation-associated hypertrophic car-
diomyopathy but do not manifest cardiac hypertrophy.*®
Subsequent studies indicated that diastolic abnormalities
are often seen in such genotype-positive, phenotype-
negative subjects, but the specificity and sensitivity of
tissue Doppler were not as high as originally reported.*
Both of these studies were conducted in relatively small
cohorts that included multiple members of individual
pedigrees. There are implications of these findings in
terms of the pathophysiology of the disease and the
potential diagnostic utility of the presence of abnormal
diastolic indices; however, generalizability of these
results requires confirmation in a larger, genetically
diverse cohort, something best undertaken as a multi-
center study.

The echocardiographic core laboratory
Many multicenter studies rely on echocardiographic
core laboratory interpretations. Ultimately, this is often an
economic decision. Usually, local interpretation of the
echocardiogram is performed for purposes of patient
care, and the center interpretation can also be used for
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study purposes. If additional analyses or measurements
are required, the study may need to cover this expense.
Alternatively, the images can be transferred to a central
laboratory for analysis. Under these circumstances, the
core laboratory results are typically used exclusively for
research purposes and the entire expense of the analysis
must be covered by the study. Because of this, the cost-
per-echo is higher for core laboratory-based studies.
However, interobserver variability is higher than intraob-
server variability, and therefore fewer subjects are
required to achieve study end points if the study is
based on core laboratory analysis. The cost tradeoff for
core laboratory-based studies is therefore the increase in
per-subject echocardiographic costs versus the reduction
in costs related to fewer subjects, a balance that generally
tips in the favor of core laboratory analysis. In addition,
for many studies, subject enrollment is the rate-limiting
step, and reduction in total enrollment requirements can
mean the difference between a successful versus an
underpowered study, potentially justifying the increased
price tag.

Operation of a core laboratory requires infrastructure
such as image storage, workstations and specialized
software, administrative and information technology
support, and skilled personnel able to perform the
echocardiographic analysis. Although there are some
commercial echocardiographic core laboratories, many
core laboratories are primarily academic operations, and
the personnel are primarily motivated by the desire for
participation in the specific research. The distinction
should be clarified at the time of project design, to
avoid conflicts concerning the level of participation of
core laboratory personnel in the academic aspects of
the research.

In addition to participation in the clinical research
project itself, which generally falls under the category
of research using echocardiograms, there is significant
potential for ancillary projects that involve research on
echocardiography. For example, the larger study
sample size that is characteristic of multicenter studies
enables more meaningful investigation of the specificity
and sensitivity of echocardiographic findings, the
interrelationship of derived variables, and (depending
on the other data gathered in the course of the
primary study) there may be potential for comparisons
between imaging modalities or investigations into the
physiologic mechanisms underlying specific echocar-
diographic findings.

There are excellent opportunities for fellow participa-
tion in clinical imaging laboratory research. Although it
is difficult for the fellow to function completely
independently, the role of the mentor is often restricted
to advice and supervision, and in this setting the degree
of independence often exceeds that in other projects.
Fellow projects require completion in a restricted time
frame, and therefore are generally best if they are based
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on reanalysis of existing image data or very well-defined
questions that involve concentrated but brief prospec-
tive data collections, such as exploration of new
technology. Prospective clinical research studies using
echocardiographic data as an end point (as opposed to
research on echocardiography) are more challenging,
because of the unpredictable nature of patient recruit-
ment. An experienced mentor is of particular impor-
tance in this process, to help the fellow avoid the
common mistake of undertaking a project that is too
ambitious and then must be abandoned at the comple-
tion of the training period.

Beyond fellowship, those individuals who pursue
clinical imaging laboratory research as a career activity
generally spend a large percentage of their time in clinical
imaging. Technological advances have formed the basis
for most of the progress in clinical imaging and direct,
hands-on experience is critical for the investigator who
wishes to remain current with the relentless refinement
of technology. Direct experience with the clinical
application of newer measurement and display methods
also provides invaluable information concerning their
feasibility, practicability, and realized cost of implemen-
tation in the clinical setting. Direct contact with
equipment manufacturers and software vendors, as well
as cooperative agreements, are often advantageous and at
times necessary to gain access to the information, raw
data, and software revisions that may be required for
particular investigations. There are exceptions to this
model, with some clinical imaging investigators function-
ing exclusively in the research arena, and there are even
imaging core laboratories that function as a fee-for-service
enterprise without academic affiliation. These are the
exceptions, however, and the majority of investigators
who choose this career path will find their research and
clinical activities deeply intertwined.
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IMPORTANT CLINICAL RESEARCH SKILLS

HOW TO DESIGN A CLINICAL TRIAL
Jane W. Newburger, MD, MPH

Clinical trials are human experiments in which the
investigator controls the intervention and observes the
outcome. Randomized clinical trials offer the strongest
evidence for cause and effect and should be undertaken
when other types of studies cannot answer the research
question. This chapter briefly reviews aspects of design-
ing randomized controlled trials, including entry criteria
and subject recruitment, study end points, stratification,
blinding, and data monitoring and analysis.
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In determining the safety and efficacy of new medi-
cines, devices, or surgical procedures, the randomized
clinical trial provides the highest level of evidence about
cause and effect. Comparisons of treatment groups in
clinical trials may be designed to show superiority,
equivalence or noninferiority, or dose-response relation-
ships. Data from randomized clinical trials are highly
prized when crafting evidence-based practice, and the
field of pediatric cardiovascular disease has had increas-
ing success in launching clinical trials that have impact on
the field. Here we review basic aspects of designing
randomized controlled trials as they apply to pediatric
and congenital heart disease. Although in-depth descrip-
tion of clinical trial methodology is beyond the scope of
the current review, excellent references related to
clinical trial design are detailed in the Suggested Reading
list at the end of this chapter.

Identification of a research problem

The first step in planning a randomized trial is to
identify a research problem. Finding a research question
amendable to a randomized trial is surprisingly difficult
in pediatric and congenital heart disease. Ideally, this
should be a high priority issue in the field, usually
identified through clinical experience in conjunction
with literature review. Clinical trials are expensive
financially, and ethically, if patients are enrolled in a
trial that is unlikely to improve clinical care. Thus, the
proposed treatment should have a significant impact on
morbidity or mortality. The research problem may be
an area of controversy. Sometimes the window of
opportunity in which randomization will still be
acceptable in the field is narrow (i.e., the trial must
be done “now or never”).

Scientific validity

Demonstration of the scientific validity of a proposed
trial requires preliminary data and a research design that
can answer the question. Feasibility is key; most patients
and families must be willing to participate, and the cost
must be acceptable. The best trials ask a clinically
important question, have preliminary data, use a study
design that answers the study question, are feasible, and
do not entail risk without benefit. Clinical trials must
have adequate power, defined as the probability of
rejecting the null hypothesis when it is false. Simply put,
statistical power is the probability of drawing a correct
conclusion—for example, demonstrating a statistically
significant difference or association when such a
difference or association does exist.

Eligibility criteria
Next, design of eligibility criteria can be challenging.
Eligibility criteria should include participants who have
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the potential to benefit, in whom the benefit can be
detected, and whose inclusion can be based on easily
accessible information. Furthermore, these criteria
should optimize the ease of recruitment, the likelihood
of compliance with treatment and follow-up, and the
generalizability of findings. Subjects should be excluded
if they have an unacceptable risk of adverse reaction, if
active treatment is unlikely to be effective, if they are
unlikely to adhere to intervention, if they are unlikely to
complete follow-up, or if they have practical problems
in participating.

Entry criteria can be more or less restrictive. By
limiting the variance between patients, more restrictive
criteria allow a more precise comparison between
treatment and control groups. Highly restrictive criteria,
however, reduce the potential number of study
subjects, and the results are less generalizable. For
example, the Boston Circulatory Arrest Study enrolled
only patients with simple d-transposition of the great
artery (with intact ventricular septum or ventricular
septal defect).*! Because subjects were a highly
homogeneous group, small effects of deep hypothermic
circulatory arrest could be detected with a relatively
limited sample size. However, the results may not be
generalizable to other populations, particularly those
with single ventricle who have many other more
important risk factors for adverse neurologic outcome,
including those preceding surgery (e.g., genetic abnor-
malities, fetal environment). Conversely, less restrictive
criteria allow for easier recruitment of study subjects
and greater generalizability, but may require a greater
sample size for adequate power.

Patient recruitment

Patient recruitment is often the greatest challenge in
clinical trials. It is especially important, therefore, to
obtain realistic estimates of potential patient accrual
using the exact study eligibility criteria that are planned
prior to initiating the study. It is also important to
organize a plan to capture as many potentially eligible
patients as possible. One must enlist the support of
colleagues and tailor the strategy of recruitment to each
of the environments from which patients may be
recruited (such as the emergency room, clinic, inpatient
service, intensive care unit). The number of patients in
the theoretical pool always exceeds those eligible,
which again exceeds those who consent. For example,
in the Pediatric Heart Network's trial of angiotensin
converting enzyme inhibition in infants with single
ventricle, 1245 subjects were screened, 533 (43%) were
eligible, and only 230 (43% of eligible subjects) were
enrolled.*? Furthermore, for referral centers, if a trial
requires return to the center, only those living close by
can participate. These facts of life should be considered
in sample size calculations.
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Choice of study end points

The next challenge is that of defining appropriate
study end points. The choice of study end points can
be facilitated by reviewing the literature and identifying
prior research with similar treatments or similar subject
population. Ideally, the primary outcome is clinically rele-
vant or important, easy to ascertain, has low measure-
ment error, and can be observed independent of treat-
ment assignment. The primary outcome is always chosen
before the start of data collection. Ideally, one should have
a single primary outcome. To choose the primary
outcome, it is helpful to have some data regarding the
magnitude of the expected treatment effect for the study
proposal, the variability of the measure, and (if change
over time is of interest) the correlation between mea-
surements over time. In contrast, one can have multiple
secondary outcomes. These are more often biologic, less
precise, less objective, and possibly underpowered but
important; when taken together, they contribute to the
weight of evidence regarding a treatment effect. Brain-
storming sessions are often needed to find primary end
points that are both meaningful and for which sufficient
data are available to perform reliable power calculations.

Ideally, primary end points for trials should reflect that
subjects “feel better” or “live longer.” Scales for assessing
the quality of life in children with heart disease are now
relatively well developed, but in children of young age,
assessments of quality of life reflect parental assessment.
Mortality rates are low in most pediatric cardiac condi-
tions, and rare and diverse disorders create limited
sample sizes, which are obstacles to achievement of
adequate power.

Surrogate and composite

outcome variables

Because mortality is generally rare and measurement of
some outcomes might take decades, the use of surrogate
outcomes is particularly attractive in pediatric cardiology
research. A surrogate end point is expected to predict
clinical benefit (or harm, or lack of benefit) based on
epidemiologic, therapeutic, pathophysiologic, or other
scientific evidence. Under some circumstances, the FDA
may grant approval of a drug or device based on an effect
on a surrogate end point that is reasonably likely to predict
clinical benefit based upon such evidence. Use of a
surrogate outcome variable can reduce study duration if
the surrogate outcome occurs before the primary out-
come. However, there are numerous examples of trials
using surrogate outcomes in adult cardiovascular disease
that ultimately did not predict the outcome of interest.”®

Another method of enhancing statistical power in face
of rare outcomes is to construct a composite end point.
This can be a composite event, one that is considered to
have occurred if any one of several different outcomes
are observed. The components of a composite end point
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should generally be expected to move in the same
direction; for example, one would not combine bleeding
and clotting end points in a composite outcome for a
trial of an antithrombotic agent in neonates with
systemic-to-pulmonary artery shunts. In drug trials, the
components of a composite outcome should all be related
to its believed mechanism. Within pediatric cardiology,
an excellent example of a composite outcome came from
the PRIMACORP trial. ** This trial had the study objective
of determining the efficacy and safety of prophylactic
use of milrinone versus placebo in pediatric patients at
high risk of developing low cardiac output syndrome
following cardiac surgery. The primary end point was the
composite of mortality or a clinical diagnosis of low
cardiac output syndrome, which required initiation of
additional inotropic support, escalation of existing phar-
macologic support (at least 100% over baseline), or
mechanical support (extracorporeal membrane oxygen-
ation, ventricular assist device, intra-aortic balloon pump).

Randomization

Randomization is important in removing conscious or
unconscious bias in allocation to the treatment or
control group and ensures comparability between
treatment groups. In some studies, randomization has
proved to be very difficult, because participants have
such strong preferences. For example, in the early days
of device closure of atrial septal defects, it proved to be
infeasible to randomize children to surgical versus
transcatheter closure.

Stratification

Stratification reduces or eliminates variation in out-
comes by ensuring the same distribution of a known
predictor in both treatment groups. It enhances the
power of a small trial by reducing variation in outcome
due to chance disproportion of important baseline
variables. For example, in the Pediatric Heart Network's
single ventricle reconstruction trial,45 treatment assign-
ment to the Blalock-Taussig shunt versus the right
ventricular-to-pulmonary artery shunt was stratified by
the presence or absence of aortic atresia and obstructed
pulmonary venous return, both of which are known risk
factors for mortality that might not have been equally
distributed between the treatment groups by chance.
Stratification ensured that children with these risk
factors would be equally represented in both treatment
groups. In general, the number of strata should be small
(usually no more than three or four), to minimize the
likelihood of imbalances between treatment groups due
to incomplete filling of blocks.

T
Blinding

Blinding removes conscious or unconscious bias in a
patient's report of symptoms and in an investigator's
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report of outcomes. In a double-blind study, neither
the participant nor the investigator knows whether the
participant is in the intervention or control group. In a
single-blind study, either the patient or the physician is
unaware of the treatment assignment. In an unblinded or
open study, both the patient and physician are aware of
the treatment assignment. Blinding can present some
logistic difficulties. For example, it can be challenging to
match the treatment drug and placebo in appearance and
in taste. Some trials cannot be blinded (e.g., cardiac
catheterization versus surgical management). All blinded
studies require a procedure to unblind clinicians in
emergency situations.

Statistical consultation

Sample size estimation requires knowledge of the
expected mean difference or & between treatments of
interest, as well as an estimate of variability in the study
population of interest, obtained either from pilot data
or from published manuscripts. Clinical trials must have
sufficient statistical power to detect meaningful differ-
ences between groups. The size of that difference is
determined by what is clinically important, rather than
by what is statistically feasible. Adequate sample size
and statistical power are particularly difficult to achieve
in trials involving populations with rare congenital
heart defects. For example, when testing the effect of
a method of intraoperative vital organ support on
Psychomotor Development score of the Bayley Scales,
the sample size required to detect a difference between
mean scores of 7.5 points (e.g., 0.5 SD) with 90%
power using a two-sided .05-level test is 84 subjects
per group, a sample size that is easily achievable for
most forms of congenital heart disease in a multi-center
study. However, to detect a difference of 3 points
(0.2 SD) would require more than 500 subjects per
group! Achieving adequate power for detection of
differences in dichotomous outcomes is even more
challenging. For example, to demonstrate that trans-
plantfree survival improved from 90% to 95% with
90% power would require almost 600 patients per
treatment group. Thus, to avoid the heartbreak of dis-
covering that one does not have adequate sample size
to answer the study question, it is essential to consult a
statistician at the earliest stages of designing a
randomized clinical trial.

Study visits

Clinical trials often entail three types of visits. The
screening visit ascertains whether a patient is eligible for
the study. At the baseline visit, which occurs before
treatment starts, one determines the comparability of
treatment groups with respect to important baseline
variables. Follow-up visits occur after initiation of the
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intervention or control treatments; study outcomes
are measured at these visits. A chart of the study tests
according to day or time of visit is a helpful resource
while the trial is ongoing.

Data forms

The design of data forms is one of the most
challenging tasks in trial design. Data collection should
be parsimonious, to keep the study efficient and to
minimize the time needed for data entry, editing, quality
control, system design and data cleaning, and data
analysis. However, the collected data must be sufficient
to allow the study hypothesis to be answered and
properly analyzed.

Biostatistical analysis

In data analysis of trials, the patient is always analyzed
according to treatment group assignment (“once rando-
mized, analyzed”). Analysis in the group to which one
was assigned is called the “intention to treat” principle.
Secondary analyses can investigate outcomes according
to the treatment that was actually received, but frequent
cross-overs from one strategy to the other can under-
mine the analysis plan. “Per protocol” analyses exclude
those patients who did not adhere to the randomized
management strategy or to other aspects of the protocol
(e.g., outcome assessment). The analysis is thus res-
tricted to ideal patients, creating bias when nonad-
herence is related to prognosis. The analysis plan is
always prespecified.

Multicenter trials

Especially for rare diseases, multicenter trials can be the
only means of accruing a sufficient sample size in a
reasonable time frame. They provide the best basis for
generalization of findings, because patients are recruited
from a wide population and treatment is administered in a
broader range of clinical settings. However, these are
much more complex to administer, and virtually always
require a professional data center and core laboratories.
Quality assurance is essential. Multicenter trials require
central training, central interpretation of key data, central
monitoring of safety with a medical monitor, site visits,
and report cards.

Data and Safety Monitoring Board

All clinical trials, whether single-center or multi-
center, require a Data and Safety Monitoring Board
(DSMB). The DSMB personnel must be independent of
the protocol and of patient enrollment. Ideally,
members of the DSMB should be drawn from an
institution other than the participating institution or
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institutions, and they should be knowledgeable in the
relevant specialties represented in the trials. Most
DSMBs include a statistician and an ethicist. There
should be a preplanned evaluation of study outcomes
while the study is being conducted. Interim analyses are
necessary, to make sure that the study is safe. In some
circumstances, if there is a very dramatic benefit, the
study may be stopped early (using “stopping rules”).
For example, the first U.S. multicenter trial on intra-
venous <y-globulin versus aspirin was terminated early
by its DSMB because it was felt to be unethical to
withhold intravenous <y-globulin from children with
Kawasaki disease.

Adverse events

Adverse events should be defined in the study
protocol. They are classified according to severity,
relationship to the study protocol, and expectedness.
A challenge in all pediatric studies is that of adverse
events particular to children. In addition to the usual
adverse events, one needs to consider effects on somatic
growth, cognitive ability, and academic achievement
and behavior, as well as effects evident only with very
long-term follow-up.

Children may not be allowed to take risks without
the possibility of benefit. Because they are often small,
the amount of blood drawn must be limited. Children
hate having blood tests, so a requirement for frequent
blood tests that would otherwise not be performed is
a good recipe for study withdrawal and noncom-
pliance. Finally, school-age children and their parents
are unlikely to participate in a protocol that requires
them to miss many school days because of research visits.

Finally, clinical trials are a team sport. They cannot be
done without an enthusiastic roster of medical collea-
gues, nurses, and research personnel, including study
coordinators, data entry clerks, and of course statisticians.
The tipping point for many patients in giving consent to a
trial comes when the bedside personnel in the intensive
care unit are knowledgeable and positive about a
research study.

In summary, the randomized clinical trial provides the
strongest evidence for cause and effect and is sometimes
the only design that can answer clinical questions.
Although “they don't call them trials for nothing,” when
successful, the randomized clinical trial can be a
crowning accomplishment for a multicenter group of
investigators and one of the most exciting opportunities
to improve clinical practice.

For Suggested Readings see References 8 and 47-55.
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KEY STATISTICAL CONCEPTS AND
STATISTICAL COLLABORATION:
APPROACHES FOR SUCCESFUL

CLINICAL RESEARCH
Lynn A. Sleeper, ScD

In this chapter we describe how to develop statistical
skills, provide an overview of key statistical concepts, and
illustrate how collaboration with a statistician can help a
clinical investigator conduct successful research. An
understanding of statistical concepts promotes appro-
priate study design, data collection, data analysis, and
interpretation of findings. Statistical topics covered
include probability distributions, research hypotheses,
factors impacting required sample size, statistical versus
clinical significance, and optimal approaches for report-
ing study results. Familiarity with statistical concepts will
both facilitate the working relationship between clinician
and statistician and help to achieve a rigorously designed
study, one that will produce high-quality results from
which valid conclusions can be made.

A research study has many components, including
design, execution, analysis, and interpretation of find-
ings. Effective collaboration between a clinical investi-
gator and a statistician will increase the likelihood of
success in all of these areas, as well as minimizing
pitfalls. Here, we first describe how to develop statistical
skills. An understanding of statistical concepts, in
conjunction with early collaboration with a statistician,
will promote appropriate study design, data collection,
data analysis, and interpretation of findings. An overview
of key statistical concepts is provided. Familiarity with
these concepts will facilitate the working relationship
between clinician and statistician, and will also help to
achieve a rigorously designed study, yielding high-quality
results from which valid inferences and conclusions can
be made.

Statistical education and resources

The appropriate application of statistical principles to a
research study can be accomplished in two ways: by
developing a working knowledge of statistics and by
collaborating with a statistician. Although formal course-
work in statistics is not required, one or two biostatistics
courses, completed in isolation or as part of a program
in clinical effectiveness or public health, will greatly
facilitate a career in academic clinical medicine. Knowl-
edge of key statistical concepts will allow a clinical
investigator to critically consider design elements for the
proposed research and enhance communication with a
statistician. In an academic medicine setting, there may
be one or more statisticians who work directly in a
clinical department or in the medical research institu-
tion's Clinical Translational Research Center, if one
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exists. Alternatively, a dedicated department of biosta-
tistics located in a school of public health or medical
school may be affiliated with the medical research
institution and may have statisticians available for
collaboration as a consultant or as a biostatistical
investigator for the proposed research. Meeting with a
statistician at the design phase of a study can prove
efficient in the long run.

Initial collaboration

At an initial meeting with a statistician, it is important
to relay information about the study that will allow the
statistician to understand the motivation for the research.
The research question will drive decisions about the
target patient population and will help formulate the
formal research hypothesis for the study. A statistician
can construct the sampling plan for the proposed study,
to ensure that the study captures the target population
and that results are generalizable to the population of
interest. Other key information to relay to the statistician
includes the outcome measures, the types of data
intended for collection and the rationale for their
collection, and the underlying mechanism of action of
any treatment to be investigated. An understanding of
this information will allow the statistician to suggest the
most appropriate design, data collection requirements,
and analytic approach to answer the research question.

Often, investigators involve a statistician only at the end
of the study, to analyze data already collected. However,
sound statistical principles should be applied at the time
of study design and monitoring, so that the research
question can be answered in the most efficient manner.
Monitoring study data as they accrue is important for
quality assurance purposes; a periodic review of the study
data will allow identification of problems in measurement
or collection, so that these can be addressed in a timely
fashion. A continuing collaboration with a statistician
from start to end helps ensure that the research data on
which analyses will be conducted is both high quality and
relevant. An appreciation for the origins of data will
enhance the investigator's skill in making inferences from
study results later.

Statistical principles
Testing for differences

All data arise from an underlying probability distribu-
tion. The shape of the distribution is characterized by
a measure of central tendency (e.g., the mean) and a
measure of variation. Data that are collected in an
experiment, observational study, or trial are ideally
randomly selected from a population with a particular
underlying distribution. The variability in the data can
arise from multiple sources. The primary goal of statistics
is to determine whether differences that we observe
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between groups arise from natural variation, or from
some other source, such as an intervention or treatment.

In a randomized trial of an investigational versus a
standard treatment, data from the two groups will result
in two estimates of the mean of the distribution from
whence it arose. With statistics, we can determine
quantitatively whether the two distributions are from
the same source (in which case any differences between
the two means are attributable to natural variation due to
sampling) or whether the mean of the investigational
treatment group is so far away from that of the standard
treatment that one must conclude that it came from a
different distribution altogether. These two scenarios are
typically characterized in research by the statement of a
null hypothesis (Hy) and an alternative hypothesis (H,)
for the study. In the setting of a two-group comparison, a
null hypothesis typically describes a situation of no
difference between groups—or, in other words, that
collected data do not differ from what is expected if the
difference between groups is attributable only to random
variation. An alternative hypothesis typically describes
the scenario of a difference between groups that is
attributable to the treatment under study. For example, in
a recent randomized trial of enalapril in infants of single
ventricle, the null hypothesis was

H,:. There is no difference in the mean weight-for-age
z-scores at 14 months for patients assigned to enalapril
vs. placebo.

The alternative hypothesis was

H,:. There is a difference in the mean weight-for-age
z-scores at 14 months for patients assigned to enalapril
vs. placebo.

Using statistics, we can conduct a test of whether
there is sufficient evidence to reject the null hypothesis,
in favor of the alternative hypothesis, which may or may
not indicate the specific direction (two-sided hypothesis)
of the expected treatment effect. The test statistic has an
associated p value. The p value is the probability that the
observed test statistic or ones more extreme could have
occurred by chance if the null hypothesis is true. When
the p value is small, it means that the difference
observed is so large that it is very unlikely that the
treatment difference in outcome is due to natural
variation alone; in other words, the difference observed
(if in the absence of confounders) is due to some
additional factor, namely, the treatment itself. It should
be noted that a p value may be misleading if there are
flaws in the study design or analysis. Understanding
probability distributions will help a clinical investigator
to make appropriate study conclusions.

Sample size
One of the most common questions that a researcher
has for a statistician is, “How many patients/animals/
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specimens do I need?” There are four factors that
determine the required sample size for a study: (1) the
desired power, (2) the significance level, (3) the
variance, or spread, of the outcome measure, and (4)
the minimum clinically significant difference (MCSD).
Many textbooks and software (such as NCSS/PASS
[Kaysville, UT] and Stata [College Station, TX]) provide
sample size formulas for a variety of study designs. We
will review here only the factors noted above that
influence required sample size.

To help understand the determination of the sample
size, one must first consider the possible outcomes of a
study. For example, if we study two treatments to
determine if they are different, we find one of four
results: (1) we conclude that responses to the two
treatments are not different when, in reality, they are not
different (correct decision); (2) we conclude that
responses to the two treatments are not different when,
in reality, they are different (type II error, or R); (3) we
conclude that treatment responses are different when, in
reality, they are not different (type I error, or o); or (4) we
conclude that treatment responses are different when, in
reality, they are different (correct decision).

The values o and PR are usually selected by the
statistician based on the null and alternative study
hypotheses H, and 1, specified by the clinical investiga-
tor. The type I error rate a is the probability that the null
hypothesis is rejected when the null hypothesis is true, or
finding significance when there is no true difference
(“false positive”). This error rate is typically selected to be
.05, but a smaller value may be preferable when (1) a false
positive result has serious or expensive consequences;
(2) amonitoring plan for potential early stopping is also in
place (which alters the study-wise type 1 error rate,
because it requires comparison of treatment groups at
multiple time points instead of only at trial end); and (3)
there are a large number of correlated outcomes and it is
desirable to minimize a false positive finding that might
arise from multiple testing.

The type II error rate B is the probability that the null
hypothesis is not rejected when the null hypothesis is
indeed false; that is, declaring a ‘negative’ result when
there is a true underlying difference. Choosing a design
and sample size that maximize the statistical power
(designated as 1 — ) of the study (rejecting Hy, when it
is indeed false) is desirable, within constraints of budget
and research conditions. Typically, 80% is considered
minimum acceptable power for a clinical study, and
studies requiring a large amount of resources and of a
nonpilot nature are usually designed to have 85% or
90% power.

It is important for the clinical investigator to appreciate
that while the two factors just discussed (power and
significance level) are statistical, the third (variance) is a
hybrid, and the last (MCSD) is a clinical concern, to which
we will return shortly. The variance is a component of the
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sample size calculation over which the clinical investiga-
tor does have some control. Continuous outcome
measures (e.g., continuous weight-for-age z-score) will
have a smaller variance than a categorical variable based
on the same measure (e.g., growth failure, defined as
weight-for-age z-score < —2). Despite their higher
variance, certain categorical outcomes or measures with
a well-known threshold or cutoff have greater clinical
relevance and are sometimes easier to interpret, and
therefore may be preferable study end points.

Once the specific outcome measure is chosen, other
considerations that affect its variance are (1) the
heterogeneity of the target population, which can be
altered by eligibility criteria (more heterogeneity induces
higher variance); (2) measurement error (e.g., use of
available versus standardized equipment); and (3) in a
multicenter study, central versus local measurement
(many measures will have lower variance when mea-
sured centrally by one or two observers trained in a
standard manner, than when measured by different
observers at each center). All of these factors should be
considered at the design phase of the study. The cost of
having additional subjects in the study can be weighed
against the costs of implementing standardized equip-
ment or centralized readings (or both) for the primary
outcome measure.

The final component, MCSD, is often mistakenly
assumed to be a statistical decision. It is, rather, the one
factor that investigators determine based on their clinical
judgment. In a two-group study design, the MCSD should
be the smallest difference that a clinician would be
disappointed to miss, that is, to result in a non-statistically
significant comparison. For example, if a surgical
mortality rate is 15%, and an absolute MCSD of 3% is
chosen, then a 12% mortality rate or less is considered a
clinically significant improvement. Any difference smaller
than 3% (a relative reduction in mortality of 20%) is not
clinically important and would not be sufficiently large to
alter clinical practice. Of note, an MCSD is not necessarily
the same as a difference that has been observed in a prior
or pilot study. The larger the specified MCSD, the smaller
the required sample size, because the difference due to a
systematic change such as a treatment will be easier to
detect when large, even in the presence of random
variation. The size of a MCSD may vary according to the
type of outcome measure, the disease or discipline
under study, and the risk/benefit ratio for the treatment
being tested.

There are other factors that the clinical investigator and
statistician can consider as design parameters that will
affect the required sample size. They fall roughly into two
categories: factors that are statistical or related to the
length of the study, and factors that are clinical or related
to the target patient population. Statistical factors include
(1) the use of repeated measurements (that is, the same
measurement collected at multiple time points for each

lai et ol 35

patient, such as blood pressures or ventricular size over
time); (2) statistical adjustment for other factors that are
related to the study outcome, which will remove
unexplained variation and increase precision of the
treatment effect; (3) increasing the length of follow-up
time in a study that has a time-to-event primary outcome
(such as time to transplant); and (4) allowance for a
specified dropout proportion d, where the revised
sample size n* = n/(1 — d).

A clinical factor that affects sample size is how the
target patient population is defined. Specifically, eligibi-
lity criteria can affect sample size, as mentioned earlier.
The exclusion of patients who are less likely to benefit
from treatment will increase the observed treatment
difference and possibly decrease variance. Note, how-
ever, that modification of the eligibility criteria in this
manner results in a tradeoff between generalizability of
results and maximizing the chances of observing a
significant treatment effect. For example, in a pharmaco-
logic trial for Marfan syndrome, restricting the study to a
target population with moderately severe disease pro-
gression (defined as those with aortic root size at least
three standard deviations above normal) identifies
patients who may be most likely to respond to treatment.
Any conclusions about the effectiveness of the drug being
tested can be applied only to those with similar disease
severity. The study result cannot be generalized to
patients with less severe disease.

Significance of the findings

While a significant treatment effect is desirable, it
should be noted that not all such differences are clinically
important. Conversely, some differences are clinically
important and real, but are not statistically significant
when the study is underpowered (that is, when the type
II error rate is too high). This topic should be discussed
between the clinical investigator and the statistician. If
the sample size is sufficiently large, almost any difference
can be shown to be statistically significant. For example,
in a study of functional health status and laboratory
measures in 546 children, the correlation of health status
score and brain natriuretic peptide had a p value of .009,
but the correlation was —0.12. This may be a real
association, but its magnitude is very small. It is up to
the clinical investigator when summarizing results to
consider whether the findings, regardless of statistical
significance, will alter management or serve as useful
study end points.

Reporting study findings

When a research study is at its conclusion, the analysis
and interpretation phase is ideally a close collaboration
between the statistician and the clinical investigator.
Some cautions to keep in mind include avoiding the
isolated use of a p value to report results. Preferably, the
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mean treatment difference between groups or other
effect size estimate in conjunction with the p value will
be used. Knowledge of the effect size will allow one to
appreciate whether a nonsignificant result is due to low
power. The most informative report will provide not only
the p value and the effect size estimate, but also a
confidence interval, which indicates the range in which
the underlying true difference may reside.

The final step of the collaboration between statistician
and clinician is in the formulation of conclusions from the
completed research study. Tell a story with the data and
demonstrate important similarities in the study groups, as
well as differences. Report differences in both directions
when formulating conclusions, not just those that favor
the hypothesis. Be judicious when reporting results that
have ‘marginal’ significance, typically defined as a p value
greater than .05 but less than .10. Pocock and Ware,
(2009) suggest that the word ‘trend’ is “best avoided
because it implies special pleading when the evidence is
slim”.>° Finally, always state the limitations of the study,
and be conservative in stating positive results unless the
evidence is overwhelming; allow others to objectively
assess the findings. If an effective statistical-clinical
collaboration has ensued, then a rigorous study design,
careful monitoring, appropriate analysis, and clear and
judicious presentation of findings will stand on their own
collective merits for assessment by other investigators,
and then may lead to changes in practice and improve-
ments in patient outcomes.

For Suggested Readings see References 56-58.
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DATA MANAGEMENT AND THE

ANALYSIS PLAN
Brian W. McCrindle, MD, MPH

Data analysis is an important component of a research
study, whereby data are used to answer the study's
questions and achieve its aims. Data analysis entails much
more than just a compendium of statistical tests; rather, it
is based on a detailed plan of how variables will be used
and relationships explored to address the study's aims,
and early consultation with a statistician is encouraged.
The variables and the plan must therefore be clearly
specified in advance of any data collection, to ensure that
the correct measurements are being made in a valid and
reliable manner and are captured and coded in the proper
format with an up-to-date data manual. Before analysis,
data must be checked to discover any data entry errors
and extreme or inappropriate values, assess the amount
of missing data, and to determine frequencies and
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distributions of values for variables. Statistical testing is
used to discover the relationships of interest between
variables, including confounding and interaction, and to
determine the level of confidence in the results. Effective
communication with a statistician regarding analysis must
include a properly formatted data set and manual, along
with a detailed analysis plan linked to the study aims.

Research studies generate data, which are then used
to answer questions and create new knowledge. The
collection and management of data must be keyed to
the purposes of the research, including aims, ques-
tions, and hypotheses. The nature and the quality of
the data collected are major determinants of the
validity and reliability of the answers that the data
will eventually provide.

A careful plan for data management and analysis is,
therefore, a key component of a protocol. Data manage-
ment entails decisions about what data are to be collected
and in what form, what quality control measures and data
checks will be in place and monitored, and how the data
will be stored and prepared for analysis.

Data analysis entails decisions about what relationships
within the data are to be explored to address the
research question. These are necessary steps before
statistical analyses can be applied, which specifies the
nature of relationships and an estimation of their
reliability or freedom from random error. A detailed
data management strategy and analysis plan are neces-
sary for effective communication with a statistician, and
statisticians can be helpful in developing as well as
implementing these strategies and plans. Many investi-
gators mistakenly assume that an analysis plan is strictly a
compendium of statistical tests to be used, when in fact
an analysis plan must include description of all compo-
nents of the study and data collection that justify and
support the statistical testing strategy. The analysis plan
must be keyed to the study aims, questions, and
hypotheses. The purpose of this chapter is to provide a
practical guide for the steps and decisions leading to an
informed analysis plan.

Aims, questions and hypotheses

The most important first step when embarking on a
research study is to be able to clearly state the overall
purpose or aim. This broadly defines the area of interest
or controversy to be explored by the investigation. More
importantly, underlying the aim should be some ques-
tions. It is necessary to explicitly state these questions
with as much specificity as possible and to clearly pose
them in the form of a question. For each question, there
should be a hypothesis (which can be thought of as an
informed guess) as a proposed answer to the question. A
well-defined and specific question and hypothesis will
inform what key variables and relationships are being
pursued, and will suggest an appropriate study
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Table IlI. A worked example from study aim o analysis plan for
a simple study

Element Example

Aim To determine the impact of self-report vs.
proxy-report on the assessment of
functional health status in children with
congenital heart disease.

Specific research question  For children and adolescents after the

Fontan procedure, do parents report

lower functional health status for their

children than the patients report for
themselves, and is this influenced by the
presence or absence of healthy normal
siblings?

Parent-report scores will be lower than

self-report scores for functional

health status, particularly for physical

functioning domains, but the differences

will be less if the patient has a healthy
normal sibling.

Primary outcome measure, Domain scores as assessed by a generic,

or dependent variable  standardized and validated functional
health status questionnaire. Level of
measurement: continuous variable with
normal distribution.

Primary associated factor, Whether the questionnaire was completed

or independent variable by the parent or the patient. Level of
measurement: nominal variable with two
levels.

Presence of a healthy normal sibling.

Level of measurement: nominal variables

with two categories.

Hypothesis

Inferaction factor

Data analysis plan

1. Describe the patient and parent
characteristics, the domains scores as
reported separately for the parent and the
patient, and the differences in domain
scores for parent—patient pairs. Describe
differences in parent-patient domain
scores separately for those patients with vs.
without a sibling.

2. Test for statistical significance of
differences between matched pairs using
a paired tfest.

3. Test for statistical significance of any
interaction regarding presence (or absence)
of a sibling with parent-patient differences
in domain scores using an unpaired t test.

population and study design. An optimal analysis plan will
eventually be keyed to each of these questions and
hypotheses. An example is given in Table III.

Of note, the processes of stating aims and hypotheses,
deciding what information to collect, and the specifica-
tion of the analysis plan should not be thought of as
three independent tasks. Practically speaking, however,
they are nonetheless specified sequentially—although
there should be a constant looking back to make sure
that the data analysis plan consistently relates to the
aims, and that the data collected are sufficient to achieve
the analysis plan.
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OO,

Not accurate (off target
or systematic error)

but very reliable (little
scatter or random error)

Figure 6

Accurate (valid and Accurate and reliable
centered) but not reliable
(too much scatter or

random error)

Pictorial analogy of the measurement properties of validity (accuracy)
and reliability (error).

Data management: from information to

measurements to variables

Decisions regarding what information is needed are
usually driven by the study questions, with an important
contribution coming from a thorough literature review.
Information to be gathered can be grouped into broad
categories. First, information is required to completely
characterize the study subjects, particularly regarding
prespecified inclusion and exclusion criteria. Second,
information is required to indicate the spectrum and
magnitude of outcomes or responses. This information
will become the dependent variables in the analysis plan.
Third, information is required regarding factors that are of
interest in terms of their potential association with the
dependent variables. This information can include study
subject characteristics, and will become independent
variables in the analysis plan. It is a challenge and a
balancing act to include enough detailed information and
to be broad in data collection while also being
parsimonious and maintaining feasibility.

Once a decision has been made regarding what
information to collect, the next step is to operationa-
lize the information (i.e., to define the practical aspects
of selecting and recording measurements pertinent to
the information that is required). This entails conside-
ration of definitions and standardization, and determina-
tion of measurement properties. Measurement
properties include wvalidity, which is the degree to
which the method of measurement provides a true
reflection of the concept you are aiming to measure
(Figure 6). An example might be the degree to which left
ventricular volumes are a valid measure of the degree of
aortic valve regurgitation. Ideally, the assessment of
validity is best achieved if there is a criterion standard or
gold standard of the concept, for comparison.

Another measurement property is accuracy or relia-
bility, which is the degree of measurement variation.
Usually, the greater the degree of subjectivity to a
measurement, the lower the accuracy or reliability.
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Variability, or the deviation from truth, can be system-
atic or random. Data quality procedures can be incorpo-
rated that serve to increase the accuracy with which a
measurement is made and reported, such as adjudica-
tion (measurement or assessment by a panel of objective
and, often, independent experts) and centralization
(minimizing observer bias and increasing standardiza-
tion). Responsiveness is another measurement property;
it represents the degree to which a measurement changes
in response to influencing factors.

An important consideration for each data element, and
a key step in the movement from measurements to
variables, is level of measurement. This refers to the
nature of the measurement: categorical, ordinal, ratio, or
continuous. For example, aortic regurgitation can be
measured as present versus absent (categorical), subjec-
tively graded from absent to severe (ordinal), measured as
the ratio of the diameter of the regurgitant jet versus the
aortic annulus (ratio), or indicated by left ventricular end-
diastolic and end-systolic volumes (continuous). The level
of measurement has important implications for statistical
power and selection of statistical procedures. In addition,
new variables can be created through recoding, collap-
sing data, or using existing variables to calculate new
variables. Note, however, that measurement errors may
be compounded when variables are combined. The data
collection process details how the measurements are to
be captured from the data source or sources. Data can be
recorded onto paper forms, directly entered into
computerized databases, or downloaded from existing
electronic data sources. Although many platforms exist
for data management, the use of commonly available
software packages, such as Microsoft Access (a relational
database program) or Excel (a spreadsheet application),
facilitates eventual import into nearly all available
statistical analysis programs.

Creating and maintaining a coding manual or data
dictionary is an important component of a protocol and
an essential tool when approaching data analysis. It is the
key to the database, and ensures that anyone using the
database will know what all the variables mean and how
they are coded. For each data element, information in a
coding manual or data dictionary includes (1) a short
variable name, (2) a variable description and definition,
(3) coding with description and definition for each, (4)
level of measurement, (5) measurement units, and (6)
format. The manual should include descriptions as to
how missing data are to be handled, and may include
descriptive statistics and further created variables. The
manual should be continuously updated.

Between collection and analysis: data

cleaning and description
Once data collection and entry are complete, the next
step is to take a preliminary look at the data. The purpose
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of this is to identify the characteristics of the data that
might influence or limit the data analysis. For each
variable, the amount of missing data must be determined.
Data may be missing because it was not available or was
not measured, or because it was not applicable for that
particular subject. Some variables will be conditional on
another variable, such as the variable ‘duration of
circulatory arrest,” which would be conditional on the
variable specifying ‘use of circulatory arrest.” Data entry
errors need to be corrected, and subjects with extreme
values (outliers) need to be re-explored. Some errors
require a more complex look at the data set; for example,
one might note that, based on the dates entered, a subject
had died before the date of surgery.

Calculation of descriptive statistics for each variable is
important for detecting some errors and for determining
the method of data presentation and analysis. Categorical
and ordinal level data should be reported as frequencies.
The description of ratio or continuous variables begins
with examination of the distribution of values, which is
most evident from frequency plots. Measures of the
center of the distribution and the nature of the variation
around that center are explored. For variables with a
bell-shaped distribution, mean and standard deviation
are reported. For variables with a skewed distribution,
median, maximum and minimum values, and percentile
or quartile values are reported. It is important to keep the
presentation appropriate, particularly by keeping the use
and number of decimal places to the minimum supported
by the data. Some common errors in data presentation
often seen in publications include use of decimal places
on percentages (rarely necessary), use of the standard
error of the mean instead of the standard deviation, and
use of mean and standard deviation when the distribution
is highly skewed (usually evident when the value of
the standard deviation is 50% or more of the value of the
mean, if there are important differences between the
median and the mean, or if there are important differences
between the median and the upper versus the lower
quartile, percentile or maximum and minimum values).

Data analysis plan: defining

relationships between variables

All studies except case reports should determine
associations, and a study should rarely be purely
descriptive in scope. An analysis plan allows you to define
the associations between variables to help answer your
question and, as a result, should be keyed directly to the
study questions and hypotheses. The analysis plan begins
with a description of the characteristics of the study
subjects, the proposed independent variables, and out-
comes or dependent variables. The goal of the analysis
plan is then to define relationships between the outcomes
and the proposed independent variables, which may
include subject characteristics.
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The relationship between an outcome and a factor may
be simple versus complex, or direct versus indirect.
These types of relationships can be causal or confounded,
or can represent an interaction.

Causal relationships between risk factors and out-
comes are relationships that (1) are considered to be
biologically plausible, (2) exhibit a correct temporal
relationship, (3) are strong, specific, and consistent, (4)
show a dose-response nature, (5) are free of known and
potential confounders; and (6) are free of systematic and
random measurement errors. Randomized controlled
trials give the best evidence in terms of defining a causal
relationship with an intervention. Confounded or biased
relationships occur when the relationship between a
factor and an outcome is mediated by their relationship
with a third (often unmeasured) factor. Observational
studies generally test hypotheses about associations and
are often subject to both known and unknown degrees of
confounding. For example, a nonrandomized comparison
from observational data showed that mortality was
greater for surgical versus balloon valvotomy for neonates
with critical aortic stenosis; however, left heart hypopla-
sia and ventricular dysfunction was noted to be more
prevalent before valvotomy for the surgical patients, and
were significantly related to mortality. After statistical
adjustment for these confounding factors, there appeared
to be no difference in mortality for surgical versus balloon
valvotomy. In observational studies, multivariable statis-
tical methods are often required to detect and adjust for
potential confounding. The analysis plan should specify
what factors might be explored as potential confounders.

Interaction represents a specific type of relationship.
Interaction exists when the nature of the association
between a factor and an outcome is influenced by some
other characteristic, such that the association is not
consistent. For example, consider a hypothetical out-
comes study of surgical versus balloon valvotomy for
neonates with critical aortic stenosis. Suppose that the
results show that aortic regurgitation is significantly
worse for the balloon valvotomy than the surgical
valvotomy patients, but only for those balloon valvotomy
patients who had unicuspid aortic valve morphology.
Valve morphology interacts with type of valvotomy in
determining severity of post-valvotomy aortic regurgita-
tion. The analysis plan should specify what factors might
be explored as potential interaction terms.

How to communicate with a statistician
Effective communication with a statistician has two
main components. The first component entails what the
statistician needs to know about the study. A statistician
may not be an expert in the content area of the study and
thus may need some background information. Most of
this should be detailed in the protocol, which should be
provided to the statistician. A statistician should be
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involved early for advice. The aims, questions, and
hypotheses for the study should be clearly communicated
to the statistician. The data set should be in proper format
and cleaned, and accompanied with an informative
coding manual or data dictionary. It is important to
discuss which new variables are to be created. The data
analysis plan should be discussed, including its rationale.
When results are available, they should be discussed with
the statistician to clearly and accurately interpret and
communicate their meaning, and to discuss and specify
further steps. The statistician should also advise regarding
appropriate presentation of the results.

The second component entails what skills the investi-
gator needs to understand what the statistician is saying,
and to have basic fluency with statistical concepts and
terminology. It is important for the investigator to have a
working knowledge and understanding of data descrip-
tion, the nature of relationships between variables, and
what analytic methods are available for discovering
simple and complex relationships. The investigator
should also be able to interpret the results of a statistical
analysis. Minimal training for investigators should include
introductory courses in epidemiology, study design, and
statistical analysis. A more advanced fluency would entail
having knowledge of probability theory and mathemat-
ics, and an understanding of the limitations and assump-
tions underlying statistical testing. For investigators
planning a career focus in clinical research and for
those who wish to perform their own analyses or perform
studies with complex statistical analysis techniques,
completion of an advanced degree in one of these related
fields is recommended.

For Suggested Readings see References 8 and 59.
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DATABASING: DEVELOPING AND

WORKING WITH A DATABASE
Steven D. Colan, MD

Electronic data repositories are essential to all but the
simplest of research endeavors. The software solutions
vary enormously in terms of cost, ease of use, resource
demands, and utility. Deciding whether to use an
electronic spreadsheet or a true relational database
management system (RDMS), either desktop or enter-
prise, should be made on the basis of issues such as the
complexity of the data model and single versus multicen-
ter data. The data repository decision is best made during
study design, because conversion from one system to
another incurs additional expense and recovers only a
subset of the benefits. Although most young investigators
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choose an electronic spreadsheet, the additional learning
curve, start-up time, and expense of creating a relational
database will generally be recovered during the course of
the project because of the improved data integrity and
more powerful data analysis features of a RDMS. The
retention period for the data is another decision that
should be made at inception, and serious consideration
should be given to whether the data captured in the
course of the research project have sufficient long-term
clinical or research value to justify incorporating these
data into the electronic medical record.

The accumulation of data in electronic format for
statistic analysis is a critical aspect of the research
enterprise, one for which numerous tools are available.
Deciding which of these tools to use is driven by many
considerations, including availability, expense, ease of
use, required expertise, and acceptability to the various
members of the research team, including the statistician.
Although the ability to transfer data between software
packages has improved enormously, thereby enabling an
initial decision to be reconsidered over the course of a
project, the database may require extensive and time-
consuming reorganization during any such data transfer
process. Therefore, insofar as possible, selection of the
tool best suited to the task should be made at study
inception. Although there is overlap between the
software categories, the available tools can be loosely
categorized as spreadsheets, desktop databases, and
enterprise databases.

Electronic spreadsheets

The electronic spreadsheet (ES) is the computerized
version of the classic accounting tool, consisting of a
row-column tabular organization for data entry. The
power of the ES derives from the features that are enabled
by the electronic format (such as complex calculations,
macro-enabled extensibility, and integrated charting
capabilities). Although access to these features requires
experience, use of the ES for data storage requires
virtually no training. A sufficient number of statistical
analysis features are standard features of these software
packages that, for many projects, the investigator can
capture, analyze, and graph the data within a single ES
program. The software is inexpensive, is widely available,
and supports transfer among many other software
packages including virtually all of the microcomputer-
based statistic packages. Even though it is probably the
research data repository most commonly used, the ES has
a number of very important liabilities. The properties of
the rows and columns are not enforced, permitting
mixed format data entry (dates, numbers, text) within any
variable. No range checking or other protection against
data entry error is provided. Certain features such as
sorting can irretrievably destroy the data integrity if
incorrectly performed. Basically, the software provides
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enormous flexibility, but by doing so provides no
data protection.

Perhaps most importantly, the ES is not a database. A
database is a collection of data organized for ease and
speed of search and retrieval, whereas the ES is designed
for ease and speed of data capture. The point at which
most investigators first encounter the limitations of the
ES is when dealing with multidimensional data, such as
multiple types of data samples (e.g., echocardiograms
and cardiac catheterizations) or multiple instances of the
same type of sample, as is characteristic of most
longitudinal datasets. The ES is intrinsically a two-
dimensional space. Although many of the packages
now support linkage of multiple row-column tables
within the same workspace, the software does not
enforce the referential integrity of this linkage. A true
database is a collection of two-dimensional tables with a
structure that is defined by the relationships between
the tables and is capable of supporting 7-dimensional
data structures.

Relational database management system

An internal data organization is the essence of a true
database and accounts for the term relational database
management system (RDMS). The RDMS provides the
structural protections that are absent from the ES. Each
variable has an enforced type (character, numeric, date,
and the like). Range checking is provided (useful for
preventing inadvertent mixed entry of the same variable
in, for example, centimeters and millimeters). Blank and
null values have distinct storage. However, the real
power of the RDMS is the ability to rapidly extract
records with matching criteria, to retrieve related data
across tables based on the defined inter-table relation-
ships, and to update or modify data in bulk. For example,
if data are being periodically extracted from another
database, such as an electronic medical record (EMR), the
RDMS permits automatic matching and insertion of the
new or updated observations to the correct person
or event.

A simple example of the power of a RDMS is useful for
demonstrating the difference from an ES. If a database is
organized with three related tables—with the primary
table containing subject data such as a unique identifier,
date of birth, sex, race, and other characteristics to be
recorded, the secondary table containing a potentially
unlimited number of echocardiographic events (date,
time, type) linked to each subject, and a tertiary table
containing tissue Doppler timing intervals from multiple
anatomic locations linked to each of the echocardio-
grams—it is possible to rapidly identify all subjects who
have ever had intraventricular dyssynchrony, defined as
a difference of more than 50 ms for isovolumic
activation time. Such analysis would be far more labor-
intensive and time-consuming using an ES. The
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downside of a RDMS is that it does require more up-front
time and knowledge to set up the database in the first
place. For anything but the simplest of projects, this time
will be more than recouped at the time of data analysis.
The ability to define and conduct queries of this sort is
useful not merely for final data analysis, but also to
generate periodic reports during the course of the
project, to detect and verify outliers, and to generate
deidentified datasets for data sharing.

Relational database management systems are generally
categorized as desktop versus enterprise. The desktop
versions are less expensive, highly portable, and require
less expertise to develop and manage. The enterprise
database systems are far more expensive, because (1)
the software is more costly, (2) the database must
usually be housed on dedicated servers, and (3) far
greater information technology expertise is required for
maintenance and optimization. The decision as to
which of these platforms to use is usually based on
consideration of (1) whether support is needed for
multiple concurrent users, (2) whether full-time net-
work connectivity can be ensured, (3) the total size of
the dataset, and (4) the overall speed performance that
is required.

Selection of a research data repository

To summarize, the selection of the correct platform
requires consideration of the size and scope of the
project, the computer skills of the investigator, and the
available support, both in terms of money and person-
nel. The ES can be used by virtually anyone, has the least
cost, and is ideal for simple two-dimensional datasets on
short-term projects. Use of a relational database is
preferable for more complex data collections, particu-
larly if longitudinal data collection is intended. It is not
uncommon for a project to evolve over time from
simple to complex, and if such a transition is at all likely,
then there is a net saving through the use of a RDMS
from the start. The portability and ease of modification
of a desktop database system, coupled with the capacity
for multidimensional datasets, generally makes this ideal
for a single-center project that involves a limited number
of users. Most multicenter projects will benefit from the
features provided by the enterprise RDMS, including (1)
support for complex datasets with multiple simulta-
neous users, (2) greater security requirements, (3)
support for electronic feeds, and (4) Internet-based
data entry and retrieval.

Transcending the research
data repository

Clinical research is generally conducted by establishing
a data repository to which data from numerous and
disparate sources can be fed. This legacy process evolved
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naturally from the need to gather data from sources that
were generally paper-based, such as the hard-copy
medical record (clinical data), in conjunction with
capture of research data not generally recorded as part
of the clinical process. The transition from paper to
electronic storage has made some structured clinical data,
such as laboratory results, directly retrievable in an
analyzable format through electronic queries. Nonethe-
less, the vast majority of clinical information is stored as
text (e.g., progress reports, operative reports, and
discharge summaries). Regardless of whether the data
are electronic or hard-copy, these unstructured clinical
data have to be encoded in some fashion before they can
be analyzed. This process of information extraction and
encoding, and thereby transforming unstructured to
structured data, remains one of the most labor-intensive
aspects of the clinical research enterprise.

Research data (i.e., data captured exclusively for
purposes of research) may also exist in structured and
unstructured forms. Insofar as possible, the research data
are generally captured in structured formats, although at
least at the time of project inception some unstructured
data are usually accommodated when the range of
categories that will be encountered during data collection
are not yet fully understood.

Because the data are being collected from disparate data
sources, subject identifiers must be retained, to match the
data to the correct subject. The retention of patient
identifiers has led to the requirement by Institutional
Review Boards that research databases be destroyed or
anonymized at study completion, to avoid inadvertent
loss of confidentiality. Unfortunately, this data manage-
ment paradigm results in net data loss over time. There
are vast pools of data that have been painstakingly
gathered, frequently at great expense, and then are either
destroyed or abandoned over time. Often, these data
retain value to future researchers, and possibly also to
clinical care. An example from personal experience is
informative.®® We performed a retrospective analysis of
the relationship between coronary artery anatomy and
surgical outcome in children who had an arterial switch
operation performed for transposition of the great
arteries. This involved extraction of descriptions of the
coronary pattern from surgical notes, echocardiographic
reports, cardiac catheterization reports, and direct review
of the original echocardiograms and angiograms to group
them into the seven anatomic patterns that we encoun-
tered. This study was designed to examine short-term
outcomes, but it is reasonable to hypothesize that
coronary artery pattern may also represent a risk factor
for ischemia later in life for these patients. Unfortunately,
destruction of this research dataset would have made this
long-term evaluation difficult if not impossible. The
obvious solution was to incorporate these data into the
EMR as structured, analyzable data, and that is what we
eventually accomplished.
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The advances in electronic data capture and storage
justify abandoning the existing research data processing
model and to consider a completely different approach to
capture of both clinical and research data. The primary
weaknesses in the current model are the unstructured
nature of most clinical data and the failure to permanently
associate data acquired in the course of clinical research
with the clinical record of the subject. The solution to the
first problem is to develop systems for EMR capture of
clinical classification or coding of diagnoses, procedures,
complications, and outcomes and to introduce these
systems to the work stream of the clinical encounter. This
is a large undertaking, but has the greatest long-term
potential yield when the classification systems are
standardized and in wide use.®"®* There are a number
of efforts to facilitate such development, spearheaded
generally by subspecialty organizations.

The solution to the second problem is to enable capture
of data acquired in the course of research to the EMR or
an associated data warehouse. Effectively, the desire is to
merge the research database with the EMR. There are a
number of serious obstacles to development of a
consolidated data repository, but there are also huge
potential benefits. Perhaps the largest obstacle is the
common philosophy that research data are a personal
possession of the researcher. This sense of ownership is
based on the effort or funding from which the data derive
(either or both), and is not an issue that can or should be
ignored. Restrictions on use and provision of proper
credit can be provided through a planned infrastructure
that tracks information concerning the source of the data,
the responsible investigators, methodologies, patient
characteristics, and other relevant detail. Clearly, the
original investigators would derive greater academic
benefit from data reuse than from data sequestration or
destruction. Some data would need to be sequestered,
such as genetic results from laboratories not approved
under the Clinical Laboratory Improvement Amendments
(CLIA). Any informed consent limitations on data use
would need to be respected (although renewed consent
for alternative data use might be possible), but such a data
model would almost certainly result in greater planning
on the part of investigators as to eventual data use. A data
repository such as this would also enable post hoc
analyses using deidentified data, thereby avoiding the
need for additional informed consent.

What is a nascent clinical investigator

to do?

Fellows and junior faculty are generally in need of very
specific information technology skills that will allow
them to accomplish a specific research-support task. In
contrast, most books and courses on database develop-
ment target the broader subject matter and do not
focus on specific use. For those with little experience
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in computer programming or database design, learning
the language and general principles of these fields can
be intimidating and time-consuming. There are usually
support personnel who can help with database develop-
ment, and one option for the investigator is to request
that these personnel provide guidance with the specific
tools available within the institution. For the desk-top
database applications, no harm results from the trial-and-
error approach to self education using one of the many
user manuals that are widely available, particularly when
there are personnel available who can help overcome
specific obstacles that may be encountered. Most
investigators are not interested in a career change into
information technology, but there is no question that
data capture and storage are such critical aspects of
the research enterprise that a general understanding of
database design and query is useful.

It can be particularly challenging for the fellow or
junior faculty member to become involved in the design
of institutional capture of clinical data. Even for
individuals who are experienced in computer program-
ming and database design there are generally significant
institutional barriers to participation in this process. This
often drives creative individuals into independent data
capture development projects that may parallel existing
institutional efforts. Under the best of circumstances it is
usually expensive and time-consuming to merge these
efforts. The best option, therefore, is to work with the
hospital information technology personnel to either
create a usable linkage at the time of project inception
or, at a minimum, to design a verifiable data structure
that can be transparently imported into the institutional
data structure.

Funding
This work was supported by a grant from the National
Heart, Lung, and Blood Institute (U01 HLOG8285).

HOW TO WRITE A RESEARCH

APPLICATION
Jane W. Newburger, MD, MPH

The writing of one's first research application is a rite of
passage for fellows and junior faculty who are interested
in pursuing academic careers in pediatric cardiovascular
disease. This brief review covers basic principles in
writing a research application. It is important to target
proposals to funding sources geared to trainees and junior
faculty. Successful applications generally ask important
questions, use methods that allow the research questions
to be answered, include pilot data demonstrating
feasibility, and discuss potential pitfalls and solutions.
Common reasons for failure include lack of clarity in the
specific aims and scientific rationale, absence of pilot
data, inadequate sample size or power, end points that
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cannot be measured precisely or that have uncertain
longer-term importance, and other evidence of lack of
feasibility of the project. When the agony of grant
preparation is followed by the ecstasy of successful
funding, the ensuing benefits of protected time and
added financial resources facilitate innovation and
discovery for the early career investigator.

Research funding is critical to investigation. Extramu-
rally funded research is as cherished as publication in the
best journal and confers legitimacy on a researcher.
Fellows and junior faculty should concentrate their
applications on resources that are targeted to them.

In writing a research application, pilot data are critical
to demonstrating the commitment of the applicant and
the feasibility of the project. Initial grants are often
written in the second or third year of fellowship.
Applications are judged by pilot data, prior publications,
and mentorship, but most fellow applicants have
relatively few prior peer-reviewed publications. Excellent
funding sources include the National Institutes of Health,
foundations, and societies such as the American Heart
Association or the American Academy of Pediatrics.
Fellows at many institutions are also eligible for
intramural grants, such as those that are supplied by the
NIH Clinical and Translational Research Awards.

‘What are the determinants of a successful application?
For fellows, an outstanding mentor or mentorship team is
vital. Most fellows have not had an opportunity to write
many publications. In contrast, for junior faculty, the
record of personal productivity becomes more important.
New or original ideas in a well-prepared proposal create a
sense of excitement in reviewers. A grant application
should be meticulous in its description of specific aims,
preliminary results, methods, and potential pitfalls and
their solutions. Sloppiness in English usage or typing
errors, and lack of clarity about the aims or methods of
the study, suggest to the reviewer that the conduct of the
research may likewise be sloppy or ill-conceived.

To familiarize oneself with the funder, it is helpful to
examine grants written by other individuals who were
successfully funded by that organization. It is also
important to be sure that the funder or sponsor has
funded the type of project that one is considering (for
example, “clinical research” for some sponsors pertains
to laboratory work done on human samples). To assess
whether one's application is appropriately targeted to a
particular funding source, it is helpful to review the
research interests of the members of the study section or
review committee. Finally, if uncertainty remains about
the suitability of an application for a particular founda-
tion or sponsor, one should directly inquire of the
sponsor organization.

It is helpful to begin planning for a grant application
with a two- to three-page outline that includes specific
aims and research hypotheses. First, one should be able to
justify why the aim of the study is important. The outline
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should include each of the elements that will be
necessary in designing a statistically sound trial, including
the aims, ascertainment of subjects, data obtained,
statistical conduct, and risk/benefit ratio.

Even the seasoned researcher finds critical review by
colleagues to be invaluable. Fellows and junior faculty
should discuss their applications not only with their
mentors but with any other interested faculty.

There are many reasons that a grant can fail to be
funded. The specific aims may lack clarity and focus.
The scientific rationale may not be compelling. If
relevant published work is not cited, the applicant will
appear to be unworthy. Lack of pilot data will make the
reviewers wonder whether the grant is feasible. Primary
outcome variables that are difficult to ascertain or
measure, or that do not have importance for the well-
being of the patient, are reasons for failure. A sloppy
application will lead reviewers to suspect that the
applicant may fail because of lack of attention to detail.
It is particularly important to recognize potential
problems and to propose solutions in the application.
Finally, if the proposal does not seem important or if it is
incremental to well-established data and methods,
funding is unlikely. Reviewers expect that one will
devote an adequate percent effort to complete the
protocol. Similarly, the protocol and budget should
include personnel and laboratory research sources that
are sufficient to execute the protocol. It is vital that one
demonstrate the feasibility of recruitment of a sufficient
number of study subjects. This is best demonstrated by
applying the study entry criteria to the experience at
one's institution over the preceding 3-5 years.

Finally, perhaps one of the most common reasons for
failure is procrastination. It takes at least one month of
relatively protected time to write one's first grant
application. Therefore, it is important to make a schedule
for the one or two months before the grant deadline.
Fellows and junior faculty should determine internal
deadlines for their offices of sponsored programs and for
sign-off by the department chair. They should also
consider the other obligations and availability of their
mentors or coinvestigators. When one is depending on
the input of others with busy schedules, it is especially
unwise to leave the writing of grants to the last minute.

What happens when one's grant is funded? After the
initial moments of joy and exaltation, there is plenty of
hard work ahead. Nonetheless, extramural funding
provides the adequate resources for exploration and
discovery of innovations that have potential to affect the
lives of children and their families.

For Suggested Readings see References 8 and 63-68.
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PRESENTING DATA: ABSTRACT, POSTER,

MANUSCRIPT
L. LuAnn Minich, MD

Although individual styles for presenting data vary
widely, guidelines have been established to facilitate the
process and to improve the acceptance rate for an
abstract or publication. This chapter provides suggestions
for preparing and presenting data in abstract, poster, and
manuscript formats.

Similar to the practice of medicine, the presentation of
data has established guidelines with wide variation in
individual styles. By attending research sessions and
reading scientific literature, the novice author can
observe the techniques of successful presenters and
adapt them to create an individualized approach to the
presentation of data. Experienced presenters may con-
tinue to refine their style, using the same opportunities in
a process of lifelong learning. This chapter focuses on
guidelines for preparing and presenting data in an
abstract, poster, and manuscript.

Preparing the abstract
Author selection

The process of presenting data actually begins with
choosing a research topic and assembling a qualified team
to design and complete the project. The contributions of
each team member should be used to determine
authorship, according to published guidelines as recom-
mended by most journals. Typically, the first author listed
has the primary responsibility for the dissemination of
data, including insuring accuracy, compiling all revisions,
reworking the drafts from the coauthors, and gaining
consensus from all authors regarding the final submission.
The last author is considered the senior author and
usually has established expertise in the area of the
research being presented. This author should supervise
and guide the coauthors through the research process,
data analysis and interpretation, and manuscript produc-
tion. All other authors should participate fully in the
preparation and critique of the manuscript, as well as in
verification of the authenticity of the data. These
individuals are listed in order of contribution or, if all
have equal contribution, in alphabetical order. The first
and senior author should resolve conflicts by a frank
discussion of individual merit and adherence to published
guidelines. Agreement of authorship early in the presen-
tation process may avoid later conflicts that can delay
manuscript publication.

Meeting selection

Data are often presented first as an abstract. This allows
the research findings to be quickly assembled and
scrutinized at a scientific forum. The abstract should
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be written only after the research question has been
asked, investigated, and answered. Once these steps are
complete, the authors should agree on a meeting for
abstract submission, based on the audience's interest in
their field of research, the relationship of the abstract data
to the emphasis of the meeting, and the ability to meet
the deadline for submission (available on the organiza-
tion's website). To develop a realistic timeline, the
inexperienced submitter should estimate the time it will
take for completion of data collection, organization and
analysis of results, preparation of the abstract, and
critique by all coauthors and mentors—and then double
it. It is useful to include time for drafting the manuscript
as part of the abstract timeline because, regardless of the
success of the abstract submission, the research findings
will not be validated until a manuscript is published. The
manuscript draft allows the authors to build on the
abstract and to be more organized, both in presenting and
defending their data and in seeking feedback from others
at the meeting. This feedback will be invaluable, and
should lead to improvements as the manuscript is revised
in preparation for publication.

Title selection

The organization's website will provide the guidelines
for submission (e.g., word limitations, font size, fees),
and these should be followed carefully. The title is your
first consideration. You and your coauthors should
spend time on it. The title is the most frequently read
part of the abstract. Ideally, it should be catchy,
informative, clear, concise, and reflect the meeting
emphasis. A good title is one that makes the reader want
to hear more, and a good abstract delivers all that the
title implies. Some have suggested that a good abstract
or poster title might include a statement of the question
being asked or the answer to that question; that is
different from the manuscript title, which typically
describes the research project in a more general manner
(although more journals are encouraging declarative
titles that state the findings).

Data selection and preparation

Because of the restriction on number of words or
characters, the writer must strike a balance between
clarity and comprehensiveness. Data should be carefully
selected and focused on supporting the conclusions in a
logical manner that can be easily followed by the
reviewer. Data presented in tables should be simple and
should not be repeated in the text. Reviewers are often
sorting through large numbers of prospective research
abstracts, looking for important contributions. The
abstract should be constructed to make it easy for
the reviewer to understand the contribution of the
results to the specific meeting and to the field in general.
Although the authors have time to review the related
literature and become comfortable with complex
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ideas, these ideas need to be expressed simply for the
reviewer, who has less time for any one abstract and
will not have reviewed recent publications to the same
extent. Long sentences and overuse of jargon or unfa-
miliar abbreviations often frustrate the reviewer and can
compromise the final abstract score. Similarly, errors in
grammar and spelling may be interpreted as carelessness
and (fairly or not) considered synonymous with careless-
ness in research.

Components of the abstract

Abstract formats vary by meeting, but most include
five sections: background, objectives, methods, results,
and conclusions. (Occasionally, a few key references are
allowed or required.) The Background section (1-2
sentences) explains how the idea for the research came
about. The Objectives section (maximum of 3 objec-
tives) ideally includes a hypothesis and explains why the
study was done (1 sentence). The Methods section
requires a clear and precise description of how the
research was done and includes such aspects as study
design, study population, inclusion-exclusion criteria,
techniques, and other relevant features (1-3 sentences).
The Results section reports the findings and is written in
the past tense. This section is the longest (3-4
sentences). The presentation of results is enhanced by
a clear, consistent format for presenting the data. The
format should change (for example, from table to graph)
only if the type of data included is different. It is
especially important to proofread this section and make
sure that all numbers add up and that the findings are
internally consistent. The Conclusions section (1-2
sentences) states what was learned from the project.
Because the data presented in the abstract should
persuade the audience, it is important to provide at
least one take-home message here, emphasizing how
practice should be changed or how the field will be
advanced. Be sure that the results support the conclu-
sion. Some authors will include speculations at the end
of the abstract. If this is done, the speculations must be
clearly differentiated from the conclusions and con-
structed to avoid unwarranted controversy or distraction
from the data.

Preparing and presenting the poster
Poster preparation

The acceptance package provides information regard-
ing the format of the poster presentation. Details such as
poster size, computer use, and author availability times
are available in the acceptance letter or on the
organization's website. The key to a successful poster
presentation is allowing adequate time for its preparation.
A realistic timeline should be made for completion of the
poster, including review by all authors, as well as by
interested colleagues. The presenter will need to be the
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expert and therefore should be facile with all aspects of
the research project and data analysis, as well as the
existing knowledge in the area. The order of putting
together the components of the abstract into poster form
is highly individualized. Some experienced investigators
prefer to start with the conclusions, using reverse
organization to ensure that the data are included and
organized to clearly support them.

The best beginning for poster preparation is a well-
organized, logical abstract. All data from the abstract
should be included, and more can be added. It has been
estimated that the average person scans a poster for
10 seconds from 10 feet away. Thus, the poster must
be eye-catching, with high-resolution figures big enough
to be seen. A catchy, informative, clear, and concise title
is particularly important for poster presentations. Mis-
takes in grammar, spelling, and numbers should be
avoided, as they may be taken as evidence of sloppy
research. At least one person who is unfamiliar with the
research project should be asked to proofread the poster,
to avoid reading past errors.

Poster presentation

Considering all formats, poster sessions allow presen-
tation of the most data. Viewers can take all the time
they want to read and analyze your work. Most
presenters find this format to be less stressful and
more focused than the oral abstract. Because the viewer
drives the focus of the interaction, the challenge for
the poster presentation is to adapt the research dis-
cussion for all levels of audience expertise, from general
to very specialized. The presenter should be available
for the entire designated time to answer questions and
interact with the audience. No representation is un-
acceptable. If the presenter has a conflict with other
meeting responsibilities, arrangements should be made
for a coauthor to be available. Enthusiasm and
confidence in the work should be evident. This is an
opportunity for the authors not only to explain and
defend their work, but also to obtain feedback from
experts in the field. If the poster is carefully prepared
and executed, much of the work of manuscript pre-
paration is completed.

Preparing and submitting

the manuscript
Manuscript style

The manuscript should be drafted concomitant with
the preparation of the abstract and poster. As this
process progresses, there is no substitute for thoroughly
reading the related literature. Cutting corners in this area
will compromise the authors' opportunity to persuade
the reader and may lead to delays or even failure to get
the research published. It is often useful to review
examples of similar published articles to select the best
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journal for potential publication of the research. Once
the journal is selected, the instructions for authors
(available on the website) for manuscript style should be
carefully reviewed and followed explicitly, including
such elements as format, word count, reference style,
and preparation of figures and tables. In particular, the
structure and length of each section will vary and must
be constructed to adhere to the specifications of the
targeted journal. As with all aspects of presenting data, it
is important to start early, create a timeline, and stick to
it. Regardless of how well the abstract was prepared for
the poster, it typically needs to be revised to meet the
journal specifications.

Caveats for manuscript preparation and submission

Many experts in successful manuscript publication
recommend focusing on the title, abstract, and tables
and figures, because these are the most widely read
parts of the manuscript. The manuscript is usually
divided into the same five sections as described for the
standalone abstract, but adds a Discussion section and
includes references. Subheadings may be useful to
improve clarity of the various comparisons made in
the data analysis. It is important to stay within the
specified section—for example, research results should
not be in the section describing the methods used to
obtain them, and vice versa. The methods should have
enough detail so the findings can be replicated by
another research team. Tables should be clear and
supplement rather than duplicate information in the
text. Figures should be simple, high quality, and
explained by clear, concise legends.

Feedback from the poster session or platform presen-
tation, especially if it resulted in a lively interaction, can
contribute to development of the Discussion section.
The discussion should address the main question first,
and should clearly state what is new in this study and
how the findings contribute or expand the knowledge
in the field. The results should be compared and
contrasted with other published results, but an exhaus-
tive literature review should be avoided. If the results
differ from previous reports by other investigators,
offering possible explanations may strengthen the
manuscript. The limitations of the study should be listed
at the end of the discussion section, along with the
effect they may have on the data presented in the
manuscript. The manuscript should end with conclu-
sions that avoid overstating the findings. As for to the
abstract, conclusions should be supported by the data
presented in the results section. References should be
given for previously published information. The authors
are responsible for ensuring that the information is
accurate and that the sources are current and listings
are complete. Commercially available reference manage-
ment software packages are useful for streamlining
this process.
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Resubmissions

Despite conscientious attempts at perfecting the
manuscript prior to submission, inevitably some are
rejected. The authors should set aside time to carefully
consider the original reviewers' critiques and respond to
those that strengthen the manuscript; the revision should
incorporate these changes. The manuscript will also need
to be reformatted according to the style of the new
journal selected for resubmission, including reference
style (here again, reference management software can
save much time and effort). If the priority score is low,
submission to a journal with a lower impact factor may
lead to publication.

In conclusion, motivated mentors are important for
assisting the novice researcher throughout the process of
preparing the manuscript. The initial draft is rarely close
to the finished product and requires all coauthors to
provide frequent input and edit multiple revisions.
Writing is a learned process, and improvement occurs
with each abstract, presentation, and manuscript. It is a
talent worth cultivating, because research success is
validated by successful publication.

For Suggested Readings see References 69-75.
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PART Il: CLINICAL RESEARCH CAREER
DEVELOPMENT

A CAREER IN CLINICAL RESEARCH

HOW TO GET STARTED ON A RESEARCH
CAREER
Elizabeth Goldmuntz, MD

Getting started on a research career can be a daunting
task for the person in training when a pathway is not
clearly defined. At the outset, it is helpful for a trainee to
talk to as many people as possible to define a desirable
career path and research role. With a career goal in mind,
proactively arranging a schedule that accommodates
research training is critical, and may require defining
significant periods of time for advanced course work or
laboratory-based research. Choosing a mentor is the most
important decision moving forward; indeed, it is more
important than the initial specific project undertaken. Of
course, the specific project is also critical; it should
address a significant question that can be answered in the
time and with the resources allotted. The initial project
should serve as a training ground and an opportunity to
start a series of investigations, rather than serving only to
answer an isolated question. The trainee must remember
that good research training requires (1) training and
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mentorship, (2) dedicated time and effort, (3) resources
and support, and (4) persistence. Far from abandoning
clinical practice, research can serve to augment clinical
knowledge and analytical skills. Though daunting at first,
getting starting on a research career can be exciting and
rewarding. Success must be measured in small steps, and
with the hard work comes tremendous gratification,
knowledge, and the opportunity to contribute to the
advancement of patient care.

Introduction

Getting started can sometimes be the most difficult
thing to do in any situation, particularly when there is no
clearly defined path to follow. Throughout medical
training, students and trainees are given a set of classes
to attend, material to learn, clinical schedules to follow,
list of patients to see, and are even assigned time to take
vacations. At this stage, most time is scheduled and
ordered, with little self-determination permitted. For
those trainees who lack significant research experience,
figuring out how to get started on an open-ended
research career can be a daunting task. Add to this
uncertainty the apparent change in pace from rapid-fire
clinical demands to the more deliberate, sometimes
laborious nature of research, and some in training may
choose to walk away. Those who persist will find unique
opportunities, lessons, and benefits to engaging in
research. Listed below are some helpful points for the
trainee to consider as he or she gets started.

Research role

First, trainees should consider the research role that
they might want to assume in the future. Numerous
career pathways with varying degrees of engagement in
research and clinical activities are available, including

1. the clinician who helps identify eligible subjects for
research protocols;

2. the clinician who provides services to on-going
research protocols, such as interpreting clinical
tests; and

3. the collaborator or coinvestigator who works more
extensively on existing clinical or translational
protocols. This person may assist in study design,
provide services, and assist with data interpretation
and manuscript preparation in a limited fashion.
Such an individual may be listed as a collaborator or
coinvestigator on a grant, and may or may not draw
salary support from these activities. In addition,
there is

4. the principal investigator (or “PI”) who directs the
research overall, whether it be clinical, translational
or basic science oriented. This person oversees all
aspects of the research including the design and
execution of the project, the writing of grants or
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garnering of resources to support the program, and
the writing of manuscripts for publication. The PI
usually garners a significant portion of salary support
from the research activities. Of course, one may
serve as PI for one protocol, and a collaborator or
coinvestigator on another.

Such pathways are often defined by the percent effort
an attending physician devotes to clinical, research or
administrative endeavors. Those devoting most of their
time to clinical activities might be assigned a so-called
80-20 split, with ~80% of their time spent providing
direct clinical care and ~20% directed toward research
activities. In contrast, those devoting most of their time
to research endeavors (including securing outside
funding) may apportion their time in the opposite
80-20 split, spending 80% of their time in research.
Clearly, attending physicians apportion their time for
different activities according to many different formulae,
and for many different reasons.

Some trainees know exactly what they want to do
from the outset. Others will better define their level of
interest and career goals by engaging in research
activities. Many people clarify their goals with time,
adjusting their level of engagement in research over the
span of their entire career.

Preparation

Second, trainees must prepare for the research role
that they want to assume. This point may sound like a
statement of the obvious, but quite often fellows and
junior faculty come to the end of their assigned research
time recognizing what they might have done, but did not
plan to do and therefore did not accomplish. For
example, the trainee who aspires to work in a basic
science laboratory or enroll in a Master's-level educational
program must arrange clinical commitments to accom-
modate long stretches of dedicated research or educa-
tional time. Those who envision applying to the National
Institutes of Health (NIH) or to foundations for research
training support need to plan many months, if not years,
ahead to identify appropriate mentorship, acquire
preliminary data, and prepare the application.

Time and training

Third, trainees must remember that good research
requires dedicated time and training. Most recognize
the need for supervision, training, and practice to
become a doctor or specialist. However, some may not
fully appreciate that research is a skill to be mentored,
learned, and practiced in much the same way as clinical
medicine. Becoming an independent investigator
requires training and practice, supervision, and mentor-
ship, with gradual steps toward independence. Particu-
larly in the current era, invaluable skills and preparation
are gained from enrolling in Master's-level education in
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clinical research, including courses on research design
and methods, database development, epidemiology,
statistics, and scientific writing. Basic science training
will require years of dedicated experimentation and
education to develop a sufficient publication record with
which to compete for extramural funding. In addition to
training, research takes time. Unfortunately, the fellow
and junior attending have multiple competing interests
for their attention, and research may not be made a
priority. Many are told that research is for “week nights
and weekends,” but little happens without dedicated
time and effort. Overall, becoming an independent
investigator is a gradual process involving a series of
small steps, starting with mentored projects and evolving
into independent research.

Focused research

Fourth, trainees should avoid the trap of picking a
baphazard set of projects and instead develop a focused
line of research. There are always interesting projects to
do, but it is important to ask, Do these projects tell a
focused, cohesive story? Do they provide preliminary
data for future studies? Is there a question to be asked
following this first one? Too often trainees are prime
targets for assignments derived from questions raised in a
conference. The projects sound easy, until numerous
charts need review, a database needs to be built, data
must be analyzed, and a manuscript has to be written. In
some cases, it is helpful to engage in a variety of projects,
thus exploring different fields that one might want to
pursue long term. The trainee should beware of
committing to too many disconnected projects associated
with multiple mentors that fail to build his or her own
personal research direction. Ideally, a set of inter-related
research projects create the potential for wellfocused,
long-term investigations.

Clinical skills

Fifth, trainees must dispel the myth that they cannot
be a great clinician if they conduct research. Though
trainees all need to focus their clinical activities, a trainee
is not abandoning clinical medicine just by engaging in
research. Given that research takes time, it may take
longer for the fellow or junior attending who dedicates
significant periods of time to research training to
become a practiced and confident clinician. Clinical
skills mature over time, and that insecurity will abate, if
not disappear. In fact, research may augment clinical
skills and analytical abilities, and often defines areas of
particular clinical expertise.

Research success

How should trainees get started? It is critical that
trainees speak to many people early in their training to
identify a desirable career path, an area of interest to
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explore, or a skill to master and apply to their specialty. A
trainee must not be afraid to get started, to fail or falter, or
to be different. Many people adjust their career and
research directions, expectations, and goals over their life
time. A good research project is rarely designed in a single
meeting, and projects rarely work out on the first try.

What does a trainee need to be successful in training
for a research career? Mentorship is the single most
important determinant of successful research training
and career development. A person with experience and
energy who is willing to provide training and guidance is
far more important to one's success than the topic of the
project. At first the research project is a means to an
end; it is a training ground. Although the trainee may
have many collaborators or even several mentors, it is
critical that each trainee identify one particular mentor
who clearly identifies the trainee as their particular
mentee, and invests in his or her success. In return, the
trainee must invest in the research to make it worth both
of their time.

Other critical components to success include

1. Persistence and stamina

2. Support with provision of dedicated research time
and resources

3. A well-designed project.

The project should be of interest, provide a training
opportunity, develop preliminary data, and answer a
worthwhile question. Most importantly, the project must
be of appropriate size and scope, and readily doable. It is
critical to be realistic about what a trainee can
accomplish in the time and with the resources provided.
It is unrealistic to think that one person can train in both
basic and clinical research.

Conclusion

In conclusion, the trainee should not wait for his or her
research months to begin before considering research
directions, but should instead be proactive in initiating
and pursuing a research career. Training opportunities
and subspecialty fellowships vary in format and in the
time allotted for research activities. For example, fellows
in pediatric cardiology are usually allotted no more than
1 year of research time during a 3-year fellowship. Thus,
it is common in this setting for trainees dedicated to an
academic career to seek at least a fourth year of training.
Other programs provide 2 years of dedicated research
time, allowing for the development of more in-depth
educational and research endeavors. Regardless of the
time allotted, the trainee must speak to numerous
investigators to assess opportunities at the outset of
their fellowship. It is optimal to pick a research mentor
in the middle of the first year, so that training options
can be explored and research protocols developed. For
example, if coursework is under consideration,
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applications to enroll in Master's-level programs must be
completed in the first year, to allow matriculation in the
summer or fall of the second year of fellowship.
Likewise a prospective research protocol can take
months to develop and then go through Institutional
Review Board approval. Such preparatory steps may
best be taken before actual the research months begin,
if that is possible. Those trainees interested in applying
for a mentored research training grant should ideally use
their first year of research to acquire preliminary data
that can be used in an application for funding sub-
mitted in the subsequent year (most likely the beginning
of their third or fourth year of training). Ideally,
manuscripts should be written in the third year of
fellowship (or continuing into the fourth year), to
qualify to sit for the subspecialty boards, to establish
productivity in job and grant applications, and to
complete work before changing institutions. Unless
enrolled in a Master's thesis program, at least two
manuscripts should result from work accomplished
during fellowship training. As very general guidelines,
these suggestions must be adapted to each trainee's
situation and opportunities, but they do highlight the
necessity of planning in advance.

Although it may be daunting at first, getting starting
on a research career can be exciting and rewarding.
Success must be measured in small steps, and with all of
the hard work comes tremendous gratification, know-
ledge, and the opportunity to contribute to the advance-
ment of patient care.

For Suggested Readings see References 76 and 77.
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HOW TO CHOOSE A RESEARCH MENTOR
Wyman W. Lai, MD, MPH

The choice of a mentor is a very important step for a
young researcher. It is essential to explore your options
for mentorship along multiple research and career path-
ways. Select someone with whom you are compatible. At
different stages in your career, you may benefit from
switching mentors; you may also benefit from having
multiple mentors at one time. This chapter addresses the
characteristics of a good research mentor, one who
possesses the proper scientific and personal mentoring
credentials, along with techniques for gathering informa-
tion on potential mentors. Lastly, common pitfalls are
examined, and a list of questions for prospective mentors
is provided.

Introduction
It is widely accepted that the choice of a mentor is one
of the most important decisions that a young researcher
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must make. In Greek mythology, Mentor was a trusted
friend whom Odysseus left in charge of his son,
Telemachus, and of his palace as he went off to fight in
the Trojan War. As defined in the current entry of
Wikipedia, a mentor is “a trusted friend, counselor or
teacher, usually a more experienced person.” Mentors
provide their expertise to less experienced individuals to
help them advance their careers, enhance their educa-
tion, and build their networks.

Before embarking on a search for a mentor, you
must first think carefully about your career goals. Do
not fall into the trap of defining success by what
others might expect of you. Knowledge of your own
strengths and limitations, both academic and social,
will allow you to choose a path that will have the
greatest likelihood of success. Your mentor should
be able to help point you in the right direction, but
the final decisions are your responsibility. There are
no substitutes for enthusiasm and hard work.
Mentors will likely gravitate toward those who are
willing to put in the effort necessary to become a
successful investigator.

Scientific and personal mentoring credentials

To enhance your education and provide you with a
supportive network, a research mentor must possess the
proper scientific and personal mentoring credentials.
The necessary scientific mentoring credentials include
the following:

1. Expertise in, and commitment to, an area of
research that interests you. Early in your career,
it is helpful to choose a research project in
which your mentor is very interested. You will
have a better chance of success if the comple-
tion of your research project is of significant
consequence to your mentor. That is, look for a
mentor with expertise that matches your inter-
ests, and then be guided in your interests by
that expertise.

2. History of publication. You must find a research
mentor who has a record of successful publication.
Good writing skills will be essential in your career,
and these skills can be learned by example. A good
research mentor should be able to help you define a
question that, when appropriately answered, will
lead to a publication.

3. History of grant funding. A history of grant funding
helps identify individuals who have effectively
answered a question and then moved on to other
important questions.

4. Availability of collaborators and educational
opportunities. Look for situations where there is a
critical mass of research going on. Having collabora-
tors to work with will increase your research
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productivity and improve your chances for a
productive research career. Formal research training
and educational opportunities are also often associ-
ated with a busy research program.

Because networking is a crucial component of career
advancement, a research mentor should possess the
following personal mentoring credentials.

1. History of mentoring success. This trait is easy to
define but hard to find. A good mentor should be
interested in the success of others. You should
look into the mentor's history of job placement
for trainees.

2. Willingness and ability to commit time and
resources. In addition to providing you with the
necessary resources (such as space, equipment,
materials, and statistical support), a good mentor is
someone who can commit the time necessary to
mentor you.

3. A leader in the field. A leader in the field will have
more opportunities to introduce you to others who
can help you in your research. Networking will lead
to potential job opportunities.

4. A role model. You will likely adopt some of the
character traits of your mentor, so choose a good
role model.

Mentoring options

Most of us follow a stringent career timetable, so
starting early is important. It is essential to explore your
options for mentorship along multiple research and
career pathways. Look for mentors both within and
outside of your division, department, or institution.
Some institutions and professional organizations have
organized mentoring programs for early investigators.

In academic mentorship, the best predictor of future
performance is past performance. Mentors have a variety
of styles and personalities. Select someone with whom
you are compatible, but realize that this is not
necessarily a life-long choice. Early in the relationship,
the roles of the mentee and mentor should be clearly
defined. These roles and expectations should be re-
evaluated at regular intervals.

A mentee is not limited to only one mentor. With
professional advancement, your mentoring needs may
change. At different stages in your career, you might
benefit from switching to a new mentor (a “rolling
mentoring” approach). An alternative approach is to have
multiple mentors available to you at any given time (a
“layered mentoring” approach). For example, you can
choose a mentor for research questions only, another
mentor for academic advancement questions, and yet
another mentor for help in balancing family and career.
Some of these mentoring relationships may be more
formal than others.
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Researching a research mentor

Resources are available to aid you in the search process
for a research mentor. Prior to meeting with a potential
mentor, the publication record of that investigator may
be found using PubMed (http://www.ncbi.nlm.nih.gov/
PubMed). In addition to learning about the breadth and
depth of research that a potential mentor has been
involved with, you will discover the potential mentor's
history of collaboration. The NIH RePORTER (http://
projectreporter.nih.gov/reporter.cfm) is a good resource
for gathering information on the history of NIH funding
and related publications for a particular investigator, and
for finding investigators who have NIH funding on a
particular topic. A description of each of the funded
projects, whether active or completed, is available.

In addition to database searches, you should seek
information from individuals who know or who have
worked with a potential research mentor. Former and
current trainees are likely your best source of informa-
tion. In addition to the ones currently at your institution,
former trainees are often junior investigators listed on
publications featuring your potential mentor as the
senior author. Some of these former trainees may be
open to talking about their experiences; their publica-
tion records and current contact information are easily
accessible (e.g., through PubMed). Senior faculty mem-
bers in your institution or from another institution are
frequently good resources for information on potential
mentors. These individuals have had the opportunity to
witness the growth of the potential mentor and his or
her former trainees.

Common pitfalls

The questions below are designed, in part, to help you to
avoid some of the common mistakes made in the mentor
selection process. First, be sure that your potential mentor
has a track record for research, preferably funded, in an
area that is of substantial interest to you. When you are
looking for a longterm commitment with a research
mentor, try to avoid projects that are of only secondary
interest to that mentor. Second, avoid choosing a very
junior faculty member as your primary mentor, one who
does not have the time or experience to mentor an even
more junior mentee. Although well-intentioned, very junior
investigators will necessarily need to devote most of their
time establishing themselves in their field. Finally, avoid
choosing a busy investigator who will not be able to devote
a portion of his or her time to mentoring you. Find a person
with whom you are compatible, and who will commit the
necessary time toward helping you build a research career.

Questions to ask

There is little practical advice available for those in
search of a research mentor. This list of questions to ask a
prospective mentor may help to fill that gap.
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® What areas of research are you most interested in?
Are you planning any changes in the direction of
your research?

® How is your research supported? What grant-funded
research do you have?

® Are formal research training programs available
through your laboratory, division, or department?
Is there adequate institutional support for you and
your trainees?

® Do you have a research project or position for
someone with my background and interests? If not,
do you know of someone who might?

® What type of collaborations have you developed with
others in your institution? Or with others locally,
regionally, or nationally?

® Do you have the time to mentor an additional person?
How frequently do you meet with your mentees? Do
you prefer formal mentor-mentee arrangements?

® What are your plans for the future? Are you planning
to move soon?

A final piece of advice that will help in the selection
process for a research mentor is, “Don't be afraid to
ask.” That is, during this process you will benefit
from speaking to many individuals, including success-
ful individuals in other careers. Ask other fellows
and junior attendings about how they made their research
mentor choices. Speak to both junior and senior research-
ers within and outside your institution for guidance.

For Suggested Readings see References 78-82.
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HOW TO CHOOSE A RESEARCH

QUESTION
Victoria L. Vetter, MD, MPH

A research project must start with a research question
that defines exactly what is to be investigated. The
process of choosing a research question should follow a
logical progression. It requires personal insight and
understanding, in addition to an inquisitiveness and
willingness to explore broad areas. After expanding
one's horizons, the choice of a good research question
requires a narrowing or focus on a small, important
answerable inquiry. Development of a research question
follows the principles of the acronym FINER; that is, it
should be feasible, important, novel, ethical, and relevant.
Additionally, a good research question is clear, specific,
focused, answerable, and practical, but still significant
and innovative. It has the potential to provide important
results and relates to a problem or issues of interest to the
researcher and to the scientific community. It should
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have the potential to have an impact on the field. Lastly,
the choice of research question should spark personal
interest and excitement and confirm the choice of an
individual career pathway, serving as the first of many
questions to come.

Introduction

Life is full of questions and decisions. A pediatric
cardiologist or pediatric cardiology fellow has decided
where to go to college and medical school, what type of
doctor to be, and where to obtain residency and
fellowship training. But that is just the beginning of a
clinical research career. All pediatric cardiology fellow-
ship training programs provide some type of training and
have some level of research expectation. For those
planning a clinical career, a clear understanding of the
scope and limitations of research is important as is the
ability to critically analyze and apply new information
from clinical research studies. Those aspiring to a clinical
research career are faced with exciting new questions. If
the answer is Yes to the question, “Do I want to
participate in clinical research?” it is time to start on
the pathway to an exciting career.

The next steps include choosing a mentor, reading and
talking with others involved in clinical research, and
considering a variety of interesting topics. However, the
answer to “What is my research question?” can be
determined only by the individual doing the research.
Certainly, the mentor or others in the training or academic
program can provide opportunities to work on their
research project or question, but to be successful and
satisfied, the individual planning a research career will
need to develop a specific and personal area of interest.
The guiding principle is to find an area that stimulates
intense interest, and even passion; additionally, it should
always be an area that is important to both to the researcher
and to the field. Although that area may change over time,
following a somewhat connected pathway is what moves
clinical researchers and their research efforts forward.

What is a research question?

A research question is different from a topic, which is
broad. Instead, it is what the researcher wants to know
about the topic. A research question precisely defines
the area to be investigated. It is specific and limited in
nature. The research question is the most important part
of the research proposal or project, and should be
hypothesis-based, to be formulated and tested. It is the
organizing principle of the research study. Putting the
question into words will allow focus on specific
investigation to determine what is known in the field
about the question. Identifying the research question and
hypothesis will determine the specific data that are
needed to provide answers, and how these data should
be collected and analyzed.
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Where do research questions originate?

Research questions are derived from research goals
and interests—that is, from topics that stimulate
interest, excitement, and passion. Research questions
can result from careful and insightful reading of the
literature to examine existing knowledge and to identify
knowledge gaps. They may be inspired from attendance
at scientific meetings or continuing medical education
courses. Often, they begin with clinical questions
(observations or problems) that do not seem to have
complete or fully developed answers or accepted
management patterns. Questions often are raised in
conferences and other brainstorming sessions with
colleagues and mentors. The clinical researcher should
be alert in all of these settings and jot down these
questions, to return to them later and more fully
examine the possibilities they raise.

How do you develop your

research question?

Early in a clinical career, individuals are interested in all
of the new areas that are encountered, each providing
interesting questions at every turn. That is great for a
clinician, and one must indeed explore and learn about all
of those areas. However, a successful clinical researcher
must focus and choose one of these areas that is of
greatest interest, and then develop a specific question, to
start on the path to an exciting research career.

Throughout the literature on research questions, one
finds the acronym FINER offered as a guide to developing
a specific research question. FINER stands for feasible,
interesting, novel, ethical, and relevant.

Feasible

To be feasible, a question should lead to a research
project that is narrow enough in scope to be manageable.
How narrow should be defined in part by the allotted
time frame and by the support available. Is the project
expected to be completed in a year, or is there a 3- to
5-year grant or time interval? One must remember to
leave enough time not only to collect data, but to analyze
the data, formulate conclusions from the results, and
write an abstract and manuscript to disseminate the
findings, as well as time to develop a grant application to
continue the research effort. Additionally, a feasible
project is one for which adequate support with regard
to personnel, technology, and funding is available.
Feasibility also depends on having an adequate number
of subjects available; thus, a first-order step in the
research process is a rough determination of the
likelihood of identifying or recruiting (depending on
the study design) the necessary number of subjects. A
statistical determination of the number of subjects
needed to obtain adequate power to answer the research
question should be made early in the research process.
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Interesting

The only way to sustain a research effort is to work on a
topic and question about which the researcher is
passionate. Unfortunately, if only one person (or research
team) in the world is interested in the topic, it may be very
difficult to find funding and to get the work published.
This does not mean that it has to be a common problem,
or one in which everyone is interested, but it should be
important to the field and others should be interested, as
well. Remember, many of the most important scientific
discoveries have been found in obscure, low-prevalence
conditions. A creative person may be able to spark interest
in others where little initially exists. Indicating possible
broader applications of the research or pointing out the
dependence of other research on the specific research
question being investigated can be a useful approach to
raising the interest of others.

Novel

Novelty is often considered the most difficult objective
to achieve, but that is simply because new researchers
often try to reach too far at once. The first research
question is not expected to win the Nobel Prize. It is only
necessary to add some measure of new knowledge to the
field and the literature. The question can be novel or
unique if it is a new topic that is embedded in an existing
body of knowledge, but one not completely explored. It
can help explain the difference between existing knowl-
edge and new knowledge. It can clarify an area that is not
well understood by the larger scientific community.
Furthermore, it can identify gaps and misunderstanding
in knowledge or literature, and focus on these gaps to
clear confusion or provide more complete understanding.
It can provide new information or a new view on
controversial areas. The research question may simply
address an area that has been neglected. Innovation has
become one of the key components evaluated to obtain
NIH funding. Critically exploring how the research
question can be innovative will not only increase the
interest of others, but will help to focus the question and
enhance the likelihood of funding support.

Ethical

All clinical researchers should be familiar with the
premises of the Belmont Report (available online at
http://www.hhs.gov/ohrp/humansubjects/guidance/
belmont.htm) and understand the meaning of respect for
persons, beneficence, and justice. With that background,
often reinforced by required educational components
from institutions before research can be initiated, the
new clinical researcher needs to become familiar with all
of the regulatory principles and procedures that lead
to Institutional Review Board (IRB) submission and
approval. Thus, a research question must follow the
ethical principles of research.


http://www.hhs.gov/ohrp/humansubjects/guidance/belmont.htm
http://www.hhs.gov/ohrp/humansubjects/guidance/belmont.htm
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Relevant

The principle of relevance is akin to the need for the
research question to be interesting to others, but requires
more substance. The question should be original and
worth asking. This is not to say that research that seeks to
confirm prior research is not relevant. Questions to ask
include, “What contribution will my research make?” And
“Who will benefit from this information?” In the end, the
question should pass the “So What?” test.

One should think about the multidisciplinary aspects
of the question. How might this research relate to
other fields outside the specific area of interest in pedia-
tric cardiology? Many areas of research within pediatric
cardiology cross into other disciplines, making a
research question more relevant and likely to result in
exponential increases of knowledge as others expand
the initial research. A question may be relevant in a
variety of different areas, including scientific knowledge
and future research, clinical care, health policy, or
public health.

A good research question

A good research question is clear, specific, focused,
answerable, practical, and relevant. It has the potential to
provide important results and relates to a problem or
issues of interest to both the researcher and the scientific
community. It should have the potential to have an
impact on the field. A focused question is the key to
success. Thus, the research question should be a single
primary question about which a protocol can be
developed. Secondary questions can be related to the
primary question or to other related hypotheses. Work
should focus on one question at a time—or two to three
at the most, if the questions are clearly related in some
fashion, and if asking related questions is efficient and
likely to result in successful output. The question should
link constructs and suggest associations or relationships.
Good research questions serve as the basis for the next
question, or will stimulate others to ask the next
appropriate questions.

A poor research question

A poor research question is one that is not testable with
empiric evidence. New investigators often mistake
choosing a topic with choosing a question associated
with the topic. Choosing a topic precedes choosing a
question, but is only the beginning of the process; a
specific question must be developed from the topic. Poor
questions are often vague, ambiguous, or nonspecific.
They may include several good questions, but be too
broad to be answered with a single research protocol;
these need to be broken down into manageable and
answerable questions. Poor research questions lead to
poor research, which leads to failure get results published
or obtain funding support.
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Summary

At this point, the reader should stop reading and
write down three research questions that are of per-
sonal interest at this point. Take some time to think
about what areas are exciting. Narrow the focus and
get ready for an exciting career in clinical research.
All research involves a lot of hard work and a bit of
luck, as well.

So, good luck with your research. Follow your passion
and you will have a successful and rewarding career in
clinical research.

For Suggested Readings see References 83-95.
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MAPPING A CAREER DEVELOPMENT

PATHWAY IN CLINICAL RESEARCH
Bradley S. Marino, MD, MPP, MSCE, and Ismee A.
Williams, MD, MS

To be successful in academic medicine, where both
grant funding and job opportunities are becoming
increasingly competitive, advanced training in research
methodology is essential. Pediatric cardiologists who
wish to succeed as independent clinical investigators
need to start planning early for such a career, ideally
during fellowship. Young trainees and junior faculty are
in a unique position to take advantage of training and
funding opportunities that are not available to more
senior faculty members. This chapter suggests ways to
map a career trajectory and addresses training and
funding opportunities that will enable the fellow trainee
or junior faculty member to become a successful
clinician-scientist.

Mapping your academic career

In the past, pediatric cardiologists were trained
primarily to be excellent clinicians and to develop a
broad range of skill sets. As a result, most pediatric
cardiologists participated minimally in research. Those
pediatric cardiologists who became leading researchers
often developed their research skills through their own
special interest and efforts, a particularly influential
mentor, or the availability of training and support at a
few leading academic programs. Today, fellow trainees
and junior faculty have the opportunity to map out
their careers to enable them to develop into success-
ful clinician-scientists in pediatric cardiology. Fellow
trainees and junior faculty often spend an extra year
or more training in a particular clinical subspecialty
within pediatric cardiology and seek specific training
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to develop research expertise. In the new era, the
pursuit of well-defined clinical and research training
plans, in combination, will properly prepare fellow
trainees and junior faculty for an academic career in
clinical research.

Basic scientists complete postdoctoral training in the
laboratory of a successful principal investigator to
obtain domain knowledge, gain experience with
important techniques, and receive mentorship as they
launch their scientific careers. The methodological,
training, and experiential requirements of the clinical
researcher are no different. To become a viable clinical
scientist, the fellow trainee or junior faculty member
must pursue appropriate research mentorship and
advanced education in clinical research methodology.
Advanced research training during fellowship or during
the first several years of the junior faculty member's
initial academic position may include (1) a local
certificate program, (2) a summer program at regional
or national research center of excellence, or (3) pursuit
of a formal Master's degree in one or more relevant
fields (e.g., clinical or translational research, public
health, clinical epidemiology, or biostatistics).

Fellow trainees must choose their first academic
position carefully. Focused clinical duties and work
expectations should be clearly described, along with a
research education and mentorship plan. Protected time
for research activities with an identified mentor, and clear
commitments for infrastructure support (personnel,
bioinformatics, and statistics), space, and start-up funds
for supplies for a clearly defined period of time should be
described. Although the balance between the clinical and
research components of an individual faculty member's
total effort will vary, it is critical to agree on a balance of
responsibilities with your division chief and with the
clinical and research mentors who will foster the success
of an academic research career. It is important to note
that total clinical and research effort may vary between
investigators, and will likely vary during the career of any
single investigator.

The research mentor, developmental
plan, and clinician-scientist pyramid

for success

To become a successful clinician-scientist, the fellow
trainee or junior faculty member must have a good
working relationship with a committed mentor. The most
important job of any research mentor is to advocate for
the mentee, to guarantee protected research time, and to
provide resources, opportunities, and advice. The mentor
should assist the mentee with a gap analysis, which is
the systematic review of existing knowledge in a
particular research area to determine new opportunities
for investigation.
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The clinician-scientist pyramid for success.

After the mentee performs a gap analysis in the
chosen research area, several short-term cross-sectional
or retrospective projects may be developed and
pursued over the first 2 years, to generate pilot data
for future local and regional grant applications. During
the first 12 to 18 months of the research plan, longer
term 3-year and 5-year prospective projects may be
developed to generate pilot data for potential national
foundation and National Institutes of Health (INIH)
funding applications. A well-articulated development
plan allows for progressive growth of the fellow trainee
or junior faculty member and provides the best chance
to transition to a funded faculty position or to serve as a
vital scientific collaborator.

The mentee, with the help of the mentor, should
develop and review a set of periodic priority lists, which
includes four distinct lists:

List 1: Things that the mentee is doing but wants
to quit.

List 2: Things that the mentee is not doing but wants
to start.

List 3: Things that the mentee wants to keep doing.
List 4: How the mentee plans to shorten list 1 and
lengthen list 2 over the next 6 months.”®

The mentee should review the periodic priority list at
least every 6 months with the mentor. With the assistance
of a good mentor, the fellow trainee or junior faculty
member should create realistic 1-year, 3-year, and 5-year
career developmental plans for clinical and scientific
growth and academic success.

It is critical to have a research plan that will allow the
fellow trainee or junior faculty member to build a
personal clinician-scientist pyramid (Figure 7). The
foundation of the pyramid is grounded in the mentorship
the trainee is receiving, the protected time allotted to
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pursue research, money for supplies, personnel support,
and space as required. Without these basic elements,
fellow trainees or junior faculty members will find it
difficult to develop their own research program. Once a
foundation is established, the 5-year research plan will
allow the fellow trainee or junior faculty member to
create a project pipeline that will provide pilot data
required for additional funding. Furthermore, the project
pipeline will over time yield a team of collaborators that
will enrich and support the work of the junior
investigator, who will in turn support the research of
the collaborators. These research relationships will
ultimately result in the highest quality research and a
portfolio of grants for the mid-level faculty member,
allowing for the transition from research trainee to
funded investigator.

Qualities of a successful
clinician—scientist

As fellow trainees or junior faculty members mature,
they must acquire the qualities that allow for success as a
clinician-scientist. The successful clinician-scientist is
committed, determined, and focused on intertwining
both the clinical work and the research area of interest.
The “fire in the belly” found in the best clinician-
scientists helps them remain on their specific research
path. In addition, successful independent investigators
must be resilient, unafraid to question dogma, and able to
learn from their failures, which become opportunities for
future growth and success. Even the best scientists have
an equal number of successes and failures relative to
outcomes from specific research and manuscript and
grant submissions. All successful clinicians and scientists
have superior time-management skills, but this is even
more important for the clinician-scientist, who needs to
balance both clinical and scientific commitments.
Excellent time-management skills will extract the most
out of the time available (at its best, it seems like creating
time), which is critical to the clinician-scientist meeting
his or her specific obligations.

Training and funding opportunities

A list of training and funding opportunities for the
junior investigator follows here. This chapter by no
means provides an exhaustive list, and fellow trainees and
junior faculty are advised to discuss training and funding
opportunities with their mentor or division chief, or to
contact their institution's research foundation or office of
sponsored programs for more information. In addition,
direct contact with officials at the National Institutes of
Health or the external foundations offering funding
opportunities may be very helpful for determining the
most appropriate funding options based on your research
interests, level of training, or faculty rank.
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Funding for junior investigators

Among the various funding opportunities available for
clinical researchers, many specifically target the junior
investigator. Sources range from local institutional or
university-sponsored grants to national and international
awards. Given that all awards are competitive and that the
clinical research funding environment is limited, all
investigators should prepare to submit multiple applica-
tions in anticipation of receiving multiple rejections. The
rejection of multiple grant applications is expected,
especially early in the investigator's research career, and
does not predict the ultimate future success of the junior
investigator. Many awards will have similar objectives;
therefore, it is possible that you will be able to submit the
same proposal to multiple sources. Our advice is to start
early, and to be prolific with grant applications. Unfortu-
nately, there is no national clearing house for all research
related to pediatric cardiovascular disease that can give
the investigator a complete list of local institutional, natio-
nal foundation, or NIH funding opportunities. Finding
appropriate funding options and gathering the required
information for submission requires both personal initia-
tive and guidance from the junior investigator's mentor.

Local institutional funding

Typically, local sources of funding are likely to be
less competitive than national and international grant
mechanisms, because the applicant pool is smaller, but
this is not always the case. Often specific schools,
departments, or divisions will have funds designated for
research funding, many for junior investigators. The
junior investigator should contact the local institutional
research foundation or grants office to inquire about
opportunities specific to the area of interest. Many
centers publicize funding opportunities in a centralized
manner, either via websites or via e-mail server lists with
periodic announcements of upcoming deadlines.
A junior investigator needs to subscribe to such e-mail
lists, or get access to communication from other centra-
lized mechanisms. For those institutions with a Clinical
Translational Science Award (CTSA), the CTSA will
often have funding available for pilot initiatives or junior
investigators. Junior investigators who work at an
institution with a CTSA are advised to contact the
administrators of their CTSA to inquire about potential
funding opportunities.

Private foundation funding

Private foundations offer another opportunity for grant
funding. For example, the junior investigator pursuing
research on pediatric cardiomyopathy may submit grant
applications to the American Academy of Pediatrics'
Research Fellowship Award, the American College of
Cardiology's Young Investigators Award Competition, the
Myocarditis Foundation Research Fellowship Grant, or
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the Children's Cardiomyopathy Foundation and American
Heart Association's Pediatric Cardiomyopathy Joint Re-
search Award. The American Academy of Pediatrics'
Research Fellowship Award and American College of
Cardiology's Young Investigators Award competitions
support all types of pediatric cardiovascular research, The
American Heart Association has a large number of
potential awards for the junior investigator, including
the Fellow-to-Faculty Transition Award, the National
Clinical Research Program for early career investigators,
the National Scientist Development Grant for beginning
scientists, and Regional AHA Affiliate Awards (Scientist
Development Grant, Clinical Research Program, and
Beginning Grant-In-Aid Program). Information about
the purpose, eligibility, duration of support, and budget
for specific national and regional AHA awards may be
found online (http://www.americanheart.org/presenter.
jhtml?identifier=9713). Other foundation grants that
may be appropriate for pediatric cardiovascular
research include the Burroughs Wellcome Fund Career
Awards for Medical Scientists, the Children's Heart
Foundation, the Doris Duke Clinical Scientist Develop-
ment Award, the Pew Scholars Program in the Biomedical
Sciences, the Robert Wood Johnson Foundation, and the
Thrasher Research Fund. Specific information about the
purpose, eligibility, duration of support, and budget for
these foundation grants may be obtained from the
specific granting agencies and at their websites.

For awards that target the junior investigator, applica-
tion requirements may stipulate that the principal
investigator be only 2-4 years out from completion of
training. Awards vary in both duration as well as amount
of funding, and some provide funding that is greater than
that available through the NIH. Foundation grants are
open to submission nationally, and often internationally,
and therefore tend to be highly competitive. On the other
hand, many foundation grants are not well publicized,
and therefore it pays to be knowledgeable about specific
foundation grant options.

NIH funding

The NIH is, collectively, one of the most competitive
and highly regarded sources of research funding in the
United States. There are five basic types of awards
available, denoted by different letters:

Research grants (R series)

Career development awards (K series)

Research training and fellowships (T and F series)
Program project and center grants (P series)
Cooperative grants (U series)

For more detailed information, see the chapter on
NIH opportunities (J.D. Scott, NIH early career
research training opportunities for pediatricians)
later in this article.
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Clinical and Translational Science Awards

Clinical and Translational Science Awards (CTSA) are
awarded to institutions across the United States by the
National Center for Research Resources (NCRR), one of
the 27 centers and institutes at the NIH.”” In addition,
CTSA-funded institutions offer a variety of scholarship-
based training programs for young investigators that
include both Master's degree programs in biostatistics or
public health as well as early career development grants.
The KL2 Scholars Mentored Career Development pro-
gram (not to be confused with the K12 Mentored Clinical
Scientist Development Program) is an example of such a
program that serves as a bridge by which junior faculty
can achieve research independence. The main purpose of
the KL2 program is for the applicant to gain the
knowledge and skills necessary to function effectively
on interdisciplinary research teams; an applicant must
have a professorial appointment (clinical or tenure track)
at the time of the award and must be able to devote a
minimum of 2 years toward the training program. The
program includes rigorous training that introduces the
applicant to a wide range of clinical and translational
research methods through both classroom and laboratory
instruction. The KL2 award includes varied research
rotations, a mentored research project, participation in
multidisciplinary seminars and colloquia on clinical and
translational research, and at some sites access to a
research Master's degree program in clinical or transla-
tional research, public health, clinical epidemiology, and
biostatistics. Different institutions have different offerings
and applicant requirements, and qualified candidates are
urged to contact their local CTSA representative early, to
inquire about application processes and deadlines. (For
more information, see J.D. Scott, NIH early career
research training opportunities for pediatricians, later
in this article.)

Conclusion

To succeed as an independent clinical or translational
researcher, it is essential for a fellow trainee or a junior
faculty member to obtain training in research methodo-
logy. Furthermore, it is important to choose an initial
academic position with focused clinical duties, protected
time, and appropriate clinical and research mentorship
and support. It is critical to have a research plan that will
allow one to build a clinician-scientist pyramid. There-
after, the junior investigator should strive to emulate the
qualities of other successful clinician-scientists and begin
to build a funding history as a principal investigator or a
vital collaborator.

Funding
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FUNDING IN THE CURRENT ENVIRONMENT

ORIENTATION TO NIH AND SCIENTIFIC
REVIEW: NIH FOR BEGINNERS
Gail D. Pearson, MD, ScD, and Frank Evans, PhD

More than 80% of research funded by the U.S. National
Institutes of Health (NIH) supports extramural research
conducted by independent researchers at more than 3000
universities, medical centers, and other institutions.
Extramural program staff, who have advanced degrees
and research experience, provide the interface between
NIH and the extramural research community. The
National Heart, Lung, and Blood Institute (NHLBI) is a
major source of funding for pediatric cardiovascular
research. Most of the NHLBI's extramural grant funding
(82% in 2008) supports unsolicited or investigator-
initiated research. This chapter summarizes electronic
resources and offers practical tips based on the authors'
nearly two decades of collective experience advising
grant applicants.

Introduction

The National Heart, Lung, and Blood Institute (NHLBD)
is a major source of funding for pediatric cardiovascular
research and has funded research in congenital heart
disease since 1949. Well-known studies that have been
funded by NHLBI include the two Natural History studies
of aortic stenosis, pulmonary stenosis, and ventricular
septal defects; the trials of high-dose aspirin and
intravenous v-globulin in Kawasaki disease, and the
Baltimore-Washington Infant Study. NHLBI currently
funds a large portfolio of pediatric cardiovascular
research, ranging from cardiac development to clinical
trials, and supports a wide range of investigators, from
fellows to senior researchers. The purpose of this chapter
is to provide resources for those who wish to become
one of these funded researchers.

lai et ol 57

The technical aspects of applying for an NIH grant are
covered well at a number of websites, and a great deal has
been written on posing a research question and writing a
compelling scientific plan, and a recent excellent
overview of the NIH grant application process has been
published (see Suggested Readings at the end of this
chapter). Here, we will focus on practical tips and on
common questions that we have been asked in our nearly
two decades of collective experience advising grant
applicants (Figure 8).

Program staff: We're here to help

The NIH consists of 27 semi-autonomous institutes and
centers. Most of these, such as the NHLBI, have a specific
research agenda and fund both intramural (“within the
walls”) and extramural (“outside the walls”) research.
Intramural research is conducted by NIH employees and
fellows within NIH facilities. Extramural research, which
accounts for more than 80% of NIH's research funding, is
conducted by independent researchers at more than
3000 universities, medical centers, and other non-NIH
research institutions.

Extramural program staff, who have advanced degrees
and research experience, provide the interface between
their institutes and the extramural research community.
Program staff oversee scientific aspects of extramural
grants and contracts, provide scientific leadership in
their areas of expertise, and help shape overall research
policy for their institute and the NIH. Program staff
provide guidance on the grant application process,
rather than detailed scientific advice on a given research
proposal, and they are not involved in the peer review
of applications.

The program staff are happy to answer questions and
help you navigate the NIH grant process.

Is NHLBI interested in my research?

This is a frequently asked question. The short answer is
yes, if the proposed research pertains to NHLBI's specific
research agenda: heart, lung, blood, or sleep.

Most of NHLBI's extramural grant funding (82% in 2008)
supports unsolicited or investigator-initiated research. In
this scenario, the investigator proposes a research topic
and applies for funding using one of the standard NIH
grant mechanisms. NHBLI funds investigator-initiated
grants on the basis of their peer review score and the
available funds.

Some of NHLBI's extramural research funding supports
solicited or NHLBI-initiated research. In this scenario,
NHLBI proposes a broad research topic, but the
investigator is usually free to propose a detailed topic
and approach. NHLBI funds solicited grants on the basis
of their peer review score, their adherence to the
solicited topic, and available funds. Examples of NHLBI-
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initiated research include the Framingham Heart Study
and collaborative research networks, such as the
Pediatric Heart Network. NHLBI solicits applications
when there is a gap in science or resources that is not
likely to be addressed otherwise. The topics, which are
reviewed extensively within NHLBI, come from the
expertise of the extramural program staff and interactions
with the extramural research community.

The application process

The NIH has many types of research grant mechan-
isms. Among the most well-known are the RO1 (research
project grant), R21 (exploratory/developmental research
grant), and the POl (program project grant) series.
The research grant mechanisms vary by duration,
budget, preliminary data, and the nature of the research
institution. For example, RO1ls are usually limited to
5 years, whereas R21s are usually limited to 2 years.
Research grant mechanisms typically do not require a
specific minimum level of effort by the principal
investigator, although training and career development
grant mechanisms, such as KO8 or K23, often do. The
area of training and career development grant mechan-
isms is covered in the next chapter of this article (J.D.
Scott, NIH early career research training opportunities
Jor pediatricians).

The details and limitations of each mechanism are
given in the corresponding funding opportunity
announcement. Investigator-initiated applications are
submitted in response to a parent announcement for
the given grant mechanism; these are available on the
NIH Office of Extramural Research website (http://
grants.nih.gov). There are three receipt dates per year
for investigator-initiated applications.

NHLBI-initiated grant applications are submitted in
response to a Program Announcement (PA) or a Request
for Applications (RFA); these are available in the NIH
Guide or on the NHLBI website. NHLBI-initiated contract
applications are submitted in response to a Request for
Proposals (RFP), available on the NHLBI website. The PAs
usually have multiple receipt dates, but RFAs and RFPs
often have only a single receipt date.

Grants and contracts differ in several ways, but
chiefly in terms of the monitoring of funding and the
degree to which the NHLBI is involved in the research.
Grants are considered an “assistance mechanism,” and
NHLBI typically leaves the aims and approach to the
discretion of the investigator. By contrast, contracts are
used to procure specific products or services and the
research aims and approach may be specified in detail
in the RFP.

Most NIH grant applications are submitted electroni-
cally through http://www.grants.gov. Research institu-
tions must be registered with Grants.gov. Investigators
must be registered with NIH's eRA Commons (Electronic
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Research Administration; http://era.nih.gov/), which
allows the investigator to follow the progress of the
application and receive a summary of the review (known
commonly as the “summary statement”) and other
communications. Your grants office or equivalent busi-
ness office can create an investigator eRA Commons
account for you, but you should allow 2-4 weeks before
the application receipt date. Figure 7 summarizes the
application and review process.

The review process

Grant applications are received by the NIH Center
for Scientific Review (CSR), a separate component of
NIH responsible for all aspects of the peer review
process. The CSR assigns the application to an Institute
for funding consideration and to a Scientific Review
Group (SRG, colloquially called a study section) for
review based on the scientific content of the applica-
tion. Applicants can request specific assignments or
specific scientific expertise that may be needed for
review in a cover letter. The CSR honors these requests
if possible.

The SRGs are organized by a Scientific Review Officer
(SRO)—that is, by a CSR staff member who corresponds
to the funding institute's program staff. The SROs have
advanced degrees and research experience, but they
rarely are in a position to offer detailed scientific advice
on a given research proposal, and they are not involved in
funding decisions. The SRO is your primary contact
between submitting a grant application and completion
of review.

Members of SRGs are experienced extramural
researchers who volunteer their time and effort to
review grant applications for NIH. They evaluate
applications using five core criteria: significance, inves-
tigators, innovation, approach, and research environ-
ment. The reviewers are free to weigh these criteria as
they see fit. They often give significance the most
weight, and an application does not necessarily have to
be strong in all five criteria to be successful. The
reviewers are also asked to consider human subjects
protection and animal welfare, if applicable.

All applications, whether discussed or not, receive a
summary statement of the reviewers' comments
posted within 30 days of the SRG meeting. Applica-
tions that are discussed receive a priority score
ranging from 10 (best) to 90 (worst). Priority scores
are normalized for most research grant applications to
produce a percentile score ranging from 1 (best) to 99
(worst). Institute program staff can help you under-
stand the score and summary statement and the
potential for funding.

The Advisory Council of the funding Institute, which
meets 1-3 months after the SRG, serves as a second tier of
review. The Council may examine a given application in
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detail or, more commonly, simply accepts the SRG's
recommendation. Based on available funds, the peer
review scores, and advice from Council and Institute staff,
the Institute director establishes a pay line (i.e., the
highest fundable score) for each grant mechanism.
Applications that are not funded remain active for two
additional Council rounds, and will be paid if the pay
line improves during this period. The Council meets
three times per year to consider grant applications,
corresponding to the three receipt dates for investigator-
initiated applications. Applicants are usually advised to
revise and resubmit the application, however, because
there is no guarantee that the pay line will increase. An
application can be revised and resubmitted for review
one time only. The decision of whether to revise and
resubmit is up to the investigator, although the Institute
program staff can help you weigh the options.

Major recent changes
Application

Applications have been shortened considerably, with
new page limits. The research section has been cut from
25 to 12 pages, which puts a premium on clear, concise
writing and an ability to convey key concepts rather than
minute experimental details. Applicants are permitted to
revise and resubmit their application only once, in
contrast to having up to two opportunities for re-review.

Investigator

It has always been an NIH priority to encourage new
investigators through various programs. NIH defines a
New Investigator (NI) as one who has not competed
successfully as Principal Investigator for a significant NIH
independent research award. An Early Stage Investigator
(ESD is a NI within 10 years of completing the terminal
research degree or medical residency. Applications from
NIs and ESIs are grouped together in the SRG meeting, and
reviewers are instructed to give less emphasis to
preliminary data and publication history. Currently,
NHLBI offers a preferential pay line for RO1 applications
from ESIs (but not other NIs). As always, the NHLBI
website (http://www.nhlbi.nih.gov) should be consulted
for updates.

Review

NIH has recently undertaken a major effort to enhance
peer review. The goals were to retain the best reviewers,
to improve the quality and transparency of review, and to
ensure balanced and fair reviews. As a result, applications
have been shortened and restructured to align with the
core review criteria. Similarly, the summary statement
has been restructured, and a new 9-point scoring system
is used for individual review criteria and the overall
score. Greater emphasis is placed on significance and
investigator than on details of the approach.
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Top 10 recommendations to applicants
Over the years, we have developed several themes for
advising grant applicants. They are summarized here.
There is also an Insider's Guide to Peer Review for
Applicants with similar types of information (see
Suggested Readings at the end of this chapter):

® Tell a story. Especially now with shorter page limits,
grant applications need to have a cogent and
compelling rationale. Reviewers are experienced
scientists but are not necessarily expert in the details
of your particular area, so you need to be able to
convince them why your work is important.

® Follow the rules. The average SRG reviews 100
applications per meeting, a large burden for
reviewers, who are performing a valuable community
service to the biomedical research community. If you
do not follow the rules for margin width, font size,
page limits, and the like, it will be much easier for
reviewers to put your grant at the bottom of the
scoring pile. This also applies to eliminating typing
errors and following correct English grammar,
spelling, and usage rules.

® Ask for help. NIH Program staff can provide a lot of
help in navigating the system. You should also seek
out colleagues who have received NIH funding, and
get to know your grants or business office. Also, ask a
friend who is not in your field to read your application
to see if it follows the “tell a story” rule well.

® Plan ahead. Work on a well-written, well-thought-out
grant application will start several months before the
due date. Time should be allowed for review by
collaborators and mentors and for the business office
to complete the budget and get internal sign-off. In
addition, you will need time to incorporate feedback
and to edit your initial drafts.

® Be informed. Information on NIH-funded grants
is available through the NIH RePORTER
(http://projectreporter.nih.gov/reporter.cfm). This
website offers reports, data, and analyses of NIH
research activities, which may be helpful as you plan
your research.

® Take the plunge. Your idea is as good as anyone's,
and you will get useful feedback through the peer
review process, even if you are not successful the
first time.

® Be persistent. Many grants do not get funded the first
time, so you will often need to revise and resubmit.

® Don't panic. If your grant did not get a fundable
score the first time, take a deep breath. Read the
summary statement a couple of times, take another
deep breath, and then put it down for a week.
After you come back to it, contact the assigned
program staff member (the name will be on the
summary statement), and ask to set up a time to
talk about your options. The program staff member
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Table IV. Selected offices and resources at the U.S. National
Institutes of Health (NIH)

Offices and resources
(URL) Remarks

Provides current information on all
aspects of grants and funding,
including grant application basics,
grants process overview, types of grant
programs, how to apply, the peer
review process, award management,
foreign grants information, electronic
grants, and NIH financial operations
Advice on writing a grant application
from reviewers, themselves, and the
NIH Center for Scientific Review

Office of Extramural Research
(http://grants.nih.gov/
grants/oer.htm.)

CSR Insider's Guide to Peer
Review for Applicants
(http://cms.csr.nih.gov/
ResourcesforApplicants/
Advice.htm.)

NIH, NHLBI. Children A multimedia bilingual resource for
and Clinical Studies families and researchers about the
(http:/ /www.nhlbi.nih.gov/  importance and conduct of pediatric
childrenandclinicalstudies/  research
index.php.)

NHLBI Fact Book (http://www.  Annual compilation of Institute activities
nhlbi.nih.gov/about/ containing administrative information
factpdf.htm.) on grants, contracts, clinical trials, and

research training and career
development programs

NHLBI Clinical Research Guide ~Guide to preparing, submitting, and
(http:/ /www.nhlbi.nih.gov/  managing clinical research
crg/index.php.) applications

Organization (http://www.nih. Brief overview of the NIH organization
gov/about/organization.
htm.)

Budget (http://www.nih.gov/ Brief overview of the NIH budget
about/budget.htm.)

may have attended the SRG meeting and, although
they cannot give you insider information or tell
you who the reviewers were, they can help
interpret the sometimes cryptic comments in the
summary statement.

® Tell another story. When you revise and resubmit,
the reviewers want to know that you considered
and responded to all of their comments, and they
also want to be able to see where you made changes
in the grant application in response to them. This
does not mean that you have to agree with all of
their comments, but your response should explain
why you may be taking another approach if that is
the case.

® Know the literature. Be familiar with the literature on
your subject and with relevant literature from other
fields. Avoid proposing something that has already
been established in the literature. Address literature
that contradicts your hypothesis and explain how
your research will resolve the contradiction.

An annotated summary of some of the most relevant
online resources at the NIH is presented in Table IV.
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Disclaimer

The views expressed here are those of the authors and
do not necessarily reflect the official position of the NIH
or the NHLBI.

For Suggested Readings see Reference 98.
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NIH EARLY CAREER RESEARCH TRAINING

OPPORTUNITIES FOR PEDIATRICIANS
Jane D. Scott, ScD, MSN

The U.S. National Institutes of Health (NIH) fund many
research programs to train young MD and PhD scientists.
Early career clinicians, contemplating research careers,
frequently have difficulty knowing where to look for
research training resources, and as well as when to start
planning for research training. The purpose of this
chapter is to provide a brief overview of NIH research
training mechanisms and to provide helpful hints in
looking for research training opportunities.

Ask early, ask often

If you are interested in pursuing a career in pediatric
research, and have not completed a research degree
(PhD, MS), the time to start seriously considering your
options is early in your residency, so that you can pursue
research training in conjunction with your fellowship, or
as a separate fellowship. A first step is to talk with faculty
mentors with research interests similar to yours. Also,
identify research fellows in your department or institu-
tion and ask how they found a training program. Start
attending research conferences and seminars, to see
what issues and topics are of particular interest to you.
In addition, begin to explore the NIH extramural
research training website (http://grants.nih.gov/training/
extramural.htm) for a better understanding of the types
of training programs that are available.

Special pediatric research opportunities

Medical school debt frequently deters highly skilled
individuals from pursuing research training. In response
to this problem, the NIH sponsors five Loan Repayment
Programs (LRPs) in an effort to recruit and retain highly
qualified health professionals as research investigators
(http://www Irp.nih.gov). One of these programs is
specifically aimed at encouraging pediatric research.
For individuals agreeing to engage in research training at
least 50% effort for 2 years, the program may provide
loan repayments of as much as $35,000 annually for up
to 2 years. The LRP program requires an application, and
faculty support, and not all who apply are accepted. For
those who do qualify, however, the program is an
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enormous help by reducing medical school debt and
reducing hurdles to research training.

Institutional postdoctoral training programs

National Research Service Award (NRSA) Institutional
Training (T32) Programs provide postdoctoral research
fellowships for clinicians wishing to pursue research.
These programs are 2-3 years in length, and are some-
times aligned with fellowship programs. T32 Program
Directors are senior scientists who provide oversight of
the training program, research activities, and trainees.
T32 programs are awarded to universities, and trainee
selection by program faculty is competitive. The NIH
currently funds approximately 2400 T32 programs,
including several focused on pediatric cardiovascular
research. A comprehensive list of all Institutional Training
awards can be found at (http://grants.nih.gov/training/
outcomes.htm).

The T32 programs and descriptions can be obtained
through the NIH RePORTER, a powerful search engine
just released by NIH. To search for T32 programs, go to
http://projectreporter.nih.gov/reporter.cfm. Select
“Funding Mechanism” and request “Training, Institution-
al.” Next, request an NIH Institute that you believe aligns
with your research interests (or choose All), and hit Enter.
RePORTER then provides the program name, the
principal investigator's name, institution, and contact
information. In addition, peer-reviewed articles generat-
ed by each program are available under the results
section. The NIH RePORTER provides detailed informa-
tion about programs, and is enormously useful in
comparing training opportunities.

Individual postdoctoral research training awards

There are two commonly used awards that generally
follow T32 training. The F32 NRSA individual postdoctoral
fellowship (http://grants1.nih.gov/grants/guide/pa-files/
PA-09-210.html) provides an opportunity to strengthen
the applicant's understanding of the health-related
sciences, within the broad scope of biomedical, behav-
ioral, or clinical research or other specific disciplines
relevant to the research mission of the NIH. Applicants
with a health professional doctoral degree may use the
proposed postdoctoral training to satisfy a portion of the
degree requirements for a Master's degree, a research
doctoral degree, or any other advanced research degree
program. Additional fellowship programs may be found
online at the NIH F kiosk (http://grants.nih.gov/training/
F_files_nrsa.htm).

The NIH Pathway to Independence Award (K99/R00)
(http://grants2.nih.gov/grants/guide/pa-files/pa-10-063.
html) is designed to facilitate a timely transition from a
mentored postdoctoral research position to a stable
independent research position with independent NIH or
other research support at an earlier stage than is currently
the norm. The K99 offers up to 2 years of mentored
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postdoctoral training, and followed by up to three 3 of ROO
support, after the applicant has successfully transitioned
to an assistant professor position. The RO0O provides
independent research monies and salary support to
protect the young investigator's time during the early
independent phase of the career. This is the only NIH
research training award that does not require citizenship
or a permanent resident's “green card” for eligibility.

Institutional early career

development awards

Since 2006, the NIH's National Center for Research
Resources (NCRR) has sponsored the Clinical and
Translational Science Awards (CTSA) programs, a nation-
al consortium of medical research institutions working
together to improve the way biomedical research is
conducted nationwide. As of 2009, there were 47 funded
programs, and many programs have training components
to train clinical and translational researchers. For more
information on the NCRR CTSA program, funded sites,
and clinical training activities see the Web pages at http://
www.ctsaweb.org/ or http://www.ncrr.nih.gov/. Each
site provides information regarding the CTSA program, its
website, and contact information.

Individual early career

development awards

The next level of research training is the Mentored
Research Career Development Awards, also known as
individual K awards. These are frequently awarded late in
fellowship, or to new faculty. These awards provide
support for salary, research, career development and
tuition support, and travel. Awards range from 3 to 5
years. The two most popular awards are the KO8
Mentored Clinical Scientist Research Career Development
and the K23 Mentored Patient-Oriented Research Career
Development Award. The KO8 Mentored Award provides
support and “protected time” to individuals with a clinical
doctoral degree for an intensive, supervised research
career development experience in the fields of biomed-
ical and behavioral research, including translational
research. The K23 Mentored Award provides comparable
career development and training for individuals who have
made a commitment to patient-oriented research.

Career development awardees are generally required to
commit 75% effort to research training under these
awards. Three years ago, the NHLBI created an exemp-
tion to the “percent effort requirement” for cardiotho-
racic surgeons, vascular surgeons, and interventional
cardiologists, whereby these clinicians may pursue
research training at 50% effort.

To effectively determine program availability, check
the K Kiosk at the NIH website (http://grants.nih.gov/
training/careerdevelopmentawards.htm), and also check
with the institute to which you wish to apply. Program
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availability and institute-specific requirements are also
found through links to the individual NIH Institute and
Center websites at http://www.nih.gov/icd/index.html.

Final suggestions

Research training opportunities are provided by all NIH
Institutes and Centers, and there are Program Staff at each
institute who are available to answer questions regarding
research training opportunities and current Institute
interests, and to provide guidance as to what training
mechanism would be most appropriate to pursue.
Program staff can be very helpful in providing feedback
regarding the proposed application and on whether the
research topic falls within the scope of interest of a
particular institute.

Ultimately, your success depends on your willingness to
pursue what frequently seems like a convoluted obstacle
course. Start inquiry about research training early in your
residency, and find clinician-scientists who are willing to
provide you with research training guidance and advice.
Persistence is key, and there are many paths to success.

Disclaimer

The views expressed here are those of the author and
do not necessarily reflect the official position of the NIH
or the NHLBIL.

Funding

No extramural funding was used to support this work.

CAREER MANAGEMENT

BALANCING WORK AND LIFE
Meryl S. Cohen, MD

No one person can claim expertise on how to develop
equilibrium between work and home life; in fact, no one
formula fits every person. Moreover, work and life
balance changes over the span of one's career. Commit-
ment to one's profession and dedication to one's family
provides an opportunity to develop a balance that works.
Although this is a difficult challenge for anyone, it is
achievable. Integration of the personal and professional
aspects of life often differ for men and women. Although
it is not universally the case, women typically face the
challenges of advancing their career and achieving
academic promotion while usually assuming the primary
responsibility for home life and childcare. Men face
similar obstacles, and have the added burden of the
stereotypes associated with their gender. Academic
institutions need to recognize the importance of flexibi-
lity in the workplace, and must ensure that advancement
of career is not achieved at the expense of family life.
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Mentors play a large role in academic success, but to
foster a successful relationship it is also important that the
mentor has similar views on work-life balance as the
mentee. In achieving balance, it remains important to
demonstrate hard work, productivity, and commitment
to one's profession. Flexibility, organization, and appro-
priate prioritization are keys to success both at work and
in the home.

Introduction

A career in academic pediatric cardiology requires
dedication, fortitude, and long hours; often the commit-
ment and workload do not cease at the end of the typical
workday. In addition to the clinical challenges and
teaching requirements, there is the expectation that
there will be productivity in the realm of research
activities, including presentation of research studies at
national meetings, grant writing to obtain funding, and
publication in peer-reviewed journals. Often, there is not
enough time in the day to accomplish these tasks
because of clinical, teaching, and administrative duties.
As a result, work life spills into home life, and personal
time dwindles.

There are no experts on how to develop equilibrium
between work and home life, and no one formula fits
every person. Moreover, work and life balance changes
over the span of one's career. Commitment to one's
profession and dedication to one's family provide an
opportunity to develop a balance that works. Although
this is a difficult challenge for anyone, it is achievable.

Integration of the personal and professional aspects of
life can be daunting, and may differ for men and women.
Although this is not universal, women typically face the
challenges of advancing their career and achieving
academic promotion while also usually assuming the
primary responsibility for home life and childcare. In fact,
women report that 90% of their time away from work is
spent on childcare. The limited time period for repro-
ductive success often coincides with the time that
women faculty are asked to be the most academically
productive, as promotion deadlines fast approach. In
addition, many academic institutions in the United States
are archaic with regard to family-friendly policies that are
available in other workplace environments and are
commonplace in other countries. Women also perceive
less institutional support for family life than men do.
Despite these challenges, 84% of women are satisfied
with their career choices (although 31% would choose a
different career path if given the choice again).

Men are not left out of this equation by any means.
They face similar obstacles, and have the added burden
of the stereotypes associated with their gender. A “less
academic” track or part-time work is more acceptable in
the academic environment for woman than for men.
Even though childcare is now generally shared between
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parents, paternity leave is either very shortlived or
nonexistent at many institutions. Furthermore, men
often perceive that it is their duty to be the primary
income provider for a household. Men overall express
76% satisfaction with a career in academic medicine; the
most common predictors of burnout for men include
control over work hours and number of hours worked.
This highlights the importance of family time in the
setting of active careers.

Both sexes face challenges of work-life balance, but
there is no doubt that women continue to be at a
disadvantage with regard to achieving academic success.
Many studies assessing academic promotion report that
female faculty in academic tracks take longer to achieve
promotion and are less likely to be promoted than their
male peers. In the academic setting, women continue to
be paid on average 11% less than men when adjusted for
rank, track, specialty, years, and administrative positions.
Moreover, women physicians who choose to have
children have fewer peer-reviewed publications than do
their male counterparts with families. It is well recog-
nized that the first and last authorship positions on
manuscripts carry the most weight for promotion; a
recent study assessing authorship from six prominent
medical journals published over the last four decades
reported that the number of women authors in these
important authorship positions were overwhelmingly in
the minority. The situation was not completely bleak.
Women authors became more prevalent over the latter
part of the study period, with the greatest impact in the
fields of pediatrics and obstetrics and gynecology.

Despite the inherent obstacles, women are more likely
than men to pursue an academic medical career; this
remains true even though advancement to associate or
full professor rank is significantly lower than expected.
The field of pediatric cardiology is not immune to gender
disparity in relation to academic promotion. The
proportion of women in the ranks of instructor and
assistant professor is higher than that of men at five of the
largest pediatric cardiology centers in the United States
(including The Children's Hospital of Philadelphia,
Children's Hospital Boston, Columbia Presbyterian, Uni-
versity of Michigan, and Texas Children's Hospital,
Houston). At these same centers, men overwhelmingly
predominate at the rank of associate or full professor.
There are of course, caveats to these findings (e.g.,
women faculty tend to be younger), but these do not
entirely account for the disparity.

Certainly, challenges exist to successful work-life
balance, but there are many measures that can help
assure success at both the professional and personal level.
Academic institutions need to recognize the importance
of flexibility in the workplace and must ensure that
advancement of careers is not achieved at the expense of
family life. There are areas within the academic setting
where improvements can be made to allow for more
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personal time, including departmental mentoring for
career development, administrative secretarial support,
the potential for sabbatical time from clinical and
administrative duties, strong family leave policies, and
on-site child-care.

One of the overall themes to success is the fundamental
role of the mentor. Studies suggest that junior faculty
desire mentors whom they perceive as having themselves
achieved work-life balance. In addition to guidance on
research projects and clinical acumen, mentees appreci-
ate advice on how to choose an appropriate academic
track, knowledge about maternity and paternity leave
options, and the development of organizational skills. As
important as it is for the mentor to provide opportunities
for professional exposure such as research projects and
invited presentations, it is as imperative to help protect
mentees from spending time on inappropriate research
projects, overcommitment to committee participation or
administrative roles, and taking on too much clinical
work. It is important for mentees to learn when it is
appropriate to say “no.”

Regarding one's own decisions regarding academic
work life, there are several options that may help an
individual achieve work-life balance. If one has a family or
is interested in starting one, it may be beneficial to delay
starting an academic track with its promotion clock, and
even to consider part-time work. Policies exist at many
academic institutions for flexible work hours. Knowledge
of these by-laws at one's institution is beneficial. Over the
last decade, physicians who work part-time have become
a significant portion of the workforce. For some, this is
temporary; for others, it is a more permanent option.
Almost 90% of parttime physicians are women who
change course primarily for childcare; however, many
men choose to work part-time as well.

Part-time work has many potential advantages. The
promotion clock can often be delayed, or its pace altered,
with additional time added prior to promotion. Men and
women who work part-time are able to maintain their
skills yet still have personal or family time during the
work week. Of course, part-time work also carries some
disadvantages. The slower pathway to promotion will
inevitably result in full-time colleagues passing part-time
peers by in advancement and opportunity. Moreover, one
must overcome the perception that a part-time worker is
not as committed as someone who has a full-time
position. Ironically, part-time work often results in
significantly less pay for the amount of time spent
working, because issues do not go away on one's day
off. These are some of the sacrifices of such a decision.
Despite such potential drawbacks, part-time work can
help physicians through particularly vulnerable periods,
such as the early infancy of their children, or caring for an
ailing spouse or parent.

Alternative academic tracks have become standard at
many universities, providing flexible options to faculty.
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These tracks typically emphasize clinical performance
and teaching, with fewer requirements for research and
peer-reviewed publications. Often, this type of track is
more conducive to part-time work, and more feasible for
physicians who cannot find the time to perform research
or obtain grant funding. These tracks are a very viable
option for physicians with active family lives, and may
reduce some of the stress associated with demands for
research productivity.

Work-life balance requires organization and prioritiza-
tion. One of the most challenging situations for a
professional is when one's partner has an equally time-
consuming occupation. In family life, difficult decisions
have to be made. Often, one parent has to step back while
the other pursues career goals. Once this happens, it is
challenging to halt momentum, but with perseverance
these roles can change over time and the other partner
can take a turn dedicating more time to home life.

Many of us have learned from our mentors some
methods that can make home life a bit less frenetic. Here
are some suggestions to consider to help achieve work-
life balance.

1. Hire out household chores such as house cleaning,
laundry, garden work, and food shopping (as far as
practical), so that time at home is not taken up by
these tasks.

2. Find a comfortable and reliable situation for child-
care, so that there is less anxiety associated with
absence from the home.

3. Make time for the important family events such as
children's sports events, concerts and plays, school
visits, and bedtime rituals.

4. Use every vacation day given, and try to avoid doing
work during that time.

5. Make dinnertime sacred, with no interruptions by
television, phones, or computers. This is one of the
best opportunities to be kept up to date on
children's activities and daily school life. For couples
without children at home, dinnertime is equally an
opportunity to stay connected.

6. Make alliances or networks with stay-athome or
other working parents.

7. Try to batch patient phone calls and e-mails to a
particular time each day so, that this activity does not
impinge on family time.

Although work travel for invited lectures is important
for career building, one should consider that each
opportunity to speak at a meeting means less time at
home with family. One should try to prioritize the
importance of these opportunities and occasionally
choose not to accept the invitation. An alternative
strategy is to take family along to meetings (although
that can have its own stresses). Sometimes, not all the
professional work can be done during normal work
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hours. In that case, the hours after children's bedtime or
the early hours before school may prove to be
productive. Working from home can be effective in
some situations, particularly when it comes to manuscript
or grant writing; there are often fewer distractions, and
much can be accomplished during the time one would be
traveling to and from work. Personal time for exercise,
hobbies, and time with friends should not be excluded.
Time can be made available for all aspects of life, if the
working environment is family-friendly and supportive.

The opportunity for flexibility in the workplace must
be offset by success. It remains important to demonstrate
hard work, productivity, and commitment to one's
profession. There is a fine line between being perceived
as feeling “entitled” and being able to spend a fulfilling
amount of time at home. It is important to recognize that
work-life balance will change over the course of one's
life and career. There will be times when dedication to
work efforts will be essential to development of clinical
skills and research activities (notably, grant deadlines,
abstract presentations). In contrast, there will be times
when home life will have increased demands (such as the
birth of a child, care of a sick relative). Through
flexibility, organization, and appropriate choices, one
can achieve meaningful balance between personal needs,
commitments to others including family and friends, and
professional responsibilities.

For Suggested Readings see References 99-107.

Funding
This work was supported by a grant from the National
Heart, Lung, and Blood Institute (U01 HLO68279).

References

1. Susser E, Schwartz S, Morabia A, et al. Psychiatric epidemiology:
searching for the causes of mental disorders. New York: Oxford
University Press; 2006.

2. Dobell AR, Van Praagh R. The Holmes heart: historic associations
and pathologic anatomy. Am Heart J 1996;132:437-45.

3. Sleeper LA, Anderson P, Hsu DT, et al. Pediatric Heart Network
Investigators. Design of a large cross-sectional study to facilitate
future clinical trials in children with the Fontan palliation. Am Heart J
2006;152:427-33.

4. Everett AD, Jennings J, Sibinga E, et al. Community use of the
Amplatzer atrial septal defect occluder: results of the multicenter
MAGIC atrial septal defect study. Pediatr Cardiol 2009;30:
240-7.

5. Bull C, Yates R, Sarkar D, et al. Scientific, ethical, and logistical
considerations in introducing a new operation: a retrospective
cohort study from paediatric cardiac surgery. BMJ 2000;320:
1168-73.

6. Katz BZ, Pahl E, Crawford SE, et al. Case—control study of risk
factors for the development of post-transplant lymphoproliferative
disease in a pediatric heart transplant cohort. Pediatr Transplant
2007;11:58-65.

7. Gordis L. Epidemiology. 4th ed. Philadelphia: Saunders—Elsevier;
2008.



American Heart Journal
Volume 161, Number 1

8.

20.

21.

22.

23.

24.

Hulley SB, Cummins SR, Browner WS, et al. Designing clinical
research. 3rd ed. Philadelphia: Lippincott Williams & Wilkins; 2007
[Errata available at http://www.epibiostat.ucsf.edu/dcr/].

. Greenberg RS, Daniels SR, Flanders WD, et al. Medical

epidemiology. 4th ed. New York: Lange Medical Books/McGraw-
Hill; 2005.

. Gray DT, Fyler DC, Walker AM, et al. The Patient Ductus Arteriosus

Closure Comparative Study Group. Clinical outcomes and costs of
transcatheter as compared with surgical closure of patent ductus
arferiosus. N Engl J Med 1993;329:1517-23.

. Silka MJ, Hardy BG, Menashe VD, et al. A population-based

prospective evaluation of risk of sudden cardiac death after
operation for common congenital heart defects. J Am Coll Cardiol
1998;32:245-51.

. Colan SD, Lipshultz SE, Lowe AM, et al. Epidemiology and cause-

specific outcome of hypertrophic cardiomyopathy in children:
findings from the Pediatric Cardiomyopathy Registry. Circulation
2007;115:773-81.

. Pasquali SK, Hall M, Slonim AD, et al. Off-label use of

cardiovascular medications in children hospitalized with congenital
and acquired heart disease. Circ Cardiovasc Qual Outcomes 2008;
1:74-83.

. U.S. Food and Drug Administration. Table of medicines with new

pediatric information. Available at: http://www.fda.gov/
ScienceResearch/SpecialTopics/PediatricTherapeuticsResearch/
default.htm. Last accessed August 19, 2010.

. Rodriguez W, Selen A, Avant D, et al. Improving pediatric dosing

through pediatric initiatives: what we have learned. Pediatrics

2008;121:530-9.

. Shaddy RE, Boucek MM, Hsu DT, et al. Pediatric Carvedilol

Study Group. Carvedilol for children and adolescents with
heart failure: a randomized controlled trial. JAMA 2007;298:
1171-9.

. Li JS, Yow E, Berezny KY, Bokesch PM, et al. PICOLO

Investigators. Dosing of clopidogrel for platelet inhibition in infants
and young children: primary results of the Platelet Inhibition in
Children On cLOpidogrel (PICOLO) trial. Circulation 2008;117:
553-9.

. Saul JP, Ross B, Schaffer MS, et al. Pediatric Sotalol Investigators.

Pharmacokinetics and pharmacodynamics of sotalol in a pediatric
population with supraventricular and ventricular tachyarrhythmia.
Clin Pharmacol Ther 2001;69:145-57.

. Benjamin Jr DK, Smith PB, Jadhav P, et al. Pediatric antihypertensive

trial failures: analysis of endpoints and dose range. Hypertension
2008;51:834-40.

Benjamin Jr DK, Smith PB, Murphy MD, et al. Peer-reviewed
publication of clinical trials completed for Pediatric Exclusivity.
JAMA 2006,296:1266-73.

Li JS, Eisenstein EL, Grabowski HG, et al. Economic return of clinical
trials performed under Pediatric Exclusivity. JAMA 2007;297:
480-8.

Boots |, Sukhai RN, Klein RH, et al. Stimulation programs for
pediatric drug research—do children really benefit2 Eur J Pediatr
2007;166:849-55.

O'Shea JC, Kramer JM, Califf RM, et al. Identifying holes in the
safety net. Am Heart J 2004;147:977-84.

U.S. Food and Drug Administration. Commissioner's fellowship
program. Available at: http://www.fda.gov/AboutFDA/
WorkingatFDA/FellowshiplnternshipGraduateFacultyPrograms/
CommissionersFellowshipProgram/default.htm. Last accessed

August 19, 2010.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.
35.

36.

37.

38.

39.

40.

41.

42.

lai et ol 65

U.S. Food and Drug Administration. Developing products for rare
diseases & conditions. Available at: http://www.fda.gov/
ForIndustry/DevelopingProductsforRareDiseasesConditions/
default.htm. Last accessed August 19, 2010.

Beekman Il RH, Duncan BW, Hagler DJ, et al. Workgroup on
Pediatric Cardiac Devices, Section on Cardiology and Cardiac
Surgery, American Academy of Pediatrics. Pathways to approval of
pediatric cardiac devices in the United States: challenges and
solutions. Pediatrics 2009;124:155-62.

Bleicher EW. Encouraging research and development of pediatric
medical devices through legislative and regulatory action: the
Pediatric Medical Device Safety and Improvement Act of 2007 in
context. Food Drug Law J 2009;64:531-64.

Zajicek A. The National Institutes of Health and the Best
Pharmaceuticals for Children Act. Paediatr Drugs 2009;11:
45-7.

Baker-Smith CM, Benjamin Jr DK, Grabowski HG, et al. The
economic returns of pediatric clinical frials of antihypertensive
drugs. Am Heart J 2008;156:682-8.

CITl. About the Collaborative Institutional Training Initiative (CITI).
Available at: https:/ /www.citiprogram.org/aboutus.asp?
language=english. Last accessed August 19, 2010.

Sung NS, Crowley WF, Genel M, et al. Central challenges facing the
national clinical research enterprise. JAMA 2003;289:1278-87.
Laver MS, Skarlatos S. Translational research for cardiovascular
diseases at the National Heart, Lung, and Blood Institute: moving
from bench to bedside and from bedside to community. Circulation
2010;121:929-33.

Translational Research Working Group. National Cancer Advisory
Board; NIH-NCI. Transforming translation—Harnessing discovery
for patient and public benefit; 2007. Available at: http://www.
cancer.gov/aboutnci/trwg/finalreport.pdf. Last accessed August
19, 2010.

Marks AR. Physician—scientist heal thyself. J Clin Invest 2007;117:2.
Ley TJ, Rosenberg LE. The physician—scientist career pipeline in
2005: build it, and they will come. JAMA 2005;294:1343-51.
Dickler HB, Fang D, Heinig SJ, et al. New physician-investigators
receiving National Institutes of Health research project grants: a
historical perspective on the “endangered species.”. JAMA 2007;
297:2496-501.

Loscalzo J. The NIH budget and the future of biomedical research.
N Engl J Med 2006;354:1665-7.

Butler D. Translational research: crossing the valley of death. Nature
2008;453:840-2.

Nagueh SF, Bachinski LL, Meyer D, et al. Tissue Doppler imaging
consistently detects myocardial abnormailities in patients with
hypertrophic cardiomyopathy and provides a novel means for an
early diagnosis before and independently of hypertrophy.
Circulation 2001;104:128-30.

Ho CY, Sweitzer NK, McDonough B, et al. Assessment of diastolic
function with Doppler tissue imaging to predict genotype in
preclinical hypertrophic cardiomyopathy. Circulation 2002;105:
2992-7.

Newburger JW, Jonas RA, Wernovsky G, et al. A comparison of the
perioperative neurologic effects of hypothermic circulatory arrest
versus low-flow cardiopulmonary bypass in infant heart surgery.
N Engl J Med 1993;329:1057-64.

Hsu DT, Mital S, Ravishankar C, et al. Pediatric Heart Network
Investigators. Rationale and design of a trial of angiotensin-
converting enzyme inhibition in infants with single ventricle. Am
Heart J 2009;157:37-45.


http://www.epibiostat.ucsf.edu/dcr/
http://www.fda.gov/ScienceResearch/SpecialTopics/PediatricTherapeuticsResearch/default.htm
http://www.fda.gov/ScienceResearch/SpecialTopics/PediatricTherapeuticsResearch/default.htm
http://www.fda.gov/ScienceResearch/SpecialTopics/PediatricTherapeuticsResearch/default.htm
http://www.fda.gov/AboutFDA/WorkingatFDA/FellowshipInternshipGraduateFacultyPrograms/CommissionersFellowshipProgram/default.htm
http://www.fda.gov/AboutFDA/WorkingatFDA/FellowshipInternshipGraduateFacultyPrograms/CommissionersFellowshipProgram/default.htm
http://www.fda.gov/AboutFDA/WorkingatFDA/FellowshipInternshipGraduateFacultyPrograms/CommissionersFellowshipProgram/default.htm
http://www.fda.gov/ForIndustry/DevelopingProductsforRareDiseasesConditions/default.htm
http://www.fda.gov/ForIndustry/DevelopingProductsforRareDiseasesConditions/default.htm
http://www.fda.gov/ForIndustry/DevelopingProductsforRareDiseasesConditions/default.htm
https://www.citiprogram.org/aboutus.asp?language=english
https://www.citiprogram.org/aboutus.asp?language=english
http://www.cancer.gov/aboutnci/trwg/finalreport.pdf
http://www.cancer.gov/aboutnci/trwg/finalreport.pdf

66 lai ef al

43.

44.

45.

46.

47.

48.

49.

50.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

DeMets DL, Califf RM. Lessons learned from recent cardiovascular
clinical trials: Part 1. Circulation 2002;106:746-51.

Hoffman TM, Wernovsky G, Atz AM, et al. Prophylactic
Intravenous Use of Milrinone After Cardiac Operation in Pediatrics
(PRIMACORP) study. Prophylactic Intravenous Use of Milrinone
After Cardiac Operation in Pediatrics. Am Heart J 2002;143:
15-21.

Ohye RG, Gaynor JW, Ghanayem NS, et al. Pediatric Heart
Network Investigators. Design and rationale of a randomized trial
comparing the Blalock-Taussig and right ventricle—pulmonary
artery shunts in the Norwood procedure. J Thorac Cardiovasc Surg
2008;136:968-75.

Newburger JW, Takahashi M, Burns JC, et al. The treatment of
Kawasaki syndrome with intravenous gamma globulin. N Engl J
Med 1986,;315:341-7.

Stone GW, Pocock SJ. Randomized trials, statistics, and clinical
inference. J Am Coll Cardiol 2010;55:428-31.

Pocock SJ, Mehran R, Clayton TC, et al. Prognostic modeling of
individual patient risk and mortality impact of ischemic and
hemorrhagic complications: assessment from the Acute
Catheterization and Urgent Intervention Triage Strategy trial.
Circulation 2010;121:43-51.

Stanley K. Design of randomized controlled trials. Circulation 2007;
115:1164-9.

Stanley K. Evaluation of randomized controlled trials. Circulation
2007;115:1819-22.

. Mehta C, Gao P, Bhatt DL, et al. Optimizing trial design: sequential,

adaptive, and enrichment strategies. Circulation 2009;119:
597-605.

Califf RM, DeMets DL. Principles from clinical trials relevant to
clinical practice: Part I. Circulation 2002;106:1015-21.

Califf RM, DeMets DL. Principles from clinical trials relevant to
clinical practice: Part II. Circulation 2002;106:1172-5.

U.S. Food and Drug Administration. International Conference on
Harmonisation [of Technical Requirements for Registration of
Pharamaceuticals for Human Use (ICH)]: guidance on statistical
principles for clinical trials. Available at: http://www.fda.gov/
downloads/Regulatorylnformation/Guidances/UCM129505. pdf.
Last accessed August 19, 2010.

Temple RJ. A regulatory authority's opinion about surrogate
endpoints. In: Nimmo WS, Tucker GT, editors. Clinical measurement
in drug evaluation. New York: John Wiley & Sons; 1995. p. 1-22.
Pocock SJ, Ware JH. Translating statistical findings into plain
English. Lancet 2009;373:1926-8.

Domanski M, McKinlay S. Successful randomized trials: a
handbook for the 21st century. Philadelphia: Lippincott Williams &
Wilkins; 2009.

Dawson-Saunders B, Trapp RG. Basic and clinical biostatistics.
4th ed. Norwalk, CT: Appleton & Lange; 2004.

Gallin JI, Ognibene FP. Principles and practice of clinical research.
2nd ed. Burlington, MA: Academic Press, Elsevier; 2007.

Pasquini L, Sanders SP, Parness IA, et al. Coronary
echocardiography in 406 patients with d-loop transposition of the
great arteries. J Am Coll Cardiol 1994,24:763-8.

Jacobs JP, Maruszewski B, Tchervenkov Cl, et al. The current status
and future directions of efforts to create a global database for the
outcomes of therapy for congenital heart disease. Cardiol Young
2005;15(Suppl 1):190-7.

Bacha E, Cooper D, Thiagarajan R, et al. Cardiac complications
associated with the freatment of patients with congenital cardiac
disease: consensus definitions from the Multi-Societal Database

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

American Heart Journal
January 2071

Committee for Pediatric and Congenital Heart Disease. Cardiol
Young 2008;18(Suppl 2):196-201.

Sumandea CA, Balke CW. Funding opportunities for investigators
in the early stages of career development. Circulation 2009;119:
1320-7.

Arnett DK. Preparing effective grant applications. Circulation 2009;
120:2607-12.

Glasser SP, editor. Essentials of clinical research. New York:
Springer; 2008.

Office of Extramural Research, U.S. National Institutes of Health.
Types of grant programs. Available at: http://grants.nih.gov/grants/
funding/funding_program.htm. Last accessed August 19, 2009.
Office of Extramural Research, U.S. National Institutes of Health.
Scoring system and procedure. Available at: http://grants.nih.gov/
grants/peer/guidelines_general /scoring_system_and_procedure.
pdf. Last accessed August 19, 2009.

American Heart Association. National program funding
opportunities. Last update March 2010. Available at: http://www.
americanheart.org/presenter.jhiml2identifier=3004142. Last
accessed August 19, 2010.

Johnson TM. Tips on how to write a paper. J Am Acad Dermatol
2008,;59:1064-9.

Miller JE. Preparing and presenting effective research posters.
Health Serv Res 2007;42:311-28.

Boullata JI, Mancuso CE. A “how to” guide in preparing abstracts
and poster presentations. Nutr Clin Pract 2007;22:641-6.

Kliewer MA. Writing it up: a step-by-step guide to publication
for beginning investigators. AJR Am J Roentgenol 2005;185:
591-6.

Campbell RS. How to present, summarize, and defend your poster
at the meeting. Respir Care 2004;49:1217-21.

Welch HG. Preparing manuscripts for submission to medical
journals: the paper trail. Eff Clin Pract 1999;2:131-7.

Laniado M. How to present research data consistently in a scientific
paper. Eur Radiol 1996;6(Suppl 1):516-8.

Fuster V. American College of Cardiology; Council on Clinical
Cardiology of the American Heart Association; National Heart,
Lung, and Blood Institute. Where am | going? The future of academic
cardiovascular medicine. J Am Coll Cardiol 2005;46(7 Suppl):
Al-4.

Poppas A, Cummings J, Dorbala S, et al. Survey results: a decade of
change in professional life in cardiology: a 2008 report of the ACC
Women in Cardiology Council. J Am Coll Cardiol 2008;52:
2215-26.

Johnson MO, Subak LL, Brown JS, et al. An innovative program to
train health sciences researchers to be effective clinical and
translational research mentors. Acad Med 2010;85:484-9.
American Heart Association. Mentoring handbook. 2nd ed. Dallas,
TX: American Heart Association National Center; 2008. Available
at: http://www.americanheart.org/downloadable/
heart/1233694796037MentorHbook2e.pdf. Last accessed August
20, 2010.

Reckelhoff JF. How fo choose a mentor. American Physiological
Society Mentoring Advice and Discussion Forum [Internet].
Available at: http://the-aps.org/careers/careers1/mentor/
Mentoring.htm. Last accessed August 20, 2010.

Straus SE, Chatur F, Taylor M. Issues in the mentor-mentee
relationship in academic medicine: a qudlitative study. Acad Med
2009;84:135-9.

Zerzan JT, Hess R, Schur E, et al. Making the most of mentors: a
guide for mentees. Acad Med 2009;84:140-4.


http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM129505.pdf
http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM129505.pdf
http://grants.nih.gov/grants/funding/funding_program.htm
http://grants.nih.gov/grants/funding/funding_program.htm
http://grants.nih.gov/grants/peer/guidelines_general/scoring_system_and_procedure.pdf
http://grants.nih.gov/grants/peer/guidelines_general/scoring_system_and_procedure.pdf
http://grants.nih.gov/grants/peer/guidelines_general/scoring_system_and_procedure.pdf
http://www.americanheart.org/presenter.jhtml?identifier=3004142
http://www.americanheart.org/presenter.jhtml?identifier=3004142
http://www.americanheart.org/downloadable/heart/1233694796037MentorHbook2e.pdf
http://www.americanheart.org/downloadable/heart/1233694796037MentorHbook2e.pdf
http://the-aps.org/careers/careers1/mentor/Mentoring.htm
http://the-aps.org/careers/careers1/mentor/Mentoring.htm

American Heart Journal
Volume 161, Number 1

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

Wright JA. The question. In: DeAngelis C, editor. An introduction to
clinical research. New York: Oxford University Press; 1990. p. 14-24.
Counsell C. Formulating questions and locating primary studies
for inclusion in systematic reviews. Ann Intern Med 1997;127:
380-7.

Cummings SR, Browner WS, Hulley SB. Conceiving the research
question. In: Hulley SB, Cummins SR, Browner WS, et al, editors.
Designing clinical research. 3rd ed. Philadelphia: Lippincott
Williams & Wilkins; 2005. p. 17-26.

Haynes RB. Clinical epidemiology: how to do clinical practice
research. 3rd ed. Philadelphia: Lippincott Williams & Wilkins; 2006.
Haynes RB. Forming research questions. J Clin Epidemiol 2006;59:
881-6.

Heddle NM. The research question. Transfusion 2007;47:15-7.
Kwiatkowski T, Silverman R. Research fundamentals: Il. Choosing
and defining a research question. Acad Emerg Med 1998;5:
1114-7.

McKibbon KA, Marks S. Posing clinical questions: framing the
question for scientific inquiry. AACN Clin Issues 2001;12:477-81.
Parfrey P, Ravani P. On framing the research question and
choosing the appropriate research design. Methods Mol Biol
2009;473:1-17.

Schardt C, Adams MB, Owens T, et al. Utilization of the PICO
framework to improve searching PubMed for clinical questions.
BMC Med Inform Decis Mak 2007;7:16.

Stone P. Deciding upon and refining a research question. Palliat
Med 2002;16:265-7.

Thabane L, Thomas T, Ye C, et al. Posing the research question: not
so simple. Can J Anaesth 2009;56:71-9.

Zerhouni EA. US biomedical research: basic, translational, and
clinical sciences. JAMA 2005;294:1352-8.

Sackett DL. On the determinants of academic success as a clinician
scientist. Clin Invest Med 2001;24:94-100.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

lai et ol 67

National Center for Research Resources, National Institutes of
Health. Clinical and translational science awards. Available at:
http:/ /www.ncrr.nih.gov/clinical_research_resources/clinical _
and_translational_science_awards/. Last accessed August 21,
2010.

Berg KM, Gill TM, Brown AF, et al. Demystifying the NIH grant
application process. J Gen Intern Med 2007;22:1587-95.

Cohen MS, Jacobs JP, Quintessenza JA, et al. Mentorship, learning
curves, and balance. Cardiol Young 2007;17:164-74.

Wright AL, Schwindt LA, Bassford TL, et al. Gender differences
in academic advancement: patterns, causes, and potential
solutions in one US college of medicine. Acad Med 2003;78:
500-8.

Carr PL, Ash AS, Friedman RH, et al. Relation of family
responsibilities and gender to the productivity and career
satisfaction of medical faculty. Ann Intern Med 1998;129:532-8.
Jagsi R, Guancial EA, Worobey CC, et al. The “gender gap” in
authorship of academic medical literature—a 35-year perspective.
N Engl J Med 2006,355:281-7.

Nonnemaker L. Women physicians in academic medicine: new
insights from cohort studies. N Engl J Med 2000,342:399-405.
McGuire LK, Bergen MR, Polan ML. Career advancement for women
faculty in a U.S. school of medicine: perceived needs. Acad Med
2004,79:319-25.

Fox G, Schwartz A, Hart KM. Work—family balance and academic
advancement in medical schools. Acad Psychiatry 2006,30:
227-34.

Shrier DK, Shrier LA, Rich M, et al. Pediatricians leading the way:
integrating a career and a family/persondl life over the life cycle.
Pediatrics 2006;117:519-22.

Keefon K, Fenner DE, Johnson TR, et al. Predictors of physician
career satisfaction, worklife balance, and burnout. Obstet Gynecol
2007;109:949-55.


http://www.ncrr.nih.gov/clinical_research_resources/clinical_and_translational_science_awards/
http://www.ncrr.nih.gov/clinical_research_resources/clinical_and_translational_science_awards/

	Clinical Research Careers: Reports from a NHLBI Pediatric Heart Network Clinical Research Skills Development Conference
	PART 1: INTRODUCTION TO CLINICAL �RESEARCH
	Funding
	Table of Contents
	TYPES OF CLINICAL RESEARCH
	OVERVIEW OF GENERAL STUDY DESIGN

	Introduction
	Observational study designs
	Case report or series
	Cross-sectional study
	Cohort study
	Case–control study

	Experimental study designs
	Conclusion
	Funding
	PEDIATRIC RESEARCH AND THE FDA
	Funding
	RESEARCH INVOLVING DRUGS, DEVICES, �AND INDUSTRY
	Drug trials
	Trial phases: 0–IV
	Device trials
	Advantages and disadvantages of �industry sponsorship
	Performance issues
	How to develop trials
	Summary
	Funding
	TRANSLATIONAL RESEARCH: CLINICIANS �AND BASIC SCIENCE
	Defining translational research
	The translation gap and the central role of clinicians in translational research
	Succeeding as a clinician–scientist
	Career development pathways in �translational research
	Training Opportunities
	Early career awards
	Other early career and translational initiatives
	Summary

	Funding
	CLINICAL IMAGING LABORATORY �RESEARCH
	Research using echocardiograms
	Research on echocardiography
	The echocardiographic core laboratory
	Funding
	IMPORTANT CLINICAL RESEARCH SKILLS
	HOW TO DESIGN A CLINICAL TRIAL

	Identification of a research problem
	Scientific validity
	Eligibility criteria
	Patient recruitment
	Choice of study end points
	Surrogate and composite �outcome variables
	Randomization
	Stratification
	Blinding
	Statistical consultation
	Study visits
	Data forms
	Biostatistical analysis
	Multicenter trials
	Data and Safety Monitoring Board
	Adverse events
	Funding
	KEY STATISTICAL CONCEPTS AND �STATISTICAL COLLABORATION: �APPROACHES FOR SUCCESFUL �CLINICAL RESEARCH
	Statistical education and resources
	Initial collaboration
	Statistical principles
	Testing for differences
	Sample size
	Significance of the findings

	Reporting study findings
	Funding
	DATA MANAGEMENT AND THE �ANALYSIS PLAN
	Aims, questions and hypotheses
	Data management: from information to measurements to variables
	Between collection and analysis: data �cleaning and description
	Data analysis plan: defining �relationships between variables
	How to communicate with a statistician
	Funding
	DATABASING: DEVELOPING AND �WORKING WITH A DATABASE
	Electronic spreadsheets
	Relational database management system
	Selection of a research data repository
	Transcending the research �data repository
	What is a nascent clinical investigator �to do?
	Funding
	HOW TO WRITE A RESEARCH �APPLICATION
	Funding
	PRESENTING DATA: ABSTRACT, POSTER, �MANUSCRIPT
	Preparing the abstract
	Author selection
	Meeting selection
	Title selection
	Data selection and preparation
	Components of the abstract

	Preparing and presenting the poster
	Poster preparation
	Poster presentation

	Preparing and submitting �the manuscript
	Manuscript style
	Caveats for manuscript preparation and submission
	Resubmissions

	Funding
	PART II: CLINICAL RESEARCH CAREER �DEVELOPMENT
	A CAREER IN CLINICAL RESEARCH
	HOW TO GET STARTED ON A RESEARCH �CAREER


	Introduction
	Research role
	Preparation
	Time and training
	Focused research
	Clinical skills
	Research success
	Conclusion
	Funding
	HOW TO CHOOSE A RESEARCH MENTOR
	Introduction
	Scientific and personal mentoring credentials
	Mentoring options
	Researching a research mentor
	Common pitfalls
	Questions to ask

	Funding
	HOW TO CHOOSE A RESEARCH �QUESTION
	Introduction
	What is a research question?
	Where do research questions originate?
	How do you develop your �research question?
	Feasible
	Interesting
	Novel
	Ethical
	Relevant
	A good research question
	A poor research question

	Summary
	Funding
	MAPPING A CAREER DEVELOPMENT �PATHWAY IN CLINICAL RESEARCH
	Mapping your academic career
	The research mentor, developmental �plan, and clinician–scientist pyramid �for success
	Qualities of a successful �clinician–scientist
	Training and funding opportunities
	Funding for junior investigators
	Local institutional funding
	Private foundation funding
	NIH funding
	Clinical and Translational Science Awards

	Conclusion
	Funding
	FUNDING IN THE CURRENT ENVIRONMENT
	ORIENTATION TO NIH AND SCIENTIFIC �REVIEW: NIH FOR BEGINNERS

	Introduction
	Program staff: We're here to help
	Is NHLBI interested in my research?
	The application process
	The review process
	Major recent changes
	Application
	Investigator
	Review

	Top 10 recommendations to applicants
	Disclaimer
	Funding
	NIH EARLY CAREER RESEARCH TRAINING �OPPORTUNITIES FOR PEDIATRICIANS
	Ask early, ask often
	Special pediatric research opportunities
	Institutional postdoctoral training programs
	Individual postdoctoral research training awards

	Institutional early career �development awards
	Individual early career �development awards
	Final suggestions
	Disclaimer
	Funding
	CAREER MANAGEMENT
	BALANCING WORK AND LIFE

	Introduction
	Funding
	References


