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Hospital ethics approval for a population-based
case—control study of very preterm birth

Lyndsey F Watson, Jo-Anne Rayner and Judith M Lumley

Abstract

Aim: To describe the process involved in obtaining
ethics approval for a study aiming to recruit women
from all maternity hospitals in Victoria, Australia.

Design: Observational data of the application
process involving 85 hospitals throughout Victoria
in 2001.

Results: Twenty-three of the 85 hospitals had a
Human Research Ethics Committee (HREC) con-
stituted in accordance with the National Health and
Medical Council requirements; 27 agreed to accept
decisions from other hospitals having HRECs and
27 relied on ethics advisory committees, hospital
managers, clinical staff, quality assurance commit-
tees or lawyers for ethics decisions. Four of the
latter did not approve the study. Eight hospitals no
longer provided maternity services in the recruit-
ment period. The process took 16 months, 26 000
sheets of paper, 258 copies of the application and
the cost was about $30000. Approval was eventu-
ally obtained for recruitment at 73 hospitals.

Discussion: Difficulties exist in obtaining timely
ethics approval for multicentre studies due to a
complex uncoordinated system. All hospitals
should have explicit protocols for dealing with
research ethics applications so that they can be
processed in a straightforward and timely manner.
To facilitate this, those without properly constituted
HRECs should be affiliated with one hospital that
has an HREC.
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What is known about the topic?

Researchers are concerned about delays and
duplication associated with obtaining ethics
approval for multicentre studies.

What does this paper add?

This paper describes the process involved in
obtaining ethics approval for a population-based
observational study in Victoria in 2001. It describes
the delay and resource use in detail.

What are the implications for practitioners?

This experience highlights the need for revision to
the ethics approval processes. Ethical and design
issue decisions made by one human research ethics
committee should be accepted by others, with
allowance for local resources. There is a need for
rationalisation of the ethics application form with the
aim of making its submission electronic and for
grants to include an allocation for the ethics
application process in multicentre studies.

ETHICS APPROVAL for research studies is now an
appropriate and generally rigorous process to
ensure ethical practice and respect for research
participants. In Australia, the National Health and
Medical Research Council (NHMRC) requires all
institutions or organisations receiving NHMRC
funding to establish a Human Research Ethics
Committee (HREC) and to subject all research
involving humans, whether related to health or
not, to ethical review by that committee. This and
other statutory requirements are contained in the
2007 NHMRC National Statement on Ethical
Conduct in Human Research (hereafter, National
Statement),! as are guidelines for HRECs. The
required HREC composition is at least eight
members and as far as possible equal numbers of
men and women; at least one third of the mem-
bers should be external; and including two lay
persons, one experienced in professional care or
counselling, a person who performs pastoral care,
one lawyer and two current researchers (National
Statement, pp. 80-1).! HRECs are also required
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to establish working procedures concerning fre-
quency of meetings, timely consideration and
review of research protocols, methods of decision
making, and reporting of adverse occurrences
(National Statement, pp. 81-2).! Compliance
with the National Statement is to be ensured by
audit of activities of HRECs by the Australian
Health Ethics Committee (AHEC) and annual
reporting to the NHMRC by institutions and their
HRECs (National Statement, p. 96).! Currently,
over 200 institutions report to AHEC. Neverthe-
less, within this framework, each institution can
develop its own process for approving studies to
be conducted in its own jurisdiction.

Multicentre research (where a study is con-
ducted at more than one institution) has
increased as much as nine-fold in the last 20
years.? It usually involves a complex and lengthy
process since researchers are required to obtain
individual approval from each institution, com-
plete different application forms, provide varying
numbers of copies, comply with different com-
mittee deadlines, and adjust their study protocols
in various ways to suit the requirements of differ-
ent institutions. However, not all hospitals have
HRECs constituted as defined by the National
Statement since they do not have NHMRC fund-
ing and are not initiators of research. For popula-
tion-based epidemiological studies problems arise
when researchers attempt to recruit from these
hospitals.

Some attempts have been made to streamline
the process for multicentre studies. In the United
Kingdom, the Multicentre Research and Ethics
Committees were formed in 1997, yet there
continue to be concerns regarding complexity
and delay.3'6 In New Zealand, the National Ethics
Advisory Committee’s review has enabled the rule
of “one study, one review” for multicentre studies
to streamline the review process.” In Australia,
guidelines for the simplification of ethical review
of multicentre research were included in the
National Statement (Chapter 5.3),! with notes in
the Human Research Ethics Handbook® which
are under review.” Key points included were:
researchers coming to a prior agreement with one
HREC to take the primary role in the ethical and
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scientific assessment of the protocol; that the
primary researcher inform all other Australian
sites at which the research is to be conducted,
that HRECs communicate with and give advice to
other HRECs; and that HRECs accept assessments
by another organisation. These recommendations
failed to recognise that the responsibility of decid-
ing that an external review was satisfactory was
that of the institution and not its HREC and that
research institutions’ history of institutional
autonomy left them deeply resistant to devolving
or sharing their responsibilities for ethical
review.'%!! AHEC identified legal issues, indem-
nity and monitoring obstacles as the reasons for
the failure of HRECs to use the provisions in the
National Statement.'! Nevertheless, consultations
and workshops and some individual efforts on
mutual acceptance continue in an attempt to
improve the situation.!*!?

Some success has occurred in simplifying the
production of application forms. Within Victoria,
the HREC of the Victorian Government Depart-
ment of Human Services (DHS) together with
leading hospitals developed a common core
application form (CAF) which, with a variety of
additional modules, aimed to reduce the work
involved in seeking ethics approval for multicen-
tre research projects. The CAF was introduced in
2000.'* Although it allowed some rationalisation,
its uptake was voluntary and individual institu-
tions still required additional institution-specific
sections. Currently the AHEC and a working
party from institutions in at least five states are
developing a national web-based ethics applica-
tion form (the NEAF).?> Submitting applications
to individual institutions is still required. In
addition, Victorian state privacy legislation was
introduced in 2001 and became operational in
July 2002, resulting in some new, unclear, misun-
derstood, and untested issues associated with
patient rights.'®!” One impact has been to make
HRECs and other institutions cautious about
patients’ rights, to be proscriptive about allowing
outsiders (non-staff personnel) to approach
patients, and to opt out of research to avoid risk.

At the time this privacy legislation was intro-
duced, we undertook a multicentre population-
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based study of very preterm birth, the Early Births
Study, in Victoria. This paper describes the pro-
cess we were involved in to obtain approval to
conduct our study.

Methods

The Early Births Study was designed to be popu-
lation-based, recruiting the entire case population
of women having a singleton or twin pregnancy
in Victoria who gave birth from 20 to 31*° weeks’
gestation over 2 years — from April 2002 to April
2004, regardless of outcome — live birth, fetal
death, or termination of pregnancy. Controls were
a selection of women having a singleton birth
from 37 completed weeks gestation and all
women having twins from 37 weeks, in the same
period as case recruitment. A semi-structured
questionnaire was administered by interview to
all women agreeing to be in the study.

The case population was sourced primarily
from the three tertiary level hospitals where it was
expected that more than 85% of women would
either give birth or have their infants cared for
after a very preterm birth. The control sample was
selected using a successful method,'® with a
random sample of 1500 birthdays and hospitals
of term singleton births from the Victorian Perina-
tal Data Collection (VPDC) database for 1999
projected forward to the time of recruitment. This
method enabled foreknowledge of where and
when controls eligible for recruitment would
occur and allowed hospital staff to be advised in
advance of how many women would be asked to
participate and at what times. It meant that
almost all hospitals providing maternity care in
Victoria would be chosen as sites for recruitment
requiring multiple applications for ethics
approval.

Before funding for the study was released we
required ethics approval from the university
HREC overseeing the researchers and administer-
ing the National Health and Medical Research
Council funding grant. We also required approval
from the HREC of the DHS, which oversees all
public hospitals in Victoria, as well as approval
from the individual hospitals. Once the hospitals
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had been selected, it was necessary to identify
who was responsible for the application and what
was required in the application, including the
number of copies and submission deadlines.
Tracking the process was monitored and quanti-
fied using an MS Excel spreadsheet (Microsoft
Corporation, Redmond, Wash, USA).

Results

In April 2001, HREC applications for study
approval were sent to La Trobe University (LTU)
and the DHS. By May, with approval in principle
from the University and the appointment of the
study coordinator, seeking approval for individ-
ual hospital participation started.

Hospital participation

The selection of a control sample from the VPDC
database comprised 83 hospitals providing mater-
nity care in Victoria in 1999 and some homebirths
(hereafter included as a hospital for simplicity),
representing 80% of the 104 maternity units but
at least 99% of births before 32 weeks’ gestation.
These, as well the Royal Childrens Hospital —
where mothers whose babies were transferred to
the neonatal intensive care unit might be recruited
— needed to be approached. Approval was sought
from 87 institutions and the process is described
below for the 85 hospitals involved (Box 1 and
Box 2). In 17 hospitals just one control had been
selected for recruitment, in 15 hospitals between
two and five had been selected, and in a further 11
hospitals only, between six and nine controls had
been selected.

Determining responsibility for the
application

Finding a person in each hospital responsible for
administering the ethics application entailed
searching hospital websites, downloading appli-
cation forms if available and telephoning hospi-
tals. In May 2001, applications were sent to the
three tertiary hospitals which accounted for 20%
of planned controls (305 women) and the major-
ity of cases. It had been hoped that the majority of
other hospitals would approve the study once
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Timeline Hospitals not in study Hospitals in study
April 2001 Ap;.::lica.tion to HRECs La Trobe Univer§ity &
Victorian Department of Human Services
85 hospitals
(including independent midwives and
Royal Childrens Hospital) selected for study
Application to 3 tertiary
May 2001
ay hospitals (Group A)
82 hospitals -
9 hospitals
2 hospitals affiliated with other
No midwifery cases in 2001 hospitals for the HREC
No applications sent approval process
(part of Group E) No applications sent
Applications sent to (part of Group C)
Aug 2001 71 hospitals
6 hospitals 18 hospitals
No midwifery cases planned decided to use other HREC
for 2002 (part of Group E) for approval (part of Group C)
47 hospitals
20 hospitals with NHMRC
4 hospitals out of study constituted HREC (Group B)
2 refused, and for 2
process was abandoned
(Group F) . -
23 hospitals with no HREC
Sept 2002 (Group D)

End of application process

approval from tertiary hospitals had been
obtained. In the first round of enquiries to these
hospitals, we learnt that two no longer offered
maternity services and nine others were affiliated
with or agreed to accept another hospitals ethics
approval process. In August 2001 further applica-
tions were sent to 71 hospitals. Subsequently, six
hospitals informed us that they would not be
offering maternity services in 2002. Approval
decisions for the remaining hospitals were made
between August 2001 and September 2002.
Eighteen hospitals eventually agreed to accept the
decisions of other hospitals, and four refused to
participate in this research study. Forty-three
hospitals approved the study; 20 of which had
HRECs constituted as specified by the 1999
National Statement'® applicable at that time. All
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nine metropolitan public hospitals and all seven
rural Level 2 hospitals had HRECs, while only six
each of the 17 rural public hospitals and the 12
private hospitals had HRECs. One hospital estab-
lished an HREC as a result of our study applica-
tion.

Where hospitals had HRECs, including four
that used HRECs from affiliated hospitals not
providing maternity care, working procedures for
obtaining ethics approval existed. This meant that
submission and meeting dates (varying from
monthly to quarterly), notification of cancelled or
aborted meetings, numbers of applications
required, timely decisions and notifications of
such were available to us. Four hospitals
requested fees to process our application — one
for a payment of $3300, mistakenly terming the
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2 Resources required for ethics approval for the Early Births Study, by hospital approval category

All hospitals Hospitals in group

Hospital group Total Median  Range

All hospitals n=85; 61 used the common application form

Controls Original number allocated 1500 9 1-131
Number recruited 1495 12 0-132

Cases Estimated number 1972 2 0-576
Number recruited 1290 1 0-467

Applications Months taken for approval or refusal 3.7 0-13
Number of copies of application sent 258 1 0-29
Total number of pages used 26350 96 0-3509

A Tertiary n=3; 2 used the common application form

Controls Original number allocated 305 129 45-131
Number recruited 306 129 45-132

Cases Estimated number 1320 416 328-576
Number recruited 977 288 222-467

Applications Months taken for approval 3.3 2.4-13
Number of copies of application sent 32 2 1-29
Total number of pages used 3798 192 96-2180

B HREC, NHMRC constituted n=20; 14 used the common application form

Controls Original number allocated 568 30 8-67
Number recruited 562 29 0-67

Cases Estimated number 238 8 0-34
Number recruited 68 2 0-13

Applications Months taken for approval 3.3 0.7-12
Number of copies of application sent 172 6.5 1-22
Total number of pages used 16280 672 96-2180

C Agreeing to use other HREC n=27; 16 used the common application form

Controls Original number allocated 376 4 1-77
Number recruited 383 5 1-79

Cases Estimated number 204 2 0-66
Number recruited 126 0 0-67

Applications Months taken for decision 3.3 1.1-10
Number of copies of application sent 23 1 0-3
Total number of pages used 2783 96 37-288

D No formal HREC n=23; 19 used the common application form

Controls Original number allocated 207 8 1-36
Number recruited 244 9 1-38

Cases Estimated number 198 2 0-144
Number recruited 118 1 0-96

Applications Months taken for approval 4.7 0.4-11
Number of copies of application sent 21 1 0-1
Total number of pages used 2835 96 37-288

E No maternity services in 2002-04 n=8; 4 used the common application form

Controls Original number allocated 33 2 1-13
Number recruited 0

Cases Estimated number 4 0 0-2
Number recruited 0

Applications Months taken for decision 0 0-0
Number of copies of application sent 5 1 0-1
Total number of pages used 296 59 0-59

F Refused n=4, 4 used the common application form

Controls Original number allocated 11 25 1-5
Number recruited 0

Cases Estimated number 8 0 0-8
Number recruited 0

Applications Months taken for refusal 7.3 7-7
Number of copies of application sent 4 1 1-1
Total number of pages used 356 59 59-177



study a “trial” — but after negotiation we only
paid $100 to one to cover costs of photocopying
and distribution. Eight HRECs, four in rural
Victoria, requested our attendance at a meeting.
On all occasions, although time-consuming, the
visit facilitated understanding of the project and
discussion of perceived problems, contributing to
satisfaction with the process, rapid resolution of
problems and subsequent approval of the study.

For hospitals without HRECs the application
process was difficult as it was inconsistent and
uncoordinated. Responsibility was variously
passed between Chief Executive Officers, boards
of management, Medical Directors, Directors of
Nursing, clinical research committees or quality
assurance committees. Private hospitals with no
HREC referred the application to their indemnifi-
ers or insurers. Hospitals not responding to the
application were contacted after 2 months. Ten
hospitals required a second application as the first
had been mislaid; one hospital mislaid the appli-
cation three times. Additional problems occurred
when personnel changed (in four hospitals),
responsible persons were on leave (in three hospi-
tals) or private hospitals were sold (three hospi-
tals). Verbal approval was given by ten hospitals
with no written approval forthcoming despite
repeated attempts on our part.

The ethics application form
The CAFE available electronically, was recom-
mended for use by 20 of the 29 hospitals with
NHMRC-constituted HRECs. Two other hospitals
had application forms that were not available
electronically, which meant that they had to be
completed by hand. All other hospitals, except
one, accepted one copy of the CAF or accepted
another hospitals ethics approval process. In all,
61 hospitals received at least one CAE

There was no uniformity in style or length of
the other attachments required with the applica-
tion, or with the number of copies required by
hospitals. The standard CAF plus generic attach-
ments amounted to 59 pages. Twenty-one hospi-
tals required the inclusion of their hospital logo
and site-specific telephone contacts on all docu-
mentation. Therefore, specific approach letters,
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participant information, consent forms, and par-
ticipant protocols for distress were developed for
each participating hospital. Fifteen hospitals
with HRECs required multiple copies of applica-
tions, ranging from 2 to 29, with a median of 13
copies.

Time taken for the ethics application/
approval process

Time between initial approach and approval var-
ied from 12 to 386 days; the approval dates
occurred between May 2001 and September
2002 (a 16-month period). The median time for
approval for hospitals with HRECs was 3.3
months compared with 4.7 months for hospitals
without HRECs. Nevertheless, some hospitals in
both groups took a year to grant approval.

Resources used

The resources required were extensive. All appli-
cations were paper-based, and with repeat appli-
cations a total of 258 applications were sent. This
included a set of documents of 37 pages sent to
all HRECs after final approval, using at least
26000 sheets. Postage and delivery costs were
around $1000, phone calls (around 5 per hospi-
tal) were at least $500, and travel costs $1000.

The major cost, however, was that associated
with study staff. The Project Co-ordinator was
employed at 0.5 for the 16 months of this process
although she was also involved in other aspects of
the study (such as the interview schedule devel-
opment). We had planned to commence the
recruitment in January 2002, but delayed until
April, during which time three research inter-
viewers already employed had to be paid. If the
study had started on time, there would have been
a saving to the study of about $25 000.

This total cost of $30000 did not include the
additional cost associated with liaising with hos-
pitals (travel, accommodation and time for hospi-
tal in-service sessions and face-to-face interviews
of women, postage of documents, telephone
costs), all of which was covered by the study
budget. This included a set of 37 pages sent to all
HRECs after final approval. At least 26 000 sheets
were used.
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Issues raised by hospital HRECs

For hospitals with HRECs, queries were raised
about recruitment, particularly of women whose
baby had died. For a few, the study design was
not understood. The study was complex, with
different recruitment processes for cases and
controls, and even though most hospitals were
unlikely to recruit cases they were required to
understand and approve the protocol should a
very preterm birth occur. The issue of who
should approach women was queried by 10
HRECs; and issues of confidentiality associated
with changes to the privacy legislation were
raised by five HRECs. Other issues raised by
HRECs included concerns about the qualifica-
tions and ability of the research staff to conduct
interviews with case mothers, defining an
acceptable process for contacting women who
had had a perinatal death, the inclusion of
questions on intimate partner violence (one
HREC refused permission to include these ques-
tions), the possibility of causing women distress,
interviewing teenage mothers and medical
record extraction.

For hospitals without HRECs, assigning a
person responsible for the ethics approval deci-
sion, understanding the study design and impli-
cations for the hospital were the major issues.
However, where the CAF was used, the prepara-
tion of each application was simplified.

Follow-up contact with HRECs and
hospitals

During 2002 and 2003 annual ethics reports had
to be sent to all hospitals with HRECs, and for
three this was required bi-annually. In 2004 when
recruitment had finished a final report was sent to
all participating hospitals summarising recruit-
ment success. LTU, DHS and six hospitals require
annual reports until the primary outcomes are
published (expected early 2008). All hospitals
will be sent study findings when available.

Discussion
Obtaining ethics approval to undertake this pop-
ulation-based study was a very resource-intense
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process. However, we considered it essential to
our study design since participation from every
hospital selected was required to minimise bias.
We approached 85 hospitals (including the inde-
pendent midwives group) to obtain ethics
approval; 73 approved our study and eight no
longer offered maternity services in the recruit-
ment period. Only four hospitals did not partici-
pate. The effort required on our part to obtain
approval was out of proportion in many
instances, given that for more than half the
hospitals less than 10 women had been selected
for inclusion in the study In the end, women
were recruited from all hospitals that gave
approval, and were interviewed from all but one.
Generally, clinical staff were supportive and co-
operative, as were the women they recruited,
even when the approval process had been prob-
lematic.

Rationalisation and evolution of ethical review
of research is occurring in Australia and over-
seas. In both the United Kingdom” and United
States?® centralised review boards initially
review multicentre trials. Once this body has
granted final approval, local investigators submit
the approved documents to their local review
boards. This system has led to longer start-up
times and dissatisfaction for researchers.?!??
Two models in Canada (in Alberta and at McGill,
Ontario) attempting affiliation agreements
between review boards may obviate the need for
local review. These rely on a binding agreement
among institutions and require a level of trust.*?
In any event, the process is slow, and for all
institutions issues of legal responsibility need to
be investigated.

Our experience has shown an inconsistent and
uncoordinated ethics application process. It
resulted in duplication of effort by researchers
and unnecessary processing by hospitals. This
experience is not new, both overseas*+2*25 and
in Australia.’®?” There is a need for both formali-
sation and rationalisation of processes. A group of
hospitals lying outside the scrutiny of AHEC
proved most problematic. This applies to hospi-
tals not receiving NHMRC funding. We recom-
mend:
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m That all hospitals have explicit working proce-
dures to deal with research ethics applications
and that these include a time limit for decision
making. For hospitals with HRECs this
already exists. For others, including private
hospitals, explicit agreement for association
with another institution that has an HREC
should exist. This situation is most likely to
occur with observational studies that endeav-
our to include whole populations. In our case,
these other hospitals were particularly difficult
to deal with. They were unable to be clear
about who would take responsibility and took
longer to grant approval. Many eventually
accepted another hospital’s decision. The deci-
sion not to participate in the study was made
by the hospital managers with little or no
understanding of public health research.

m That where approval for multicentre research
is being sought, the recommendations in the
National Statement' be adopted.

m That ethical and design issue decisions made by
another HREC be accepted, but with the allow-
ance that local resources and administration
aspects of each hospital be considered.

m That rationalisation of the ethics application
form continue, with the aim of making its
submission electronic. The use of the CAF
simplified the document preparation and ena-
bled in the Early Births Study to provide a well-
prepared comprehensive document to all hos-
pitals by replication. However, it did not obvi-
ate hospital-specific requirements or reduce
paperwork and duplication or expedite the
decision-making process. No hospital accepted
electronic submission of the ethics application.

m Firm guidelines on timely processing of appli-
cations. In the study, approval granted by terti-
ary hospitals with HRECs did not expedite
approval from the other 71 hospitals. Hospital
HRECs had no procedures in place to accept
other HREC approval or to communicate effec-
tively with us. The time taken in our study was
unacceptable — with a median of 3.7 months
and up to 12 months. At the time we had
hoped to start recruitment, only about half the
approvals sought had been granted.
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m That specific grant allocation for ethics applica-
tions in multicentre studies be allowed by
funding bodies.

The recent introduction of new Victorian pri-
vacy legislation, which increased caution among
some ethics committees and hospitals, delaying
approval in some institutions, was an additional
impediment. The primary purpose of ethical
review of research is that participants be
accorded the respect and protection that is due
to them and that research is fostered that is of
benefit to the community (National Statement p.
1).} Tt makes no sense to have one without the
other,?® and if nothing is done clinical research
could wither.?® As with others,>® we found that
the balance against research is even worse for
multicentre studies in public health.

Our experience adds to the increasing disquiet
about good epidemiological studies having a
future in the current Australian clinical environ-
ment.
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