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Abstract

Introduction: Phasel 1l randomised clinical trialsprovidethehighest level of evidenceto support thesuperior effectivenessof anewdrug
or therapy. The main practical problems encountered in theinitiation, design, conduct and completion of both investigator-initiated and
sponsor-initiated phase |11 clinical drug trialswill be reviewed. Methods: A Medline search of clinical drug trials conducted in Singapore
aswell asjournal articles highlighting important methodological considerations and practical problemsencounteredin phaselll clinical
trialswasperformed. Results: Several phasel || randomised clinical trialshavebeen conducted in Singaporewhich includetheinvestigation
of interventionsthatincludetramadol, estradiol patch and colloidal bismuth subcitrate. Themain problemsencounteredin phasel I clinical
drugtrialsincludedifficultieswith recruitment of subjectsfor thestudy, proper filing of casereport forms, special problemsin children and
the elderly, adequate compensation for adver se events and the adequate archival of documents of the completion of trials. I n investigator-
initiated trials, careful attention should be given to identifying a suitable study question, choice of study design, sample size calculations
and dataanalysis. | n sponsor-initiated trials, agood working relationship with the sponsor isessential and publication termsshould be spelt
from the onset of thetrial. Conclusions: Well-planned clinical trialsled by a team of competent investigators are essential for the conduct
of rigorous sponsor-initiated and investigator-initiated clinical trials.
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I ntroduction

Therehasbeenarapidincreaseinclinical tria activity in
Singapore and other parts of Asia. Randomised clinical
trialsarethe“ gold standard” in study design, which enable
the question of efficacy of different treatments or
managements to be effectively compared. However, this
result can only be acceptable if data collected are reliable
and accurate, hencetheneedfor rigorousstudies.®2Clinical
trials may be classified into phase | and Il trials whereby
preliminary testing of the drug is conducted for safety and
efficacy. Phase Il clinical trials are designed to test the
efficacy of oneform of management (beit drug treatment,
surgery or screening) or versus a control (placebo or
standard treatment) in a statistically large enough group of
subjects, and phase IV trials which are designed as post-
marketing surveillance for the side-effects and toxicity of
anew drug.®

Phase |1l trials represent the most rigorous form of
testing that providesthe highest level of evidence that one
form of therapy or management is superior to placebo or
standard treatment. Examples of phaselll trials conducted

in Singapore include the evaluation of drugs, surgical
methods, health screening methods and health promotion
exercises. Drugs that have been evaluated include
enoxaparin prophylaxis for patients undergoing major
colorectal surgery, cimetidine for duodenal ulcers and
tramadol as pain relief for pregnant women in labour
(Table I).#® Table | summarises several published
randomised clinical trialsconducted in Singaporewhereby
the majority used simple randomisation techniques. None
of thetrialsin Table | were factorial or cross-over trials.

Phaselll clinical drugtrialsmay beinvestigator-initiated
or sponsor-initiated. In investigator-initiated trials, the
motivation for conducting the study isusually academic, in
other words, adesiretoimprovetherapy or management of
disease. In a sponsor-initiated trial, the motivation is to
obtain sufficient data to show that the new treatment is
effectiveand safe, and adrug (or device) may beregistered
with regulatory authorities. The clinician works with a
sponsoring agency that would have already formulated the
trial protocol, usualy to be performed in a multi-centre
setting (to optimise recruitment). Whilst the motivations
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TABLE |I: SOME EXAMPLES OF RANDOMIZED CONTROLLED TRIALS DONE IN SINGAPORE

Author Sample Randomisation Placebo  Cross-over Factorial  Conclusion

(year) size (simple, stratified, block) ? trial? design?

Ho et a* (1999) 320 Simple randomisation ? No No Enoxaparin prophylaxis is effective in
patients undergoing major colorectal surgery

Khalil et al® (1998) 16 Simple randomisation Yes No No Fibre-containing enteral formulae do not reduce
the incidence of diarrhoea in tube-fed patients

Viegas et al® (1993) 90 Simple randomisation No No No Tramadol was as effective as pethidine for pain
relief for pregnant women in labour

McCarthy et a” (1992) 21 Simple randomisation No No No A new 50 micrograms estradiol patch was found
to be as effective for estrogen replacement
therapy

Kang et al® (1990) 282 Simple randomisation No No No Low-dose cimetidine treatment is less effective
than standard doses in acute duodenal ulcer
patients

Ratnam et al® (1990) 22 Simple randomisation No No No High-dose prednisolone was not found to be
more effective than low-dose prednisolone in the
prevention of relapse in patients with pemphigus

Kang et a° (1990) 73 Simple randomisation Yes No No Colloidal bismuth subcitrate benefited non-ulcer
dyspepsia patients with gastritis but not those
without gastritis

Singapore 310 Simple randomisation No No No No evidence of therapeutic benefit of

Tuberculosis continuing streptomycin beyond 1 month or

Service (1991) from adding streptomycin to HRZ (isoniazide,
rifampin, pyrazinamide)

Wo0™ et a (1990) 27 Simple randomisation No No No Combination regime of cyclophosphamide,
dipyridamole and warfarin reduced proteinuriain
patients with IgA nephritis

K oetsawang 925 Simple randomisation No No No No significant difference in contraceptive efficacy

et al' (1980)

between “natural estrogens’ containing ethinyl
estradiol

for phaselll trial saredifferent, themechanismsarevirtualy
identical. However, sponsoring agencies, such as
pharmaceutical companies, have far more experience,
expertiseandresourcestoensurethat protocol sarerigorous,
completedataarecaptured and compliancewiththeprotocol
and Good Clinical Practice (GCP) are achieved, so that
subsequent analysi scanbeperformed. Investigator-initiated
trialsseldom achievethisdegree of quality for the opposite
reasons that sponsored studies can do so.

This paper covers the main practical problems from the
initiation to the conclusion of phase 11 clinical trias. The
advantages and limitations of specia “cross-over” or
“factorial” study designs will aso be outlined.

Special Problems of Investigator-initiated Trials

a. ldentifying the Research Question

Identification of such problems usualy evolve around
the lack of evidence for decisionsthat impact on patient’s
well-being and healthcare management, and may involve
the full spectrum of illnesses from treatment of skin warts
to optimal therapy of septic shock. The desired answer to
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these questionsinanew clinical trial usually isdetermined
by theclinician, based on either absence of substantial data
on the subject or costly treatments of unproven benefit. It
should be pointed out that treatments that appear obvious
and physiologically sound but unproveninclinical trial are
important hypothesesto test out. An example of thisisthe
use of anti-arrythmic prophylaxis following myocardial
infarction. It was not until robust clinical trials were
performed that these agents were found to cause more
deaths than the placebo.'

b. Literature Search

Oncethe question has been identified, in-depth research
may be conducted with acomprehensive literature review
based on aMedline search, Cochrane review methodology
database or other databases, and hand searching of journals
to evauate the latest information on the evidence for the
treatment(s) and the desired health outcomes of interest.’®
Inaddition, areview of abstractspresented at major rel evant
local and international conferences as well as discussions
with other research leaders in the field may be helpful.
Questionsthat theinvestigator may ask include“lsanyone



600 Phaselll Drug Trials—SM Saw & SG Lim

else adready doing this?” and “Or has this aready been
done?".

¢. Study Objectives

Once the question posed has been defined, the study
objectives are easier to formulate.®* These are structured
around the parameters of efficacy and are often called
endpoints (primary or secondary).'” For example, a study
of therisk factorsfor coronary heart disease may use acute
myocardial infarction or coronary heart disease deaths as
primary endpoints, and thickened carotidintimaon Doppler
ultrasound as a secondary endpoint.

d. Trial Design

The simplest design is a two-arm randomised placebo-
controlledtrial. Deviationsfrom this create problemsfrom
theviewpoint of analysisand study size, andarenot usually
recommended. Appropriate randomisation methods are
reguired, not methods such as coin-flipping.t#° In double-
blind studies, itisimportant for theinvestigator and patient
to maintain the blind.*®

e. Special Trial Designs—Factorial and Cross-over Designs

Special factorial designsallow usto study morethan one
new treatment as well as the joint effects of the new
treatments. The simplest factorial design is the 2 x 2
completebalanced factorial designwhichhastwotreatments
(A and B) and four different arms (A and B, A but not B,
B but not A, neither A nor B.%?

In cross-over trials, patients switch or cross-over from
one form of treatment to another at different times of the
trial. The patients are randomly assigned to groups | and 11
whereby the patientsin group | are assigned the treatments
in the order A, B and patientsin group Il are assigned the
treatments in the order B, A.??? The length of treatment
under A and B are similar and there may be a wash-out
period during the“ switch over” phasewherethe patientsin

TABLE II: AN EXAMPLE OF AN EQUATION TO CALCULATE
SAMPLE SIZE IN A RANDOMISED CLINICAL TRIAL

N.={Z,.] @PQ+Z,.[ (PQ.+PQ)}/A

whereby N_is the required sample size for the control group

o is the probability of Type | error

B isthe probability of Type Il error

P, is the event rate (expressed as proportion) for the outcome of interest
in the control group

Q, =1- P, P, isthe event rate (expressed as proportion) for the outcome of
interest in the treatment group

Qr=1P
A=P_-P,
N = (r+1) N_, whereby N isthe total sample size for all the groups.

both groups | and Il are not given any treatment. An
example of an on-going cross-over tria is the study with
two arms 1% cyclopentolate followed by 1% tropicamide
and 1% tropicamide followed by 1% cyclopentolate
whereby the effectiveness of the 2 drugs in paralysing
accommodation is studied.?

f. Sudy Sample Sze Calculations

Trial sizes of 50 or 100 patients are often seen in grant
applications and raise suspicions by reviewers that
insufficient effort has been put into this area. It would be
woeful to spend 3 years conducting atrial to find that the
study size was inadeguate to answer the question posed,
not to mention awaste of finances. Sampl esizecal cul ations
depend on the number of test treatments, the outcome
measure, anticipated length of follow up and anticipated
non-compliance rate (Table Il).

g. Data Analysis

Itisnot wiseto solely depend on hypothesis testing and
Pvaluesassimpledescriptiveanalysisisjust asimportant.?
A simple description of the proportions or means of the
outcome variable and baseline variables in the different
treatment groups would be useful. The outcome variable
may be nominal (outcome experienced versus no outcome
experienced) or interval-ratio. One of the simplest data
analysesisto comparethe proportion of patientswho have
experienced the outcome of interest (nominal outcome) in
the control group and the treatment group. Statistical
evaluation of thedifferencein proportionsmay beperformed
using Fisher's exact test or chi-square test. Multivariate
logistic regression analysismay be performed to adjust for
several confounderssimultaneoudly. Survival analysiswith
life-table estimations and Cox proportional hazard
modelling are statistical toolsthat may be used to takeinto
account varying follow-up times.

h.” Intention-to-treat” versus* Treatmentreceived” Analysis

In redlity, not al patients enrolled in a clinical trial
comply with treatment.® “Intention-to-treat” (ITT) is a
principle whereby the patients in the clinical trial will be
analysed according to the treatment group they were
assigned, regardless of whether they actually received the
treatment they were assigned. Many researchers feel that
“intention-to-treat” should bethefirst line of dataanalysis
astheprotection of therandomisation codeisvery important
and selection bias may be avoided. If there are many non-
compliersand“ cross-overs’ fromonegroup to another, the
risk estimate will tend towards the null but will not
be larger.?

“Treatment received” (TR) is the principle in which
patients are analysed according to the actual treatment
received, which may be very different from the original
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randomisation assignment if there are a large number of
non-compliers with the assigned treatment. However,
treatment received analysis may give rise to spurious
results caused by outcome factors that influence non-
compliance in both arms. Furthermore, the randomisation
codeisbroken and the sample size may be smaller. If there
is non-compliance, the best approach would be to analyse
theclinical trial by both“ITT” and“ per protocol” analysis.
A clinically meaningful result is more likely if the “ITT”
and “per protocol” analyses yield similar findings.

Specific Issues Involved in Sponsor-initiated Trials

There are many reasons why clinicians choose to
participateinsuchtrials. Oftenthereisadesiretodetermine
whether the new treatment is successful. Publication is
often another reason for such participation. Heretheissues
are quite different to those of investigator-initiated trials.
Firstly, the data bel ong to the sponsor company, not to the
investigator and there may be aproblem if thetrial results
prove poor and the sponsor doesnot want publication of the
results, especialy if thisis contrary to the investigator’s
intentions.?” Secondly, the sponsor may not spell out the
publication terms because they do not want to antagonise
key investigators. However, GCP requiresthat publication
policy must be settled before the start of the study so there
arenodisputeslater. While one expectstrial objectivesand
design to be well constructed, investigators should really
look at thisclosely. Thereisatendency for sponsorsto try
and squeeze in as many objectivesas possibleinto asingle
trial and run the jeopardy of being unable to answer the
question adequately. In a recent study of lamivudine for
treatment of hepatitisB in Asia, theinitial study comprised
a three-arm design of placebo, 25 mg and 100 mg.
Unfortunately, the follow-on study protocol required re-
randomisation and patientswere put on open-labelled drug
if HBV DNA was detectable. Later analysis of the trial
proved difficult as the 358 patients were then split into 7
arms from theinitial 3 arms.®

Investigators need to be aware of dubious study designs
and can feedback to the sponsor during the forum for such
discussions—thefirstinvestigator meeting. Theinvestigator
also needs to obtain the assurance that the sponsor will
providefreedrugsto the study subjects (including subjects
taking placebo) should the drug be successful, until
licensing. Pharmaceutical companies may not want to
provide this, but not only isit morally important, but adds
credibility that they do in fact wish to assist patients with
the disorder. The subjects should receive compensation in
the form of paid medical treatment, hospital expenses or
reimbursement.

Singapore GCP (Good Clinical Practice) Guidelines
All clinical trials must conform to the Declaration of
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Helsinki. The conduct of clinical trials in Singapore is
regulated by the Medicines Act 1975 and the Medicines
(Clinical Trias) (Amendment) Regulations August, 1998.
The Singapore GCP guidelines were launched on 1 July
1999.% The guidelineswere adapted from the International
Conference on Harmonization (ICH) Guideline for GCP.
The GCP guidelinesin Singapore set acceptable standards
by whichclinical trial saredesigned, performed, monitored,
analysed and reported. The guidelines set an assurancethat
the well-being and safety of the subjects are protected. In
addition, the guidelines provide a uniform basis to ensure
that the studies are carried out to uniform and the highest
standards. Approval must be obtained from the Ethics
Committeeof theparticipating hospital orinstitutionbefore
atrial may commence. In addition, acertificate to conduct
theclinical trial (CTC) hasto beissued by the Ministry of
Health.

There may be adelay in the commencement of atrial if
incomplete or inappropriate submissions are made to the
EthicsCommittee. Thesubmissiontothe EthicsCommittee
should include the protocol that addresses any possible
ethical considerationsinthetrial such asinformed consent,
the safety of the proposed new treatment, and the
appropriateness of the use of placebo. The submission
should include a copy of the proposed consent form. The
common mistakes in submission to the Ethics Committee
areoutlinedinTablelll. Delay may alsooccur if incomplete
protocols are submitted to the National Medical Research
Council for investigator-initiated trials.

Clinical Trial Study Team

Theminimal clinical study team involvesasinglecentre.
Here, the principal investigator, co-investigators and the
study coordinator are all that is needed to carry out the
logistics of the trial. Assistance from a biostatistician is
essential. If there is a considerable amount of data, then a
specific data manager is required. Once a trial becomes
multi-centre, or involves many subjects, the size of the

TABLEIIl: COMMON MISTAKES BY INVESTIGATORS IN
SUBMISSION OF PROTOCOLS TO THE ETHICS
COMMITTEE

Mistakes in submissions to Ethics Committee

No submission to Ethics Committee

No consent form submitted

Consent form does not include possible adverse events
Available safety information not provided

Protocol does not include mechanism for reporting of adverse
events and the management of intervention-related adverse
events

6 Details of recruitment procedures such as advertisement are
not included

a b~ wN P
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team increases as the logistics need to be delegated to
specificstaff. |deally, each siteshould haveitsown specific
staff such as a pharmacist, study monitor and study nurse,
and there should also be an overal project leader, data
entry clerks, programmers and so forth.

Practical Problems
Number of Trials Investigators are Involved in

Often, investigators may be involved in several clinical
trials at the same time. Serious problems may arise if the
investigator isunableto attend all study meetings, doesnot
devote time to solve problems that may arise during the
trial, and does not supervise the clinic staff in an adequate
manner. There is no magic number for the maximum
number of trials an investigator should be involved in, as
theamount of time devoted to clinical trialsdependson his
responsibilities within the trial (principal investigator or
collaborator) and hiscommitmentsin theclinic or surgery.

Recruitment of Patients for the Study

Oneof themain practical problemsof randomisedclinical
trials is the recruitment of patients in the study. This is
usually a particular problem in single centre trials. Multi-
centre trials may overcome this by having competitive
recruitment where each centre’ sall otment dependson how
fast recruitment occurs. Investigators need to be careful not
to be over-optimistic of the recruitment rate, and methods
to increase patient recruitment should be explored.

Groups Requiring Special Consideration

Clinical trialsthat focus on the effect of interventionson
the elderly or very young children need special
consideration. The dosage regime, adverse effects and
documentation of outcomes in these special groups are
uniqueand possibly different fromyoung adults. Inclinical
trials of the elderly, it is important that the subject
comprehendsthecontentsof theconsent formandwillingly
joinstheclinical trial . Other special problemsof theelderly
include compliance with medication and transport to the
clinic for further follow-up visits. In clinical trias that
include children, care must be taken to ensure that written
informed consent is abtained from the parents and that the
study isalso explained tothechild. Verbal assent should be
given by the child if the child is more than 6 years of age.
Inarandomised clinical trial of rigid contact lensesand the
progression of myopiain Singapore children, special care
was taken to explain the procedure of the trial and the
nature of contact lensfitting to theadult aswell asthechild.

Informed Consent

Informed consent is a key part of the study and an item
which the Ethics Committee or I nstitutional Review Board
looks at very serioudly. It is also a matter which auditors

examine closely. The important elements of the consent
form can be found in the GCP guidelines and need not be
reviewed here.? | mportant and controversial issuesinclude
language difficulties (the consent form should then be in
the language of the patient), illiterate persons, mentally
handicapped, childrenand unconsciouspatients. Ingenera,
informed consent should be taken from the patient but in
extenuating circumstances, a next-of-kin or guardian may
have to give consent. It is against GCP guidelines for the
investigator to make the decision on behalf of the patient.
Aspart of GCP, it isalso important to complete all aspects
of the consent form, which not only include patient’s
signaturebut date (to bewritten by thepatient) and witnesses
signatures.

Important Logistic Issues

Before the trial starts, a site initiation visit is usually
required, particularly for multi-centre trials. This ensures
that all the participants are familiar with the processes of
the study, and allows queriesto be raised over logistics or
other matters. Important matters include what constitutes
screening, inclusionand exclusioncriteria, logisticsof data
and sera collection (specia tubes, couriers), reporting of
adverse events, patient compliance, indemnity and patient
withdrawal, amongst others. Itisvital that all investigators,
particularly the principal investigator, understand the trial
in-depth to ensure that no logistic issues hamper the
successful conduct of the study. These issues are critical,
particularly for investigator-initiated studies, where there
is greater likelihood that logistic matters have not been
fullyworkedout, leading tolossof samplesand subsequently
data. Other logistic issuesthat need to be addressed arethe
location of the trial—including where the patients will be
seen, where the CRFs (case report forms) will be stored
(lockable cabinet is mandatory), where the trial nurse will
be located, how will she/he be contactable, how will
payment for the trial be performed, under which account
and how will this be used to pay for trial services (e.g.
pathol ogy services), storage and dispensing of medication,
how to randomisepatients, and soforth. Thebasic principle
isthat nothing should be taken for granted, and work-flow
should be carefully and precisely thought through for each
process for the trial from start to completion.

Important and Practical | ssuesinthe Conduct of the Study

In sponsored trials, there is a monitoring team that
ensures all data pertaining to the study are captured. Data
sheets are analysed as they come in, so that missing or
ambiguous data can be clarified. Thisis an infrastructure
that is often lacking in investigator-initiated studies, but
can beresolved by either having adatamanagement group
(e.g.Clinical Trial and Epidemiology ResearchUnit, APEC
Centrefor GCP, Department of Community, Occupational
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and Family Medicine, NUS) or all ocating responsibility for
data management to a specific person. Standard operating
procedures should be put in placeto ensurethat dataare not
lost along the way. Even more important are missing
patients. It is the responsibility of thetrial nurse to ensure
patients are compliant with trial visits and trial protocol.
Patients need to be reminded to take their trial medication
with them when they travel—it is often forgotten. The
principal investigator may need to provide a letter to
customsand a so aletter of introduction and contact should
the patient becomeill overseas. Theclinical research nurse
andthe principal investigator needtowork closely together
so that the principal investigator is kept informed of any
problemsduringthestudy. Itisbest toholdregular meetings
to keep track of trial progress.

Clinical and laboratory dataneed to berecorded in CRFs
as well as the patient’s medical record file. The latter
provideswritten documentation that acts as verification of
the patient’ s progress. It isvery important that both sets of
records have similar entries, otherwise, thisresultsin data
discrepancy, a matter that auditors are particular about.
The medical records also provide evidence that the patient
existsand has attended the required visits. Additional data
that need to be documented in the medical records are
concurrent medication(s), any adverseevent(s) (thismeans
anything that happened to the patient whether related or
unrelated to the study—Dby unsolicited questioning) and
patient compliance. Serious adverse events, such as
hospitalisation or death, need to be reported within 24
hours to the Ethics Committee and the sponsor company
(inasponsored study). In addition, the investigator has to
be kept well-informed of adverse reactions that occur in
trials conducted in other sites in a multi-centre trial and
mechanismsto inform the patients and stop thetrial should
beinplace. Thenatureof compensation should beexplained
to the subjects if serious adverse events occur as patient
expectationsmay bedifferent fromthat of theinvestigators.
For example, if a patient is hospitalised for severe
complications, will he or she bereimbursed for al medical
treatment, hospital fees and surgeon fees? In a well-
conducted study, where informed consent was adequately
obtained, there seldom are voluntary withdrawals or
dropouts(unlessapatient, for exampl e, goesfor anextended
overseas trip) as patients know exactly what to expect
during the course of the study and do not have unexpected
surprises. Letters to the patient’s general practitioner are
standard, but it is unclear whether these are useful in
Singapore as many patients tend to attend different GP
practices at different times.

For example, there was early termination of the aspirin
component of the Physician’ s Heal th Study (arandomised
clinical trial of therole of aspirin to prevent cardiovascular
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disease and beta-carotene to prevent cancer) after 5 years
of follow-up. The reason for the termination was a highly
significant reduction (P <0.001) in myocardial infarction
risk in the aspirin group.® The patients were not treated
with aspirin even after it was found to be an acceptable
form of treatment for the disease. At what stage would the
investigators stop the trial? What are the rules to follow
when stopping trials? Often a stopping rule is established
before the trial, whereby the limits for the test-control
difference are set and if they are exceeded, the tria is
stopped. However, stopping rules should be used only asa
guideline and details further evaluated by the clinical trial
committee.

The investigator should ensure that relevant forms such
asCRFsmay beaccessiblein an organised fashion after the
study has ended. Even after the completion of the study,
side-effects or benefits of the intervention may be present
and the relevant forms may need to be retrieved. Informed
consent forms, CRFs, laboratory investigation forms,
medical records and correspondences should be kept for at
least 2 years after the formal discontinuation of clinical
development of investigational products or 6 years after
the end of theclinical trial. As such, other factors that one
may consider are the amount and availability of storage
space and the possibility of off-site storage if there is
insufficient storage space.

Finally, a word of warning: do not, under any
circumstances, falsify data, even though the temptation to
go back and fill in missing information or results may be
very strong. Thesewill inevitably be discovered and result
in serious penalties. If certain items were forgotten or
protocol violated during the study, it is best to record these
as afilenote and be open about the mistake rather than try
to conceal it. Most experienced project |eaders expect the
occasi ona mistakeand protocol violation (hopefully minor),
but data falsification is an extremely serious offence that
can jeopardise the entire study and credibility of the
investigators. Fraudisadeliberatefabricationandalteration
or omission of data deserves severe punishment, which
must be distinguished from carel essness whereby awrong
observation, measurement or analysi swasconducted. Fraud
may be suspected if thereisreluctance by theinvestigators
to have a site-visit, if medical records are missing or not
availableor if correction fluidisused intheforms. If fraud
has been detected, the nature of the problem has to be
reportedtothe EthicsCommitteeand Scientific Committees
immediately, whereby athoroughinvestigation may ensue.
The results of the trial may be discarded if the problem is
extensive and submitted manuscripts hasto be withdrawn.
In the worst-case scenario, the investigators may even be
suspended from their jobs. An example of datafabrication
occurredintheBezwodastudy inwhichtherewasdisparity
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TABLE IV: SUMMARY OF SPONSOR AND INVESTIGATOR-
INITIATED TRIALSIN SINGAPORE (1997 TO 1999)

Types of trials 1997 1998 1999
No. (%) No. (%) No. (%)
Sponsor-initiated trials 36 (86.00 70 (71.0) 86 (75.0)
Investigator-initiated trials 6 (14.0) 29 (29.0) 28 (25.0)
Total 42 (100.0) 99 (100.0) 114 (100.0)

Source: Ministry of Health, Singapore

between the case records and data, no signed informed
consent was availabl e, and there was no record of approval
from the ingtitutional review committee.®

Conclusions

An increasing number of sponsor-initiated and
investigator-initiated phase Il clinical drug trials have
been conducted in Singapore. Table IV shows the
comparison between the number of sponsored and
investigator-initiated clinical trial sin Singaporefrom 1997
to 1999. There is an increasing number of investigators
interested and trained in initiating, conducting and
completing such trialsin Singapore. We have summarised
the important issues and practical problems for both
investigator-initiated and sponsor-initiated trials. For the
investigator-initiated studies, there are numerous courses
and the resources of the Clinical Trial and Epidemiology
Research Centre and the Department of Community,
Occupational and Family Medicine, National University
of Singapore to assist with such studies. Advice from or
collaboration with experienced investigators is another
approach. At the Walter Reed Army Institute of Research
in the United States, clinical investigators are required to
attend one GCP course a year in order to maintain their
investigator status. | wonder how many of our existing
principal investigators fulfill this simple requirement?
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