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ETHICS COMMITTEE

APPROVAI,

A  Na t i ona l  t l ea l t h  E th i cs  Counc i l /
Comrnittee is in the proccss of being
established. Ethics committees wil l in
the near future have to be accrcdited
with this Council according to various
requirements arrd standards. At present
rnost of the recognised ethics cornmit-
tees are basecl in acadenric institutions
and the rule of thumb is that for rcsearch
be ing  unde r taken  i n  one  o f  t hese
settings, approval should be obtained
from their own ethics committee. For
other settings e.g. practice, private
hospi ta ls ,  etc . ,  approval  should be
sought frorn an independent recognised
ethics comrnittee.

MEDICINES CONTROL

COUNCIL APPROVAL

The MCC has a specially constituted
comrnittee the Cllinical l'rials Comrnit-
fee (CTC) which reviews allcl inical trial
applications and makes recommenda-
tions to the MCC in tenns of approving
(or  not  approving)  them.

The CTC consists of about twentv

members frorn all over South Africa
w h o  m e e t  e v e r y  s i x  w e e k s  ( 2 0 0 3

calendar)  to  rev iew the appl icat ions.
The rnernbers represent a variety of
medical and pharmaceutics disciplines.
Each member is provided with copies
ofall applications (the application form)
f o r  a  p a r t i c u l a r  c y c l e .  I n d i v i d u a l
members are requested to rev iew a
nurnber of trials in-depth (dependent on
the nurnber submit ted) ,  and present
these to the CTC. 

'fhe 
committee then

d i s c u s s e s  t h e  t r i a l s  a n d  m a k e s
recornmendations to Council ( MCC).

THE APPLICATION
.PACKAGE'

The  usua l  app l i ca t i on  cons i s t s  o f  a
cornpleted clinical trial application fonn
which can be downloaded f rorn the
internet  ht tp : / /wwrv.p l rarmnct .co.zal
frame_regservices.htrn), the protocol,
an  i nves t i ga to r ' s  b rochu re  and /o r
package inscrts, invcstigators' CVs and
signed declarations. copies of insurance
ccrtif icates, and othcr required accom-
panying docruncnts. Elcctronic vcrsions
of these, where applicable, should also
be submitted.

THE CLINICAL TRIAL

APPLICATION FORM

Although a clinical research associate
(CRA) usually cornpletes the applica-
t i o n ,  i t  i s  i n c u m b e n t  u p o n  t h e
investigators (usually represented by the
'principal' investigators) to ensure that
the study is  both sc ient i f ica l ly  and
ethically sound, and that the application
is logically cornpleted. Many CRAs do
not have scientif ic or clinical training
and have difficulty in summarising, for
example, the rationale of the study. It
shou ld  be  bo rne  i n  m ind  tha t  t he
individual reviewers of the application
focus  on  the  app l i ca t i on  f o rm  as
submitted by the applicant (represented
by the CRO or  CRA),  and use the
supporting docurnentation to double
check on the information nresented in
the application.

The application form has three

sections:
. Section I l ists the required docu-

mentation and includes sorne details
of the substances to be tested (e.g.
MCC reg i s t ra t i on  number  o f  a
medicine, if applicable)
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. Section 2 provides administrative
and supplementary details (such as
contact details ofall sites and for all
the investigators). An interesting
aspect of this section is the request
for details of investigator's t ime
commitments - some investigators
claim to work 168 hours a week,
although the form states that this is
the denominator for determining the
different percentages!

. Section 3 summarises important
components of  the c l in ica l  t r ia l
i tse l f .  This  summary forms the
applicant's report to the CTC and is
the rnost important component of the
application. These wil l be dealt with
below on a point by point basis.

Title
The t i t le  of  the study should be as
comp le te  as  poss ib le .  The  ma jo r
components of  the study should be
inc luded (b l ind ing,  randomisat ion,
placebo, phase etc.) Also the intention
of the study should be clear from the
tit le: is it primarily to test safety or
efficacy, or both: or is it a comparison
of existing therapies. The nature of the
therapy should be clear - for example,
where an anti-asthma medication is
being used in addition to 'usual' therapy,
the  t i t l e  shou ld  i nd i ca te  t ha t  i t  i s
'adjunctive' therapy. One ofthe reasons
for this is that the tit le of the study
should be the same as the title under
which the study is eventually published,
and this becomes particularly important
in terms of doing 'searches' of study
databases.

Rationale (summarised)
Here it is important to indicate the
reasons for the study being done at all,
and particularly why it should be done
in South Africa. Completion of this
section should probably not (in most
cases) be left solely to a CRA.

Background information
This should include essential points only
for most, if not all, of the following:
. Disease / problem.
. South African context (e.g. local

epidemiology).
. Properties of Drug / Entity; hypo-

theses about mechanism of action,
etc.

. Pre-clinical f indings: (e.g. labora-

tory/animal/toxicity/mutagenicity).
.  C l i n i ca l  f i nd ings  (e .g .  phases ;

pha rmacok ine t i cs ;  pha rmaco -
dynamics;  dose- f ind ing studies;
adverse drug react ions,  number '
needed to treat/harm INNTNNH],
other relevant information).

. Systematic review(s) and/or cita-
tions per year-group on a Medline
search.

Objectives of study
Most studies have primary objectives
and secondary objectives. These should
not only be Iisted, but each one should
be justified with an explanatory phrase
or sentence. The objectives should be
scientif ically credible. Each objective
should be included in the data analysis
(the statistics section of the protocol
should provide the details). Again -

mos t  CRAs  w i l l  be  ab le  t o  l i s t  t he
objectives very easily, but they may
need help with the justif ication.

Study design
This needs to be clearly described and
each component justified; for example:
the phase,  the use of  p lacebo;  the
dosages; the randomisation methology;
the blinding mechanism; the duration of
the study;  etc .  Another  par t icu lar ly
important aspect to be considered in
terms of the study design is whether or
no t  i t  w i l l  ac tua l l y  p rov ide  the
information l isted in the objectives.
Again, although most CRAs will be able
to rattle off the components ofthe study
design, they may not have the training
to be able.justify them.

Participants
The proposed number of participants
and how th is  nurnber has been
determined needs to be stated;  the
investigator(s) should be able to enroll
t he  requ i red  number  w i t h i n  t he
stipulated time.

Eligibility and enrollment
These focus on the inc lus ion and
exclus ion cr i ter ia ,  which should be
listed and each of them justified. The
inclusion criteria often focus on the
'disease' state and/or problem as well
as the age limits. Exclusion criteria are
those conditions in patients, which make
them ineligible for the study. Again it is
the iustification ofthese criteria that is

irnportant. For exarrple if t{lV-infected
persons are to be excluded, it needs to
be ensured that this is for scientif ic
reasons and is not discriminatory. (It
also irnplies that an HIV test has to be
done,  or  has previously  been done.
Proper HIV pre- and post-test coun-
sell ing wil l need to be in placc and may
need to be incorporated into tlre patient
infonnation leaflet and the intbrnred
consent  docurnents. )  The sc ient i f ic
j us t i f i ca t i on  f o r  e l i g i b i l i t y  c r i t e r i a
should be consistent with the objectives
ofthe trial. The enrolhnent procedures
should also be explicit, logical and clear.

Treatrnent modalities and regirnens,
drug accountability
This is all about how tl.re medication is
given, which must be clearly explained
in terms ofroute ofadministration. dose.
etc. These should also be justif ied for
a l l  pa r t i c i pan t  g roups /a r rns .  D rug
accoun tab i l i t y  needs  to  be  c lea r l y
described.

outcome measurements /variables
These often include before and after
measures, which should be clearly stated
and justified. The justification may have
to include the use of surrogate end-
points and the extent to which these
surrogates actual ly  can be used to
represent the particular morbidity (or
rnortality) being investigated.

Adverse events
Even in 'efficacy-only' studies, adverse
drug react ions and ser ious adverse
even ts  need  to  be  mon i to red  and
reported.  Where these are most ly
already known, they should as far as
possible be prevented. (For example,
where a hepatotoxic effect is known,
persons with l iver disease should be
excluded in the exclusion cliteria.) The
def in i t ions being used -  inc luding
causality assignment - must be listed.
These definitions are usually standar-
dised according to the particular 'Good

Clinical Practice' (GCP) protocol being
followed. The recording, reporting,
reporting time-lines, the action(s) to be
taken, should all be clearly described.

Statistical measures
. The determination of the sample size

should be correct, clear andjustified
(with and/or without stratification).
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. Statistical method(s) and analysis of
quantitative measures should be
appropriate, clear and justified.

. Statistical method(s) and analysis of
qual i ta t ive f i reasures should be
appropriate, clear and justified.

. Data processing (how, where, when,
who) should be clearly described
and justif ied.

. Ifan 'interim analysis' is envisaged,
and there are reasons for stopping a
t r i a l  ( e .g .  unexpec ted  se r i ous
adverse drug react ions)  the
'stopping rules' should clearly be
stated. If an interim analysis is not
envisaged this should bejustif ied.

Most CRAs and indeed most investi-
gators will not have the skills to justify
the different statistical measures being
used. These justifications may not even
appear in the protocol. The CTC has its
own biostatistician to advise it.

Ethical Issues
Some ofthe ethical issues. which should
be addressed include:
. Explanation of which GCP guide-

lines are being followed. Clinical
trials in South Africa should abide
by and adhere to the South African
Guidel ines.r  Par t icu lar  at tent ion
shou ld  be  pa id  t o  t he  He l s ink i
Declarat ion 2000 -  and where
difficulties in adhering to this (e.g.
j us t i f i ca t i on  o f  a  p lacebo  a rm,
ongoing treatment following the end
of the trial) these should be stated
with reasons.

. The choice of investigators should
be appropriate. The qualif ications
and requirements for in\ estigators
are l isted in the SA Clinical Trials
Guidelines 2000. Where investiga-
tors do not meet these requirements
this should be made explicit and
what steps will be taken to ensure
that the investigator(s) concerned
are properly supported and guided
in canying out the trial. (Note: The
SA Clinical Trials Guidelines 2000
are in the process ofbeing updated
and a few discrepancies and areas
need ing  c la r i f i ca t i on  w i l l  be
addressed.)

. The need for, appropriateness of,
and re levance of  GCP t ra in ing /
updating for staff involved in the
trial should be addressed.

The capacity building element of the
trial should be stated. Although this
is not a legal 'requirement' in terms
of applications, there is a moral
imperat ive to ensure that  increasing
the number of  researchers and
widening the scope of research in
South Africa is addressed.
The adequacy ofthe resources ofthe
s i t es  shou ld  be  add ressed  ( f o r
example, in terms of emergency
equipment and emergency training),
and the resources of the sponsor
must be adequate. It would not be
ethical to stop a clinical trial halfway
through because the sponsor has run
out of sufficient funds. [A declara-
tion to this eff-ect must be signed and
is one of the supporting documents
to be subrnitted.l
The monitors and a monitoring plan
need to be adequate. Very often,
pharmaceutical companies wi ll have
thei r  own standard operat ing
procedures (SOPs) for monitoring.
The ethics committees may in future
be required to monitor sites for GCP,
and the Inspectorate of the Medi-
cines Regulatory Affairs is likely to
be increasingly active in monitoring
clinical trials in the future.
An indication as to how the staff
apart from the investigators (e.g.
monitors, pharmacists, nursing staf)
will maintain patient confi dentialify,
follow the protocol, and abide by
eth ical and regulatory requiremenls"
should be provided.
The details of insurance and indem-
nity measures should be provided
and adequate. Where a particular
trial is not detailed by tit le and
protocol number on the rnsurance
certificate because the sponsor has
blanket insurance for clinical trials,
an  accompany ing  l e t t e r  wh i ch
inc ludes  the  t i t l e  and  p ro toco l
number and which states that the
blanket insurance does indeed apply
to th is  par t icu lar  t r ia l  should be
submitted by a person authorised to
make such a statement.
The Patient Information Leaflet
(PIL) and Inforrned Consent should
be written in appropriate language
(to be understood at a Grade 8 level
of education); the English version
needs  to  be  submi t t ed  and  an
indication of translation into other

languages as appropriate should be
made; the possible benefits / risks
ofparticipating should be clear; the
right to withdraw without penalty
should be explicit; patient rights
should not be infringed; the relevant
contact details should be included;
and in terms of compensation for
trial injury, the statement that the
ABPI guidelines will be used, and
that these are available should the
pafticipant desire them, is included.)

. Separate PILs and informed consent
forms for any proposed archiving of
blood specimens for later research
or for genetics research must be
provided (and justified in the study
design).

. An ethical publication policy should
be incorporated as indicated in
various international gu idelines.

.  The ongoing t reatment  and/or
management of,participants in terms
of their disease condition(s) related
to the clinical trial, after completion
of the study, rnust be made explicit.

. The capacity ofthe ethics committee
to monitor sites, if a local ethics
committee has not approved the
trial, should be made explicit.

. An explanation (or breakdown) of
the remuneration received by the
investigators, study co-ordinators,
monitors, and others involved in the
study should be provided. Compen-
sation for participants should be
provided in terms of their t ime,
transpofi and food, where these are
app l i cab le .  The  poss ib i l i t y  o f
pe rve rse  i ncen t i ves  shou ld  be
cons ide red  bo th  i n  t e rms  o f
participants and investigators.

A recuning ethical issue is one where a
clinical trial is performed in South
Afr ica,  which uses only imported
medicines that will not at a later stage
be registered in South Africa. There is
no apparent benefit to the country apart
from a financial benefit to a few people
and possibly a short-term therapeutic
benefit to a few participants.

OTHER RELEVANT
INFORMATION

The person completing the application
(possibly with the help of the investi-
gator)  should a lso ensure that  the
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references in the protocol are adequate
and current ;  that  there are no
discrepancies between the protocol,
investigator's brochure (or package
inserts) and the application; and that the
appl icat ion covers a l l  the re levant
aspects ofthe study.

CONCLUSION

One of the recurring criticisms of the
MCC has been that the time-frame for
review and approval takes too long.
Theoretically it should take only six
weeks. Howeveq many applications are
incomplete, and queries have to be sent
to the applicant for clarif ication of
issues,  or  because of  substandard
applications. Sometimes queries have to
be sent to applicants rnore than once.
Most of these situations would appear
to be where a CRA has simply used a
'copy and paste' method to complete the

application without understanding the
rationale andjustification for the study,
and where the principal investigator has
not paid adequate attention to detail in
her/his reading ofthe protocol and other
documents, nor in double-checking the
actual application itself.

When occasionally rnajor problems
are found in a study, which has already
received ethics committee approval,
major questions are raised as to the
rigour with which an application was
reviewed by the ethics committee. It
should be remembered that the purpose
ofthe clinical trial application is to assist
members ofthe Clinical Trials Comrnit-
tee to determine the answers to the
fo l l ow ing  ques t i ons  i n  mak ing  a
recommendation to the MCC:
. Does this proposed trial contribute

to new knowledge in a scientif ic
way?

. Are all aspects of this proposed trial

ethical?
. Can patient safety be assured?
. Should this trial be done in South

Africa?
Final ly ,  i f  you are approached to
participate as an investigator in a clinical
trial, it would be worth ensuring that the
documents submitted to the Clinical
Trials Committee (which, with other
investigators, bear your name and your
s ignature)  are of  the requis i te
standard.D

Declaration:
Dr Jobson is a member of the Clinical
Trials Committee of the Medicines
Control Council.
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