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Ethics and International
Collaborative Research

Reidar K. Lie, M.D., Ph.D.

Department of Clinical Bioethics,
NIH, USA

Disclaimer

& The opinions expressed are the author's

own. They do not reflect any position or
policy of the National Institutes of Health,
Public Health Service, or Department of
Health and Human Services

International collaborative research

& Protocol that involves at least two

countries
— Sponsor country pays, host country site
—Two sites

& On health problem in host country

— Malaria, HIV or

& Increasingly, “Outsourcing”

Special concerns

e Different regulations

~ Children
— Emergency Research
- Informed consent requirements

& Different scientific judgments

— Acellular pertussis vaccine trials

& Different cultural traditions

- Individual informed consent



Topics

Nature of controversy
& Range of opinions
a My proposal for solution

1. Trial design interventions

= What interventions should be provided as
part of the design of the study
— What should be provided in the control arm
— What study intervention should be provided

Problem arises when there is an effective
intervention that cannot be provided to
most people in host country for economic
reasons

1. Trial design issues

Presumption: provide at least as good
interventions as those that are provided to those
who receive state of the art care

— Independent of place of trials
Some argue that this should be only rule
Many will allow exceptions. Two conditions:
— Scientifically necessary
- In order to obtain results useful for country where
trial takes place

1. Examples

= Test a simplified diagnostic method to
monitor effect of HIV treatment to take
the place of viral load measurements

e Test interventions that will prevent HIV
infection during breastfeeding, without
bottle feeding

2 Examples such as these show that
exceptions are necessary
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2. Ancillary care examples

m Treatment that is provided for study
participants that is NOT necessary for the
design of the study

- Identification of conditions that need
treatment during screening and study visits

—HIV treatment in a malaria vaccine trial

—HIV treatment in a study of malaria
pathagenesis in children

— Malaria treatment in a study of malaria
pathogenesis

2. Guidance

& CIOMS: Although sponsors are, in general,
not obliged to provide health care services
beyond that which is necessary to conduct
research, it is morally praiseworthy to do
so

- 2. Ancillary care: current status

No obligation to provide ancillary care
during trial

@ Many researchers do provide some
amount of ancillary care

Under-explored topic

& Belsky & Richardson have attempted to
derive a limited obligation based on an
entrustment model, rather than a “Good
Samaritan” type obligation

3.1. Post-trial access to study
intervention

a At the conclusion of the study, every
patient entered into the study should be
assured of access to the best proven
prophylactic, diagnostic, and therapeutic
methods identified by that study

— Helsinki-2000

& Only an obligation to provide study
interventions, not ancillary care
interventions, after trial is completed



3. 1. Acute versus chronic
conditions

e Post-trial access to study intervention is
usually not a problem for acute conditions

Not a problem to provide effective vaccine

to control group

a Problem arises for

- Continued treatment for chronic conditions
when there is a potential for long term
financial and logistical commitment

3. 2. Post-trial access to ancillary
care

= Long term access to care for conditions

identified during a vaccine trial

— Treatment for HIV identified during screening
phase in malaria vaccine trials or in HIV
vaccine trials

— Treatment for those who seroconvert during
HIV preventive trials

— Treatment for other chronic conditions
identified during vaccine trials

3. Lack of guidance

Almost no guidance regarding long term post
trial obligations

@ Even if there is provision for referral to national
system of treatment, the system will probably
provide a lesser standard of care than that
which was available in the trial

= Question therefore also is whether there is an
obligation to ensure state of the art care

3. Resolving controversy:
Necessary distinctions

& What justice requires in terms of treatment
access in general

What should be required as a condition of
approval by a research ethics committee or
funding body

m What is a defensible justification for position
taken
- Arguably, people have a right to care
—~ But do people in trials have a right to be prioritized?
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3. Pre-approval

What should we require, as a condition of

IRB approval, before the trial starts:

— Guaranteed access to study medication after
study is completed?
e A legally binding agreement?
= Money in the bank to buy study medications?
= Letter of intent by Ministry of Health?
= Memorandum of understanding of treatment dinic?
= Explore various options before trial starts

3. NIH ARV Guidance

For antiretroviral treatment trials conducted in
developing countries, the NIH expects .
investigators/contractors to address the provision of
antiretroviral treatrent to trial A)amapants after their
completion of the trial. The NIH recommends
investi%ators/conb'actors work with host countries’
authorities and other stakeholders to identify available
sources of antiretroviral treatment

Applicants are ex?ected to provide NIH Program Staff for
evaluating their plans that identify available sources, if
any, for provision of antiretroviral treatment to research
participants

Priority may be given to sites where sources are
identified for provision of ARV treatment

3. Conclusions

At a minimum researchers should address the
issue of post trial access to care and treatment
ERCs should NOT require guaranteed access
(legally binding agreement, money in the bank)
Need to work out examples of successful
strategies

— Streamlined referral processes

— Spedific conditions covered by specific sponsors of
trials

4. Responsiveness

Current Helsinki: Medical research is only
justified if there is a reasonable likelihood
that the populations in which the research
is carried out stand to benefit from the
results of the research



4. Post trial availability to

general community

& CIOMS: As a general rule, the sponsoring
agency should ensure that, at the completion of
successful testing, any product developed will be
made reasonably available to the inhabitants of
the underdeveloped community in which the
research was carried out. Exceptions to this
general requirement should be justified, and
agreed to by all concerned parties before the
research is begun

4. Criticism of reasonable
availability

& Narrow view of benefits

& Not applicable to much research
—Phase I trials
— QObservational studies

& It may be an explicit policy choice to
decide to do a trial that will provide

neaded expertise to do future, more
relevant trials

— Hepatitis A vs. HIV vaccine trials in Thailand

4. Fair benefits framework

& All benefits and risks need to be evaluated
— Benefits and risks to research participants
— Benefits to general community during trial
- Benefits after the completion of the trial
 Community involvement
— Involvement at all level of decision making
— Uncoerced

m Transparency in decision making

4. Controversy

& Fair benefits framework has been criticized
because it provides a minimalist view of
researcher obligations

@ But it was intended to get away from the
narrow view of reasonable availability,
arguing that there are other types of
benefits of research that sometimes may
be important

Essential national health research

® It has been argued that research should
be regarded as part of a wider
development agenda

& While not disagreeing with that, my
preference is to utilize the notion of
prioritized health research

& And accept research that fits within such a
prioritized framework

Three cases

& HIV treatment trial in South Africa
& Blood pressure trial in India
B Malarone prevention trial in Indonesia

HIV treatment trial in SA

m Pharmaceutical company wants to do a
treatment trial of a new promising drug
combination

& Ethics committee requires that those who
benefit receive the drug combination as
long as they benefit afterwards

& Company says no: it is too costly, partly
because they have to buy rival company
drugs

& Activist community wants the trial

Blood pressure trial in India

= Pharmaceutical company wants to do a
trial of a new blood pressure drug in India.
A new version of an existing drug whose
safety profile is well established

& They want to do it India because it is
$200 m cheaper to do it there

@ Drug will be sold almost exclusively in
Western Europe and North America



Malarone trial in Indonesia

& Trial to establish the effect of malarone on
prevention of malaria

8 Proposed for a malaria endemic region of
Indonesia.

& Placebo controlled trial. Observe number
of malaria cases in the two groups

& Number of safety measures in place

8 Community wants it because of health
benefits

Issues in international research ethics
By Reider Lee

The Last topic in this workshop is an overview over
some of the issues that rise in the international
collaborative research. And this is of a research
where protocol involves at least two countries
There are different way you can have this type of
research. You can have a typical type of situation
where the sponsor is in one country and it’s carried
out in a host country. For example, on health
problems, in a host country there is a situation that
does not exist in a sponsor couniry, Malaria for
example. It is difficult to do Malaria prevention trial
or Malaria treatment trial in Japan, but Japan might be
interested in paying for it and have it done and then
Malaria endemic region. HIV although that is
present all over the world there are certain countries
where there are more cases and that is the reason why
they want to do the trial there. You can simply
involve multi country research where you have
different expertise and you pool and different
countries are involved you want to pool patients or
participants and research project for that reason.
Increasingly what you see and it is becoming the
major discussion more in the discussion and in
literature is the outsourcing of the drug development
process, taking it to India and also China, where
pharmaceutical companies are interested in doing their
drug development outside of a high cost countries.
For two reasons, to save money----it is estimated that
it is two hundred million dollars cheaper to develop a
drug if you do the trial in India, instead of doing it in
the United States. It takes the cost of drug
development by eight hundred million dollars by
outsourcing your drug development in India, because
of cheaper labor cost and things like that. In addition,
you have a greater access to the patients in these
countries that are not participating in other trials.
There is a limit of human beings you can participate
trials and increasingly in the United States, it is
becoming difficult to find people who are eligible to
enter clinical trials and it is easier to recruit people in

337

countries like India and China. So you see a lot of
activity going on now with regard to outsource drug
development, lots of workshops are happening with
pharmaceutical industry to facilitate this proposal.
So this is the kind of research projects we are talking
in this international collaborative research project.
There are also special concerns in this kind of research.
We have already mentioned a few times that there are
differences in regulations in different parts of the
world---US regulations, national regulations and
international regulations, organizations have their own
rules and regulations and guidelines. Sometimes
they are not the same, so there are conflicts and
somehow you have to deal with these conflicts and
you will have to resolve them one way or another. If
you have to do this kind of international collaborative
research, you fulfill more than one, sometimes more
than two sets of requirements. You will have to
make sure you fulfill all of them.

There maybe differences in the way that scientists
judge the appropriateness of the research design.
There was an example a few years ago, when they
wanted to develop A cellular pertussis, a new vaccine,
a whole cell vaccine that was in use inadequately
because it had a high degree of side effects. There
was a great interest in developing A cellular vaccine,
They first proposed to do this trial in the United States,
and then they wanted a placebo controlled trial, where
you have one group with placebo and with a new A
cellular vaccine in the other group. The reason for
that is, of course you need fewer participants in the
trial if you had a placebo controlled trial. That
protocol was refused by ethics committee in the
United States. The argument was similar to what we
heard yesterday.  There is, and there was an
alternative, the whole cell vaccine that was routinely
given as the part of the vaccination program for all
children in the United States. It was therefore felt to
be unethical to deny them that vaccine and give them
a placebo instead. That should be a comparison
between a whole cell vaccine in one arm and A
cellular vaccine in the other arm. Now that trial had
to be very big, because you would expect the
difference in these two groups to be very, very small
because if you have a placebo you will expect a very
large difference and get good results very quickly.
That’s why the sponsor wanted a placebo controlled
trial. Now, this trial was carried out in Sweden and
Italy instead and Germany and there, the placebo
controlled trial was approved in those three countries.
The reason for that was, in Sweden, Swedish Health
Authority had discontinued the whole cell vaccination
program a few years earlier because they felt the
whole cell vaccine was inadequate, and therefore
Whole cell vaccine was not recommended in Sweden
as a national policy for vaccinating children in
Sweden. And then it was felt to be ethical and



ethically justified to do a placebo controlled trial in
Sweden although it was unjustified to do the trial in
the United States. Here you see the different
scientific judgment about the appropriateness of the
whole cell vaccine, disagreement among the public
health authorities between these two countries, lead to
different results, go to different one particularly about
the design of the study.

It is a little more complicated story than I presented to
you now and if you dig a little deeper of course with
regard to the Swedish decision, they use a different
vaccine produced in Sweden, rather than the one being
used outside. It was known that the Swedish one
was not as good as the whole cell vaccine that was
used in different parts of the world. There was a
movement among pediatricians in Sweden to get the
whole cell vaccine introduced again, others who
wanted to wait for A cellular vaccine, so there was
some fighting going on in the professional community
as well and that complicates the story. Parents would
have access to vaccine if they wanted to but they were
not told that when they were recruited to this
particular study. And Sweden did have epidemic of

pertussis every year with lots of cases during this time,

so a lot of illness because of pertussis. If you
compare with Norway where they did have vaccine
and almost not cases of pertussis, it was Sweden that
has far more cases of pertussis. So you could say it
was a very rational decision on their point.

But at jeast this illustrates the point where you have
different judgments in different countries.

There are a set of issues that arise in international
collaborative research that 1 will concentrate on now.
Those are the issues that are results from economic
differences between countries. What I talk now and
in general that are not necessarily the result of
differences in wealth or in income in different
countries.

But there are all set of issues that have been discussed
quite a bit recently. They arise because some
countries are rich, some countries are not, and there
are four issues that are main topics of the discussion.
There is obviously not enough time to go into these in
depth, I want to mention them and concentrate on a
few of these in this introduction.

First of the issue is called standard of care issues in
the literature, but they really involve the choice of the
trial design, the choice of study interventions and this
deals with the placebo control trial for transmission of
HIV from mother to child that we mentioned briefly
yesterday.

Then the second is called the Ancillary care.
Ancillary care means the additional care that you
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provide to the participants in addition to what you
would do for trial design purposes, so the question
here is whether you have an obligation to treat other
illnesses that your trial participants may have that you
don’t have to treat as part of your trial design.
Ordinarily in rich setting, you would assume that
health care system would take care of that, but you
cannot assume that in a resource poor setting and the
question is whether the researchers have an obligation
to take care of other illnesses that their trial
participants may get during the course of a study.

Both of these concern things happen in the trial, while
the trials are going on, while you monitor them,
provide them with trial intervention, etc.

The next set of questions concern whether you have
any obligations to your trial participants after the trial
is over. There are two types of issues here; one is
whether you have an obligation to continue with the
intervention after the trial is over. Let’s say you have
a trial in HIV treatment trial. You compare two sets
of entroviral drugs. They get them, and usually they
don’t have to pay during the trials, the drug sponsor
will pay for them. You see they have a clinical effect
in the trial as compared to not using the new drugs.
After the trial is completed you of course got their
results. What then happens to your participants?
Ordinarily of course you would expect the health care
system take care of them and get them to treatment.
In- resource poor settings, you can’t assume that
because even now in the retroviral treatment not
everybody in a country will get them. So do you
have the responsibility to ensure that your trial
participants will get access to these drugs after your
trial is completed? Or do you simply take them
away and say, “you have to find these drugs yourself”
outside the clinical trial context? So that is the
question.

Next one has to do with any additional care that you
have provided for your participants. Do you have an
obligation to continue with that care after the trial is
completed?

Issue No. 4 with whether the research should be
responsive to the health needs to the couniry in which
you should do the research. Should you, when you
do the trial, address the health problem that is
important in the country that your research takes place
or can you do research that is primarily of interest to
the sponsor country? We will come to a few
examples of that. Many fields that you do this type
of research, you should only do clinical research on
health problems which are major concerns in the host
countries, so these are foresights of issues that are
being discussed in the literature with regard to
international collaborative research, and there is right



now no agreement on all of these issues. There are
controversies in different positions that one will take,

I want to go through all of this right now because we
sort of managed time this morning, but I am happy to
provide you with my slides and other literature later
that you may be interested in, but I do want to say
something about this since we went yesterday through
this parental HIV transmission.

This issue includes what intervention you should
choose in different groups. Can you allow a placebo
confrol trial when there is a standard intervention
available for your illness? So what you do to
provide to control for illness and what you should
do to provide, what study intervention should be
provided. The standard answer is of course, that if
you have already established an effective intervention,
you will have to provide in the controller, and
compare that against a new, proposed intervention.
There are some exceptions to that which are fairly
controversial if you deal with trivial conditions.
Then you can use the placebo even though you have
an effective intervention. Maybe the easiest example
to understand is if you have a new anti-histamine
against runny nose, then people don’t care so much if
you do a research with this new anti-histamine and
placebo instead of regular anti-histamine that is on the
market. People get their informed consent and are
asked, “Are you willing to be in a trial when you have
a fifty cent chance of getting no treatment of
anti-histamine?” So these kind of trivial examples,
most people have no problem with. When you go to
the next category which is a little more serious, there
is more discussion. A new blood pressure
medication for moderate high blood pressure, for
example, where you are off your blood pressure
medication for a few weeks and you want to do a
placebo control trial---in that kind of case. Do you
allow that? Many people would argue, yes they
would allow that because the health consequences of
that are relatively minor of taking people with minor
elevation of blood pressure, off the blood pressure
medication for a few weeks.

Going to the next category, we see an example with
regard to this mild depression---psychiatric ilinesses.
Here we get into a more controversial position.
Some argue that in those cases too, you can take those
people off their medication if they are monitored, etc.
And the reason you want to do this is you will get
scientifically more valid results if you compare the
new intervention against placebo and that’s why for
scientific reason you would like to have a placebo
control trial in these kinds of cases because there is a
variability in the response to medication. Therefore
it is better to have a placebo control trial. Most
people would say that in these kinds of cases it is not
problematic to use placebo. However, when we are
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talking about these cases; we are dealing with the
situation where we are possibly denying someone a
life saving intervention. In the ordinary case, if you
are doing the trial in Japan, you have a life saving
intervention that is standard, you would not deny that
to your study population. That would be the
controlled arm; you would have a new intervention
that you compare that against, if it is a lifesaving
intervention, if it is a serious illness, there is no doubt
about that. However the question arises, “if you now
are going to do a trial in a country where that
intervention is not available to general population for
economic reason, can you then be permitted to not
provide it in your trial in that country? That is the
question and that is the question that was discussed in
the parental] HIV transmission trials. In the parental
HIV transmission trials as you said yesterday, you had
already an established intervention called the long
course AZT treatment. In that treatment you treat
pregnant women for 13 weeks of their pregnancy, with
AZT, then you provided them with intravenous
AZTduring delivery, and you provided AZT to the
baby after the baby was born. If you did that, you
could dramatically reduce transmission of HIV from
mother to child, from about 30 % to less than 10 %, a
dramatic reduction. So that immediately became
standard treatment to prevent transmission from
mother to child. It was immediately clear that that
intervention at that time could not be carried out in
resource poor countries---it was too expensive and
logistically too complicated to provide intravenous
during delivery, to provide it to long time during
pregnancy etc. and the drug cost is high, the
infrastructure is high, it could not be done, so this was
a rich country intervention.

Immediately it became clear that one needed to
identify the intervention that could be useful in those
countries where HIV was really a major problem, that
was much easier to deliver, much cheaper to deliver.
A number of trials were initiated in several African
countries primarily, but also in Thailand to identify
shorter intervention. By giving it just a few weeks
before the expected delivery and there were different
regiments. Most of these except one in Thailand
were placebo controlled trials. They were criticized
because they said that you have to use the standard
intervention in the controlled arm and you should use
the new intervention in the intervention arm. You
are denying the people in this trial a lifesaving
intervention, and that’s why you should do an
equivalence trial and not do a placebo controlled trial
as a general principle. Those who defended the trial
defended it by giving two reasons; one is they argued
it was scientifically necessary to have a placebo
control trial in order to get results that would be useful
in the countries where the trial was done. That was
necessary; otherwise you would get useless results.



Now if that is true, that is a fairly strong argument for
why you would want to do a placebo controlled trial
even though you know that there is a intervention and
there is available in resource rich settings. So this is
the background. We can discuss the parental HIV
transmission studies whether it is really true that it
was scientifically necessary. There is some argument
about that. And also some disagreement about if the
intervention that they tried is really going to be useful
in that country. But what has happened is, many
have argued if you look at the various international
guidelines ---we have published an article and also
defended that position ---if you look at various
international guidelines and regulations on this, in
principle, you can allow an exception to the rule that
you should provide the best proven intervention to the
controlled arm if two or three conditions are fulfilled.

And these are exactly the conditions I mentioned.
You have to show that there is a scientific need to do
your design, as one condition. Two, you have to do
this design in order to reach, get a result that is going
to be useful to addressed health problem in the host
country. And a third condition, which general
condition is that you don’t deny the people in your
trial any treatment that they would ordinarily get
outside the trial. If those three conditions are
fulfilled, most guidelines, except the Declaration of
Helsinki, will allow an exception to this general rule.
That seems to be the position that many have taken,
although it is not a hundred percent agreement on that.
Some people are strongly against that view but many
people who were also working in developing countries
see that is a need to allow this exception in order to
develop intervention that will be useful in resource
poor settings. So that’s all 1 want to say about this
particular issue. Maybe I can take just a couple of
questions on this before I move on to the next point to
address. I covered a very complex topic in about
five minutes and basically skipped a lot of arguments,
but there is quite a lot of literature on this so if you are
interested in this and in the CD there is some literature
that mentions it. I gave you a really brief “scratch”
on the matter; but it is really necessary to address it if
you do your research in resource poor settings because
it comes up all the time.

I’ll give you a few examples of trials that would be
permitted if you allow this exception, but be
prohibited if you have no exception. One is a trial to
test a simplified method of monitoring HIV treatment.
The goal standard is viral load measurement. You
follow the viral load measurements and change the
medication, and then the viral goes up. That’s how
you make sure you are getting the right combination
of pills. That tool, the diagnostic monitoring tool is
very difficult to carry out in resource poor setting. It
requires personnel, it requires infrastructure, it
requires money. So they want to identify a simpler
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monitoring tool, in the setting that can be used as a
substitute and there is now a proposal then trial where
you compare total lymphocytes count, which is very
easy to do, versus viral load measurement. Now that
design compared what you know is inferior, namely
the total lymphocyte count, to viral load measurement.
If you can say that everybody in the trial should be
assured that at least it is good the intervention of dose
as a standard of care this trial would be unethical, if
you don’t allow exceptions. It would be allowed if
you allow exceptions to the general rule.

Other Trial is also being carried out right now to

introduce after the child is born. Now you have good
intervention to reduce during pregnancy and delivery,
but there still is a problem of transmission that occurs
during breastfeeding from mother to child. In rich
part of the world there is a simple solution to that, an
idea to bottle feed. If you do that you will reduce it
to virtually zero after per birth. Now that is a
problem in many resource poor setting, not because of
some cultural issue, acceptability of bottle feeding, etc.
But the problem that is relevant here is access to clean
water. If you don’t have steady access to clean water,
if you bottle feed, you have a high chance of getting
things infectious through the contaminated water. So
the child will have to be exposed to health problems
from contaminated water and I can show you that
those are actually bigger than the risk of HIV infection.
For that reason it is recommended that people in
resource poor settings where they don’t have access to
clean water breastfeed their children, rather than bottle
feed.
So now trials are being done, where you compare
various kinds of drugs intervention to people who
breastfeed their children to see if you can reduce the
transmission then.  Those trials would also be
unethical if you agree that they should have the
standard of care that is available in rich countries
provide because then they should insist that people
should not breastfeed their children. You know that
that prevent the children from infection. So you
couldn’t do these kinds of trials. So those are the
kind of trials that are the examples of the kind of trials
you would do in order to reach results that are useful
in the countries and they allow different designs---you
would allow in a resource rich setting, they could not
be allowed in a resource poor settings because you
deny the standard of care in those settings, but you
don’t deny them any kind of care that is available
outside the clinical trial context in a resource poor
setting.

I am going to skip Ancillary care---it is a big topic and
almost not discussed in literature , but we have
published on that, trying not to set up a model of how
and what you think of that.



Second Issue I just will mention before 1 go on to the
forth. Second is post trial access to study
intervention that in the Declaration of Helsinki says
that you do have an obligation to ensure that people in
your trial continue to receive the medication after the
trial is completed.

B At the conclusion of the study, every patient
entered into the study should be assured of
access to the best proven prophylactic,
diagnostic, and therapeutic methods identified
by that study

So here it says that if you are in a study, and you
receive medication that are turned out to be beneficial
for you, researchers, sponsors and others involved in
this have a duty to ensure that you get access to them
after the trial is completed.

That is the general principle. The big discussion
is---there are two---one is how should we understand
this obligation? Who exactly has this obligation?
You know, this principle here, it doesn’t specify who
has the obligation. Researchers of course don’t have
the money to. They get the independent money from
the sponsor, so they can’t come up with the treatment
money. So the sponsor, do they have the obligation?
They would say, “We are in the business of funding
research, we are not in the business of funding
treatment. Why should we treat them for decades
afterward? We are looking at commitments for
several decades.” So this would change the focus of
becoming the research funding sponsor, into treatment
funding organizations.

Ministry of health in the country usually has the
healthcare system and does it, but in a poor setting
they don’t have much money, so we should start to
think how we should do this, problematic in terms of
logistic what we usually say is what we need is some
kind of consocium, need some kind of group that
takes responsibility for this, an International
organization and NGO, research sponsors get together
have this responsibility. That is the first issue.

Second is: what should ethics committee do?  What
should they have in place before they approve the
study with regard to the plans there and after the study
is completed? How firm should this plan be?
Should it just be a memorandum of understanding?
Should it just be that the researchers thought about the
problem and say what they can do? Should it
actually be the money in the bank where you
designate money and this money will be used to fund
the treatment after the trial is over? Should it be a
legally combined? How and what should ethics
committee acquire before they approve the study ?
There is no agreement on that. These are the kind of
things that are being discussed right now both in
literature and in various meetings sponsored by WHO,
where they are trying to get some clarity on this
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particular topic. NIH has a policy with regard to
this---on the slides you will see and it is relatively
weak. It only requires that researchers have thought
about it and written something about it in the protocol,
but this consistent with policy that the researcher say,
“I tried my best to assure access for my participants to
study medications but I concluded that I can’t do
anything about it.” That is consistent with this policy.
That’s why it has been criticized as being too weak.
On the other hand it is clear that it has been changed
that it has a protocol that NIH has funded a few years
ago, that there was no mention that happened to the
trial after the trial is over. Now it is standard at least
in HIV field there is a paragraph in the protocol where
it says what the researcher or research sponsors have
done with regard to assuring access. Typically there
is something that says the following: when the trial is
over, we have contract with this treatment clinic as
part of role out of antiretroviral treatment and they
will receive fund from the United States, from some
global fund, that they have agreed to take our
participants and provide our participants whatever
they are providing, which is part of national policy on
antiretroviral treatment.  That’s the typical thing
researchers will say in the protocol. And it is at least
one step forward because four years ago nothing was
mentioned about that at least now there is some
thought given to it, some arrangement being made so
that the participants are not simply left hanging
without anything after the trial is completed. So
that’s the third set of the issues.

Then I want to go through the last set of issues, and
that is the notion of responsiveness. Here is the
declaration of Helsinki that also gives us some
guidance, “medical research is only justified if there is
likelihood that the population in which the research is
carried out stand to benefit from the results of the
research. So according to this you have to research
in a country that in one way or another will address to
health problems in that country. From that, you
couldn’t do a trial with a new drug, where you know
the results of that will not be useful in the country
where you do your research. That seems to be the
conclusion, the position of the declaration of Helsinki,
and it seems to be the conclusions of other groups that
have looked at this particular issue.

What I want to do in the time that is left, I will give
you three cases that illustrate some of the complexities
with that position. On the slides are the three cases.
I would like to go through the cases because they
illustrates the position quite well, the conflict that one
has with this principle and other things. There are
also other concerns that I think we also would like to
take seriously.



Let me go though the first case. This is a real
example of trials that have actually been done a few
years back and the second one is the example of new
interest, outsourcing of drug development. This is
from a few years back. A Pharmaceutical company
went to Africa, and wanted to do an HIV intervention
trial of a various combinations of drugs and compare
these two in the HIV posive population in South
Africa. They then sent to the ethics committee to be
approved of the way they have to, the ethics
committee at WITS University. The committee says,
“We won’t approve this unless you guarantee your
participants will receive antiretroviral treatment after
the trial is completed.” The drug company said, no,
they can’t do this trial under those conditions. That’s
simply not the commitment we would like to take on,
providing decades of antiretroviral, buying
combination drugs---not only their own drugs but also
drugs from other companies because these are the
combination of the drugs not only from their own but
we have to buy those drugs from other companies,
whatever market prices they are and provide them to
your participants. So they said, if that’s your
condition, we won’t do the trial in South Africa.
When the AIDS activists’ community in South Africa
heard about this, they said, “We want you to approve
this trial. We don’t have access to drugs in South
Africa---this is a few years back---right now.
Approving this trial in South Africa gives some people
in the country access to life saving intervention. And
even if it’s only a few years, that is better than what
we have right now outside the research context. It is
not ideal, we realize that, but it is at least for some of
us a way to get access to what we don’t have access to
in the country within the regular health system. So
they pressured the ethics committee to approve the
study. So here you have the disagreement between
the ethics committee on one hand, which refer to the
requirement that you should provide access to care
after trial is completed, and activists’ community on
the other. Activists are very strong in South Africa.
They do lots of lobbying to get laws changed in South
Africa, very powerful and knowledgeable and they
pressured the ethics committee to say, “We want you
to change your mind.” What would you do in this
kind of situation if you were on the ethics committee?
Just think about it and see how it shows the difficulty
here. They are pulling into two different directions.
There is on the CD or in this case here the reference
that was discussed on British Medical Journal at that
time. You had the chair of ethics committee
explaining his point of view, you had the
representative from the activist’s community giving
his point of view, and you have pharmaceutical
companies, a number of others so there were four or
five short articles giving the various positions. 1 just
want to illustrate the tension in this type of a case.
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The second case is a blood pressure test in India, and
in this, then the pharmaceutical company wants to do
a trial of blood pressure drug in India. This is a new
version of existing drug and the safety profile is well
established. They wanted to do it in India because it
is two hundred million dollars cheaper to do it there.
But the drug is not going to be in the Indian market.
It is primarily intended for the rest of the
world---Europe, maybe Japan and United States. So
it is not adding anything major to the high blood
pressure certainly it is not the high priority to the
health system in India. But they want to do it there.
Should this study be approved? Of course this
violates the principle of responsiveness as this does
not respond to the health problem in India, doing the
research there and taking the results out. Most
people would be very skeptical about approving this
study. Same arguments on being made here people
in the trial actually benefiting from here, it can
provide infrastructure in India, training for Indian
researchers, etc., and these are all benefits this project
is giving. You are not harming any subjects because
you now understand there is no risk on this particular
drug. So why in the world should it not be
approved? So that again is a position here that most
of the people would be more skeptical about this than
the first trial that was mentioned.

The last one is the most interesting one. This is a
trial that actually took place a few years ago in
Indonesia. This was a trial to identify whether
Malaron is effective to prevent malaria. Malaron is a
relatively new drug that was approved a few years ago
for treatment of malaria. There is not a big market
for the company to sell malaria treatment drug
because all the people who need the drug are in poor
countries so they don’t get a lot of money from having
drug that would treat malaria. They actually had a
donation program in East Africa because they simply
could not sell it as they are too expensive for the
health care systems to buy it. So they had this
donation program that was also controversial for other
reasons, having a criticism from a number of people
from the United States, Uganda and Tanzania, saying
that pharmaceutical companies doing this but we leave
this aside. It is quite clear that the drug company
wanted to see if this drug could also prevent malaria,
because existing prevention have various side effects.
So there was a great interest for malaria preventive
regiment for malaria and if you could get that,
suddenly you could have a market. You could have
all the people who travel, who have money, various
expatriates for a year or two, various soldiers, army
people sent to malaria endemic region would have to
buy this drug. And that would provide an income for
the pharmaceutical companies. They would be



interested to see if it also works for malaria prevention.
So, they did three trials in African countries, in three
different countries and one in Indonesia. And this
was the Indonesian trial that was done after the three
African trials were completed.

What they proposed to do is to go to one of the
Indonesian islands where there is malaria, take the
population there, treat them with malaron, get rid of
all the parasites first, so they are malaria free. Then
divide them into two where they have malaron in one
group and placebo in the other. And you follow
them for certain period of time and you see how many
people get malaria in these two groups and see if
malaron is effective at preventing malaria. You have
a very safe guard, you have a physician there 24 hours
in the villages, you have healthcare infrastructure that
you willprovide as part of this trial, you will have a
method of reading malaria 24 hours after the
symptoms develop and are able to get treatment to
them very quickly after that. For those of you who
know malaria, you know that if you get treated quickly,
it is not really a dangerous illness. The problem is
the delay in getting the treatment when you are
infected with malaria. So the argument was, this is
not exposing the people here to any danger, because
we have all of these safeguards to treat people who get
malaria and also evacuation procedure possible if
complication should develop to a need for a tertiary
care hospital.

They sent to the ethics committee in Jakarta, the ethics
committee in Jakarta says no, this trial should not be
approved. This is exploiting poor country for the
sake of getting a drug that will be useful not for the
people in Indonesia but for people like us in Japan for
example, Europe or US who go to Indonesia, go to
African countries and get exposed to malaria, and
therefore should not be approved. Again the same
thing happened as South Africa. When the local
community leaders-heard about this, they telephoned
the ethics committee’s chair’s desk said, “We would
like you to approve this study! You can sit there in
Jakarta and you don’t understand the situation here.
We have malaria here. You have access to good
health care system. In poor part of Indonesia, we
don’t get as good medical care as you get. Getting
this trial approved will allow us for the duration of the
three years to have access to the medical care that
otherwise we will not have. Not only the people in
the trial will be treated but everybody else of the
village will be treated by the people who are involved
in this trial and these researchers have been here over
ten years before, done various kinds of research
projects, we trust them, we have worked with them,
they bring lots of benefits for us. That’s why we
would like you to approve this trial. We know the
results are not going to be useful, but the benefits that
we get by getting this research done is what we want.
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We don’t approve of some people die of malaria. So
you are actually causing people die of malaria if you
take away this research group because they will be
treated, both the people in the trial and outside the
trial.” Then what would you do if you were in the
ethics committee with this kind of phone call from the
local community in which the trial takes place.
Again I'm illustrating the dilemma---on one hand
there is the principle of not doing the research that is
not responsive to the health needs of the country, on
the other hand the research itself provide real benefits
for the people in the trial and the community in which
the trial is done, and those benefits sometimes are
quite important for the local community. Those
considerations pull us in different directions. I will
end here, but this illustrates the dilemma and this
discussion is going on, there is no agreement. Some
people say it should not be approved, other people say
it should be approved and typically when we find it
took a poll here and 50 % would say approve it, 50%
would say still don’t approve. There is no agreement
on this particular area.
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