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1. Introduction and CABs

Simon Collins and Polly Clayden of HIV i-Base welcomed those attending the inaugural
meeting of UK-CAB and Treatment Advocates Network.

After everybody introduced themselves, they described European Community Advisory
Board (ECAB) and its work on improving patient access to new drugs (normally six
months behind the USA).

ECAB has been running for about four years and includes activists from 18 countries.
Meetings usually run for three days every 2-3 months, and include training sessions as
well as meeting with pharmaceutical companies and researchers. It has shown the
usefulness of co-ordinating the response of treatment advocacy organisations.
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Community Advisory Boards (CABs)

There hasn’t until now been a UK forum where patient/community groups could meet
formally with research groups or pharma companies.

For those not used to the term, Community Advisory Boards have been in existence for
many years in the USA, many of which were established in the early days of HIV
research. They liaise with government research centres, hospitals and pharmaceutical
companies, and that following the creation of ECAB national CABs now exist in
Germany, Italy and Spain. TRT-5 is an umbrella organisation for the seven main
treatment-related organisations in France, and is probably the most active of all these
groups, regularly meeting with government, medical and pharmaceutical bodies.

They are a way for ordinary, non-professional people – especially patients and patient
organisations - to have some input into their healthcare, eg ensuring better standards of
care and safety in trials, clearer information for patients, earlier access to new drugs.

Many CABs receive some funding from pharmaceutical companies – which makes it
particularly important that as a community group we keep the medical and scientific
discussions separate to that of financial support. If the same group meets with each
company, this will minimise the risk of companies just selecting community groups to
be their own advisors.

Crusaid have provided a grant for three meetings and each company will be charged  for
meetings to enable us to extend the programme as well as coving travel costs and
accommodation.

2. Introduction to Clinical Trials – Tim Peto & Douglas Newberry, MRC

The programme for the first meeting focussed on clinical trials.  This is one of the most
important areas for a treatment advocate to learn. Every HIV-positive person will either be
asked to take part in a trial or be treated on the basis of the results from a study – and
the only alternative to results from studies is guesswork!

So as both patients and advocates we need to able to know how studies work and how
to tell a good study from a bad one.

In the first of two morning sessions Professor Tim Peto, Consultant Physician, John
Radcliffe Hospital, Oxford, and Douglas Newberry, Clinical Trials Manager, Medical
Research Council, led a discussion about research trials, many of which have led to
anxieties aroused by long-drawn-out drugs trials with extended patient participation.

Janet Darbyshire originally planned to give this talk – and provided an overview article
which is included in the Appendix.

In their presentation they explained that good and bad science in not always an exact
science. At one extreme is a drug that has proven to be clearly effective in ‘randomised
clinical trials’ which should be given to everyone who needs it. At the other extreme
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would be a poison that is bad for you and should be given to no-one. Most drugs
however are somewhere in the middle…

Spectrum of knowledge:

100% certainty – Drugs work and have benefit

Grey area 1: where drugs ‘probably’ work and have benefit

50% - equipoise – no clear evidence that they work

Grey area 2:  ‘might’ work ‘Hope Drugs’ –still in trials, anecdotal evidence

0% - a Poison! – Don’t use – will harm

The problem:
Pharma companies push people into taking ‘hope’ drugs that have shown ‘some’
benefit and press treatment advocates to get government backing for them.
The scientific problem :
To use trials to get information that moves the offered drugs out of the ‘hope’ category
into either ‘certainly good’ or ‘certainly bad’ for the patient.

The wrong scientific solution is to rely on :
• Patients’ anecdotal reports of their individual experiences
• Doctors’/carers’ reports of their cumulative experience

Good science (the most reliable results) comes from ‘double-blinded’ clinical trial in
which both the participants and the clinicians are unaware of which treatment is being
given. ie neither the doctor nor the patient knows who receives the ‘actual’ drug and who
receives the dummy placebo pills. ‘Double-blinding’ is essential in clinical trials
involving patient self-assessment.

Ques. But no-one wants a placebo - we want access to the new drugs in a trial. How
can it be justified for some to go without?
Resp. Sometimes studies of new drugs find that they offer no benefit but still
produce side effects – so people who get the new drug do not always end up getting
the best treatment. More importantly, without comparing two different treatments
the trial will be no use. Good ethics is good science. And remember that those not
receiving the drug in the trial are generally under their own treatments not merely on
a placebo.

Importance of ‘Randomisation’ :

We must ‘randomise’ to achieve a sound statistical basis in a clinical trial. It is the only
way to get convincing results. And it is the BEST way to persuade funding bodies and
governments. The randomised analysis from the ‘Delta’ trial in the early 1990’s of AZT
taken in combination with either ddI or ddC overturned previous observational analysis
which seemed to show that ddC was better. It is an important result still used today.
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Range of use of clinical trials :

The range of interventions which can be evaluated by clinical trials includes, in addition
to drug treatments, surgical procedures, preventive strategies, management policies
and health education.

Ques. How long will triple therapy for the individual work?
Resp. The scientific answer is that we can’t say – because none of the drugs of
studies have been followed for more than a few years. However, many of the people
from the first triple therapy studies remain undetectable on their original
combinations after 4-5 years. The main guide to whether a combination will continue
to work is whether viral load is reduced to undetectable levels to below 50 copies –
and, of course, that good adherence is followed and that side effects are
manageable.

Ques. Why do drugs not have different doses depending on height and weight?
Resp. Some medicines do (such as ddI). Sometimes though the active level or the
drug dosen’t change very much even if you change the dose. This is why the AZT
dose is different in Combivir to when using AZT as a single drug. AZT was orginianlly
studied for HIV in very high – too high – doses.

Measurement of quality of life :
To sum up, the aim of clinical trials of drugs is to 
answer two questions:

i) ‘Do you live longer or not?’ and
ii) ‘Do you live better or not?’

We are still short of a really robust way of measuring the second question about 
quality of life.

Note: This provoked one of the liveliest discussions of the morning…

Ques. Is patient self-assessment not good enough as a measurement?
Resp. In the Concorde trials for AZT French patients didn’t report nausea. English
patients did. It turned out the likeliest explanation was that English doctors had
warned their patients about the a possibility of nausea and French doctors hadn’t. In
this case pre-warning about a side effect, increased the reporting of this side effect.

Ques. Is adherence a problem in studies?
Resp. Yes. If adherence is not recorded in trials – and importantly if trials don’t
included adherence support in the study design, then it is difficult to know from the
study results, how well the drugs will work in the general population. (Better results
are usually reported in trials because of this additional support).
Drugs for HIV are especially dependent on good adherence because there in not
much leeway in drug levels, unlike, for example many antibiotics. So adherence does
matter.
There’s a real social science problem, and many examples outside HIV – ie in
obesity, anorexia, heart disease and diabetes studies, about people genuinely not
remembering, or people misremembering, what they’ve taken. Anything in trials that
improves adherence is good. We encourage it.

Features of a well-designed trial include:
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• Detailed protocol and procedures.
• Well-designed forms.
• Careful selection of patients.
• Continuity of trial personnel.
• Patient record-card and database.
• Regular monitoring.

Ques. How wide should patient representation be? How important is ‘balanced
inclusion’ for example by men/women, race and age?
Resp. There should be equal access to trials for all groups, but I am against
deliberate searches for heterogeneity, ie searches for representatives of Africa, gay
men, IV-drug users, women, men, etc. For most science you have to assume
homogeneity of result. For example, we assume one drug will more or less work
similarly for all patients regardless of lifestyle or group unless and until there’s
definitive proof otherwise.

Ques. Shouldn’t drug doses be varied according to physical size? For example, I’m
6ft 4”.
Resp. This varies by different drugs and is debateable amongst scientists. Standard
doses are probably OK for most drugs, with certain important exceptions. Monitoring
drug levels has received more attention in the last few years, where for example
some protease inhibitors report higher side-effects(but also better anti-HIV effects)
with higher drug-levels – although this doesn’t always occur.

Ques. Will gene-tests open the way for more accurate treatment?
Resp. Gene-tests to assess your ability to metabolise drugs and the likely side-
effects are indeed arousing great interest. Although changes wont happen
immedaiately, in the longer term this is likely to be important.         

Protocol and procedure notes :
• Should include clear guidance on what to do in almost every situation, such
as handling serious side effects. They should be readily understandable by
people not currently involved in the study. They should state the analysis plan to
be followed. Illegitimate sub-group analysis (‘French taking garlic’) has to be
avoided.

Reasons why a clinical trial may give a wrong result :
• Incomplete follow-up, eg data collection stopped and so ignoring adverse

effects after stopping the treatment.
• Incomplete follow-up due to poor implementation.
• Focus on statistical methods to accommodate missing 

data instead of methods to improve follow-up.

Ques. Should we suspect researchers of putting the wrong pressures on patients to
take part in trials?
Resp. It is always completely wrong to put pressure on individuals to take part in
trials.

The discussion concluded with questions about salvage therapy and a description by
Douglas Newberry of the Medical Research Council’s Optima trial, started 2001. With a
hoped-for 1700 patients in three countries this will compare combination antiretroviral
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therapy with 5 or more drugs (Mega ART) with standard ART with no more than 4 drugs,
and will also compare a 12 week drug-free period before starting salvage therapy with
no interruption of ART.

3. The Patients Point of View - Norbert Tamm

Norbert Tamm <n.tamm@ic.ac.uk>

The second presentation of the morning was about informed consent and patient
involvement in trials and was presented by Norbert Tamm, research charge nurse, St
Mary’s, London. He is doing a Master’s degree on why HIV-infection rates are not falling,
examining many social aspects that often do not get much attention in a regular
consultation such as real life sexual habits including ‘barebacking’ and other ‘unsafe’
sexual practices that many people chose based on a negotiated ‘reduced risk’ strategy.

He is also involved with research with discordant couples (where one partner is HIV-
negative and the other is HIV-positive).

Norbert first described the 20th century development in medical ethics:

Helsinki Declaration :
The Nuremberg codes of medical research ethics were formed a result of criminal
proceedings against medical experiments carried out in Nazi Germany in the 1940s.
They were replaced in 1962 by the Helsinki Declaration, which states that it is binding
upon the researchers to protect the welfare and the rights of research participants.

Ethical research involves :
• Non-maleficience: ie - the researcher must do no harm to the participant.
• Beneficience: ie - the research project must aim to benefit, not to be cosmetic.

He surprised the meeting with the information that ‘beneficience’ includes a patients
right to ask that his or her data be taken out of the trial if he/she withdraws (eg so that
blood samples cant then just be used for any other research without permission).

The Helsinki declaration also addresses some of the issues concerned with
international research. For example by saying that trials can only be run in a country
when there will be a guarantee that the results of the trials will directly benefit the wider
population in that country. This would stop drug companies running quick unethical
studies in a poorer country that would not be allowed to be run in a developed country.

Helsinki declaration is at:
http://www.bioscience.org/guides/declhels.htm

Research Ethics Committees :
These have been set up recently and can require changes in protocols. Their main
concern is intended to be with potential damage to patients.

Douglas Newberry added that such committees do NOT as yet include HIV-positive
people.
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Informed consent :
The area of informed consent again brought up the discussion about the difference
between just signing an piece of paper to consent to a trial and really understanding
what the study involves.

It must be clear to the patient that:
• participation will be confidential
• the patient does not have to take part
• they can leave at any time without it affecting their general healthcare
• Consent forms must be renewed should there be a change in the protocols.

The speaker stressed that proof of informed consent by the patient protects the
researcher as well. Douglas Newberry added how welcome it would be to the Medical
Research Council, when forming protocols, to be able to confer with a UK-CAB.

Reasons to participate in trials :
• Financial inducements.
• Access to as-yet unlicensed treatments.
• Altruism.
• The certainty of regular medical monitoring.

A member of the meeting stressed the necessity of patient confidence that a trial will be
carried through to its end. A director of medical services in Botswana wouldn’t allow
local participation in a proffered trial on the grounds there was no guarantee it would
continue.

The presenter continued with a description of a Discordant Couple Study started
at St Mary’s in 1999, still on-going, so without findings. Twenty-five couples are in the
study, 9 of them gay. Participants attend the hospital every three months. They are
invariably encouraged to practise safe sex. It has been very difficult to get negative
people to take part in this Study.

Discordant Couple Study :
Among the points addressed:

• Has the HIV-negative partner been exposed and remained uninfected?
• The pressures that African women experience to continue unsafe sex with

negative partners.
• A new area of attention in the last 6 months: is the man circumcised?

Seroconversion Study:
St Mary’s is also undertaking a Seroconversion Study investigating whether or not
treatments should begin at seroconversion, defined as being within 6 months of
infection.

The study is looking at whether a short course of early treatment will preserve HIV-
specific immune responses. It is then hoped that by keeping hold of this part of your
immune system (which is otherwise lost in everyone except long term non progressors)
you may be able to need far less treatment in the future.

Importantly, this is a non randomised study. This means that patients will be able to
choose whether they want to use early treatment or not. So far nearly all of the 50
patients enrolled has chosen early treatment and the first people to stop treatment
almost two years ago have still maintained their HIV-specific immune response. Early
results of the study are being presented in Barcelona.
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4. Meeting with Gilead Sciences

The afternoon presentation was by the American pharma company Gilead, founded in
1987 with headquarters in California. It makes Viread (tenofovir), the first nucleotide RTI
for treatment of HIV and active against hepatitis B, AmBisome (liposomal amphotericin
B), for life-threatening systemic fungal infections, DaunoXome (liposomal daunorubicin)
for Kaposi’s Sarcoma, Vistide (cidofovir, marketed in Europe by Pharmacia) for CMV
retinitis, and Tamiflu (oseltamivir phosphate), for treatment/prevention of influenza A & B.

Adefovir Dipivoxil, is in development for treatment of hepatitis B.

Please refer to the slides from this meeting for most of the scientific details (see
appendix).

Dr Geoff Cotton, the company’s associate director of medical affairs in the UK, and Bill
Lindsay, associate director of marketing for the UK, explained how the company focuses
on life-threatening, hard-to-treat infections. It employs 1,000 people worldwide and EU
employees have doubled in the last year. UK headquarters with 43 employees including
an HIV sales-force of 7, is in Cambridge.

Funding community projects :
10-15% of the marketing budget goes on community projects. This may include:

• Sponsorship to allow for conference attendance.
• Sponsorship to run meetings/workshops.
• Educational initiatives abroad.

What’s in it for Gilead?
• Raises the company profile, especially in HIV
• Disseminates information about the company’s products and research.
• Improves company understanding of patient needs.
• Obtains advice from the community.

Role of community liaison

Bill Lindsay described from a pharma company point of view what treatment advocacy
has achieved:

• Shaped the regulatory framework in the EU and USA.
• Empowered and informed patients.
• Informed clinicians and improved treatment.
• Pushed for simpler therapies.
• Secured NHS funding for treatments.
• Focused awareness on the developing world.

To a pharma company, advocacy groups are :
• The sternest critics (ethical behaviour).
• The most demanding audience (quality of data).
• The sternest taskmaster (trial needs).
• The best conduit of important information to patients and clinics.
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Gilead’s speakers recognised that the information provided to clinicians is generally
inadequate for the community, whereas advocacy groups can be provided by the
companies with rapid and detailed information on all aspects of a drug, and do so
without the promotional approach of a rep.

Tenofovir

Information about research and current status of tenofovir was provided in a
presentation by Geoff Cotton. Full slides (there were 85 in the talk) were provided as a
hand out for the meeting – please let me know if you’d like a copy.

Tenofovir is a once daily, nucleotide analogue. Nucleotide have to be processed by your
body slightly less that nucleosides like AZT, d4T, ddI, 3TC and abacavir – but it is
essential the same family of drugs.

It has a long intracellular half life (T1/2)of 10-50 hours. This means that the active part of
the drug stays inside the cells for a long time – and it is why tenofovir can be taken once
daily.

There are few interactions with other HIV drugs – except for an important interaction that
increases levels of ddI (see below).

Various in vitro (test tube) tests have indicated that tenofovir may be less likely to affect
mitochondrial toxicity than other drugs in this class such as AZT and d4T.

Clinical studies have shown that tenofovir produces approximately a –0.6 log drop in
viral load in people who are treatment experienced and a greater than –1.0 log drop in
people who are treatment naïve. Tenofovir is still active against HIV that is resistant to
AZT and 3TC.

The talk then moved to the mechanisms of resistance for tenofovir. This was quite a
complicated discussion, and closely followed a talk given by Dr. John Mellors, Univ. of
Pittsburgh, at the last Retrovirus Conference. This talk together with slides is still
available to listen to online at:
http://www.retroconference.org
Click the link to the webcasts, and it is listed as the 4th talk on Wednesday – and is
called ‘New Insights into Mechanisms of HIV-1 Resistance to Reverse Transcriptase
Inhibitors’
It is fairly heavy going – but if you have an hour spare it is well worth looking at – and has
the advantage that you can rewind repeat things that are difficult to understand first time
round.

Interactions between tenofovir, ddI and food
ddI has to be taken on an empty stomach, without eating two hours either side of the
dose whereas tenofovir has to be taken with food. When it was discovered that tenofovir
increases levels of ddI, it was thought that it maybe possible to take both drugs together
with food – and that the interactions would balance out. However this isn’t the case and
the recent 932 study showed that ddI levels are still pushed too high.

Study 932 conclusions :
This recent study reported that
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• co-administration of ddI (didanosine) with Viread (tenofovir disoproxil fumarate
or TDF) results in 48% higher didanosine levels.

• A ddI dose reduction (from 400mg to 250mg, or from 250mg to 200mg) should
be considered when co-administered with food.

As patients this is still not clear but until there are clear results, many doctors are
choosing not to use these two drugs in the same combination until data on the
interaction is more clear.

When a patient is dependent on both drugs – ie in salvage therapy – a dose reduction of
ddI is recommended by some doctors. Other doctors highlight monitoring carefully for
the symptoms of ddI-related toxicity such as pancreatitis.

This was the caution recommended by the letter sent to doctors in the US:
http://www.i-base.org.uk/publications/bulletins/vol3/htb3-6/index.html#advice

How to use tenofovir in antiviral combinations:
• Although the studies of tenofovir looked at intensification, Gilead do not

recommend intensification as a standard therapeutic approach.
• The indication in Europe is in virological failure, not salvage.
• There is limited data in co-infection with hepatitis B and HIV.
• Tenofovir is expected to have no interactions with TB medication.

Ques. What are the prospects for extending the intervals between doses?
Resp. This is something that should improve as new drugs are developed. Not many
drugs will be left in five years time which are more than once-daily.

Ques. Is eventual failure of a drug’s efficacy inevitable, even with good adherence?
Resp. We shouldn’t be completely nihilistic, but eventually there will be failure, yes.

Ques. How are drugs priced?
Resp. Manufacturing costs + development costs + future development costs, but
this is rarely uncontroversial…

Ques. Is there a paediatric formulation of tenofovir?
Resp.  Studies are going on for its formulation as a dry powder which can be
constituted as a liquid.

Ques. What is the prospect of eradicating the HIV virus?
Resp. There will always be some virus archived. The ultimate aim will be to make it
permanently inactive, rather than to eradicate it.

5. Feedback meeting

In a brief feedback meeting at the end of the day, it was agreed that UK-CAB would be a
useful group to develop and that the group could effectively be launched.

The outline for the next meeting will include presentations on resistance, approaches to
failing therapy and feedback from the Barcelona conference.
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The company for the next CAB with be BMS Pharma.

Guests attending future meetings are asked to e-mail brief descriptions of themselves
and the project they work or volunteer for, so we get a broader knowledge of the different
projects that we represent. Also to prepare a short 5 minute introduction to the group for
the next meeting.

Although the group for the first meeting was fairly broad, drug advisory and prison
service representation would also be helpful.

 6. Next meeting:

Friday 2nd August, 2002
Same venue (Mercure Hotel)

Training: Resistance, Salvage Therapy
Company: BMS Pharma

7. Glossary:

adverse effects (a/e’s) – medical term for ‘side effects’
beneficience – to do good
co-administration – taking two drugs at the same time
discordant couples (also called sero-discordant or sero-different) - where one partner
is HIV-negative and the other is HIV-positive).
in vitro – study done in a test tube
in vivo - study done in a person
log – measure of viral load by a factor of ten. Ie 1 log = 10, 2 logs = 100, 3 logs = 1,000, 4
logs = 10,000 etc. A reduction of 1 log from 50,000 is 5,000 etc.
maleficience – to do harm
mitochondrial toxicity – damage to mitochondria which are ‘energy making cells’ that
are inside other cells

8. Appendices:
Presentations are all available to download as pdf or powerpoint files
from July 2nd from the website for the May meeting:
http://www.i-base.org.uk/education/may/index.html

i) Powerpoint slides: Tim Peto / MRC
ii) Powerpoint slides: Norbert Tamm / St Marys
iii) Powerpoint slides: Gilead

The Article on clinical trials by Janet Darbyshire is attached as a separate Word
file.


