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The Past Has A Way Of Coming To Haunt You!

This is not a new expression by any means but often very apt. The
internet has a way of enabling the past to re-emerge because we can
search for information and our searches can lead in all sorts of odd
directions! People who live in countries where animal insulins are no
longer available are desperately searching for information that may
help them. One such person in the States turned up a fascinating
piece of history from the UK that was news to us, but confirmed
some suspicions!

Key Comminications

This is a public relations company advertising their expertise on a web
site [ref 1] saying that organisations use communication as a process
in the achievement of their corporate objectives in various areas

such as media relations, culture change and crisis management. In
other words, PR companies are employed to present a message or
image, to try to change a belief and/or to counteract any adverse
publicity. The advertisement cites their achievements for various
different companies. One of the companies listed is Novo Nordisk
and Key describe the work they undertook for them in the early 1990s
when there was an attempted class action in the UK against Novo. It
makes interesting reading and here is how they report their work for
Novo Nordisk:

Brief
+ Defend the safety profile of genetically engineered human insulin

Solution



* A counter communication campaign was needed.

* A reactive strategy was recommended despite ‘internal client
pressure to actively promote human insulin’. When approached
by the media we were open and helpful.

* The issues/crisis management programme spanned three years.
We deliberately avoided direct media confrontation with patients
and representatives of patient groups.

* Headquarters and UK medical spokespeople were media trained.

» Extensive, rapid media monitoring of diabetes stories world wide
enabled identification of claim conscious lawyers and preparation
of reactive press statements.

Results

» Legal action collapsed [two key double blind trials found in favour
of human insulin]

* Following the ftrial results, legal aid was denied and litigation
collapsed

*+ Novo’s reputation remained in tact among patients, health
professionals and media

» Sales of human insulin continue to grow

* Medical professionals accepted that human insulin has an
excellent safety profile.

» The specific use of insulin from genetically engineered sources
never developed as an issue.

| am sure we could all disabuse Key of some of these conclusions!
Many of our members were either part of this class action or watched
on the sidelines with a very personal interest, as | did. At that time
we were all rather naive and had no idea that a PR company was
manipulating the situation. Nor did we know that there was a deliberate
policy that Novo Nordisk were not to be publicly answerable, let alone
that the doctors appearing in the media to defend human insulin had
been media trained at the expense of the company that made it! This
is yet another example of the cosy relationship between members
of the medical profession and industry that cannot be in the best
interests of patients.

The results claimed by Key Communications may well not be entirely
true, it is after all an advertisement selling themselves, but it leaves a
nasty taste. Was the judgement that ‘human’ insulin had an excellent
safety record really based on the results of two trials? Did the legal
action really hang on the results of only two trials and if so, were
those trials deliberately carried out during this three-year period for
this specific purpose, who instigated them and who funded them?

Perhaps worst of all is the realisation that a PR company had to be
employed to defend the safety of a drug. If the safety of ‘human’
insulin could not be defended on the basis of scientific evidence, then
the randomised large-scale, long-term trials to evaluate its safety and
adverse reactions should have been insisted upon by the doctors/
researchers/experts in diabetes.

Ref 1 www.keycommunications.co.uk/solutions/novonordisk.htm

Lord Hunt Responds... After 10 Weeks!

In the last Newsletter we provided readers with the information from
a press release from Aventis, one of the world’s three largest insulin
manufacturers. Prior to doing this we twice contacted Aventis, who did
not respond, the Secretary of State for Health, the Medicines Control
Agency [MCA] and the Committee on Safety of Medicines [CSM]. We
told them of our commitment to people with diabetes to keep them and
all those with an interest in diabetes fully informed. We asked them to
take action before July 1st. IDDT received no response whatsoever
7 weeks later and had to assume that again our pleas had fallen on
stony ground. We therefore went ahead with our plans to pass on
the information supplied by Aventis. [A reply was eventually received
some 10 weeks after our original letter was sent.]

Just to remind you, here is the statement from the Aventis



press release:
“Safety Information:

Human insulin therapy may be associated with hypoglycaemia,
worsening of diabetic retinopathy, lipodystrophy, skin reactions (such
as injection-site reaction, pruritus, and rash), allergic reactions,
sodium retention and oedema.”

Don’t shoot the messenger!

We did receive a few critical and even unpleasant letters from doctors
and health professionals but not one letter from an actual patient
complaining that we were being alarmist and there were several who
expressed their gratitude.

The answer is simple: ‘Don’t shoot the messenger’. IDDT did not
put it in the public domain, we merely passed on information in a
press release from a reputable pharmaceutical company who clearly
intended that the information should reach the public — the purpose
of a press release!

» To the accusation that we have been ‘disingenuous’ — the exact
definition ‘not sincere, lacking in candour’. Need | defend this
accusation? | am usually accused of being too forthright, certainly
not lacking in candour! Not sincere — dear me! Why does anyone
imagine that we are doing this for any other reasons thaN absolute
sincerity? Where is the gain? When it comes to being disingenuous,
| think perhaps the expression is better used on those that have
failed to listen to people with diabetes over the last 15 years and
those who have chosen to ignore the fact that the evaluation of
‘human’ insulin was inadequate.

+ To those who say that we were being threatening by suggesting
that prescribers should note the warning statement made by the
Medical Defence Union in Pulse, May 20th — again IDDT merely
acted as a messenger, the warning was not made by us.

» To the anonymous Healthcare professional from Carmenthenshire
NHS Trust who says that our Newsletters have no credibility — we

cannot cross you off the mailing list unless you declare yourself!

» To the doctors that say that the information is already well-known
— it may be well known to them but it certainly wasn’t, and isn't,
well known to patients.

* To those that deny that ‘human’ insulin causes worsening of
retinopathy - some professionals saying that these side effects
are well known and some denying they exist! Where does this
leave patients? Which group is right? Where is the evidence from
long-term studies to compare the effects of treatment with animal
insulin and ‘human’ insulin on the development of retinopathy?

It does not require a rocket scientist to see why ‘human’ insulin may
cause worsening of retinopathy:

1. ‘Human’ insulin can cause loss of warnings in some people
— this is in the data sheets and Patient Information Leaflets for
‘human’ insulin.

2. Loss of warnings leads to a greater risk of more frequent and/or
more severe hypoglycaemia.

3. When hypoglycaemia is severe and reaches the point of
neuroglycopenia [the brain starved of glucose] it has specific
deleterious affects on the central nervous system. The retina is
vulnerable to hypoglycaemia because it has an unusually active
metabolism. [Ref 1,2] This has been known for decades.

Conclusion

People that do suffer more hypos with ‘human’ insulin are at risk of
worsening of retinopathy caused by hypoglycaemia affecting the
metabolism of the retina. If their hypos are reduced or less severe with
a change to beef or pork insulin, then their chances of worsening of
retinopathy from this cause may be reduced. Indeed, hypoglycaemia
causes all the adverse reactions listed by Aventis, regardless of
the type of insulin used. So while ‘human’ insulin per se, may not
be directly responsible for them, the increased hypoglycaemia that
‘human’ insulin causes in some people may well be.

It must follow that when prescribing ‘human’ insulin consideration



should be given to other known risk factors for retinopathy that may
put some people at greater risk when using ‘human’ insulin. Some of
these risk factors are known:

Long duration of diabetes - twenty years after diagnosis almost all
those with Type 1 diabetes and 60% of those with Type 2 diabetes will
have some degree of retinopathy.[ref 3]

Pregnant women are susceptible to retinopathy developing
during pregnancy.

Children and adolescents in the long term are at greater risk of
microvascular and macrovascular complications of diabetes. This
paper recommends that surveillance for the earliest evidence of
microvascular disease should begin at puberty and after 3 and 5
years of diabetes. [ref 4]

Lord Hunt’s reply

In the interests of presenting all views so that people with diabetes
are able to make informed choices about the type of insulin they wish
to use, here is Lord Hunt’s reply:

“Your letter refers to concerns regarding hypoglycaemic unawareness
with human insulin. A considerable number of scientific studies have
been performed comparing human and animal insulin. The Committee
on Safety of Medicines has considered the available evidence on a
number of occasions and has concluded that, although some patients
have experienced problems on transferring from animal to human
insulin, and that some patients may be better suited to animal insulin,
there is no evidence of a specific safety problem with human insulin
which is well tolerated by most patients.

| am concerned that the statement you quote from Aventis may have
been taken out of context. All injected insulins, both human and animal,
may cause hypoglycaemia, lipodystrophy, skin reactions and allergic
reactions. These are not specific to human insulin. Furthermore
oedema is acommon complication of long standing diabetes. Intensive

glycaemic control has been shown to lead to short term deterioration
in retinopathy but long term there is an improvement in eye disease.

It is of paramount importance that if new evidence emerges relating to
the safety of any treatment including insulin, that this is investigated
and critically assessed. The Medicines Control Agency and CSM are
responsible for the continuous monitoring of the safety of all licensed
medicines and the safety of insulin is therefore under continuous
review. Monitoring the safety of medicines includes assessments
of reports of suspected adverse drug reactions from the UK, via
the Yellow Card Scheme and from abroad, continuous scrutiny of
the medical and scientific literature and review of the safety reports
produced by manufacturers. | would be grateful if you could provide
the MCA with a copy of the statement from Aventis and any other
evidence you hold relating specifically to these suspected reactions.
The MCA would be particularly interested in any data suggesting that
there are specific problems with human insulin and will be contacting
the marketing authorisation holders.

| share your concern that people with diabetes should have the best
possible information about risks and benefits of their treatment. For this
reason | would ask that you refrain from dissemination of information
which may cause unnecessary alarm or confusion, until the MCA has
had an opportunity to properly evaluate any new evidence available.”

In replying to Lord Hunt we remembered that we mustn’t shoot the
messenger either. He is a messenger too but for the MCA’s experts in
diabetes so our response included the following comments:

* We consider that we have acted with responsibility by contacting
Aventis twice for information and contacting the Department of
Health before we informed people with an interest in diabetes.

* We believe in openness and have a commitment to keep people
with diabetes informed. Failure to inform our members means
withholding information from our client group, people who live
with diabetes, and information is the key element to being able
to make an informed choice of insulin treatment, in line with the



Patients’ Charter.

+ The MCA's stance might be more supportable if they advised that
when ‘ human’ insulin, consideration should be given to other
known risk factors for retinopathy that may put some people at
greater risk when using ‘human’ insulin.

» The MCA continues to look only at the safety of human insulin per
se. While having to accept hypoglycaemia as an adverse reaction
to ‘human’ insulin, the MCA fails to recognise the consequences of
hypoglycaemia and the complications it may cause.

Ref 1 Kalimo H, Olssen Y: Effects of severe hypoglycaemia on the
human brain-neuropathological case reports. Acta Neuro Scand
1980; 62:345.

Ref 2 Vital Cl, Picard J, Arne L, et al: Pathological study of three cases
of hypoglycaemic encephalopathy. Le Diabete 1967; 12F:291-296

Ref 3 Klein R, Klein BE, Moss SE, et al. The Wisconsin epidemiologic
study of retinopathy. Ill. Arch Ophthalmol 1984; 102:527-32

Ref 4 Endocrin Metab Clin North Am 1999 Dec;28[4]: 865-82

NovoPen 3 Adverts - IDDT Makes Formal
complaint

Soon after pens became available on the NHS, one of our members,
Mr Smith, received an unsolicited letter and leaflet about the NovoPen
3. The letter was on headed Novo Nordisk paper and signed by
a member of their staff and headed “Information for people with
diabetes.” It included the offer of a free video that demonstrates the
device and includes interviews with patients and specialist nurses.
Mr Smith was angry because he did not know how Novo Nordisk had
received his name and address and because NovoPen 3 can only be
used with ‘human’ insulin — a treatment he has had to regularly fight

against with his clinic. On behalf of Mr Smith, IDDT made an official
complaint to the Association of British Pharmaceutical Industries
[ABPI] on the following grounds:

1. Confidentiality —how did Novo Nordisk know his name and address
and how did they know he had diabetes, especially as he did not
use the insulin for which the pen was suitable?

2. Promotion of medicines —pharmaceutical companies are allowed
to advertise medical devices to patients but they are not allowed
to advertise medicines. However, the NovoPen 3, unlike earlier
pens, has been designed so that it can only be used with Novo
Nordisk ‘human’insulins. It therefore appeared that this advertising
package was indirectly advertising a specific brand and species of
insulin to him.

IDDT argued that the very nature of the advertising material he
received from Novo Nordisk was trying to persuade him to use its
pen and therefore its ‘human’ insulin and that this was a breach of
the regulations forbidding advertising medicines directly to patients.
If it was not an actual breach it could be interpreted as circumventing
the regulations to persuade him to ask his doctor to prescribe this
particular pen and therefore this particular insulin.

Results:

Confidentiality — this complaint was not upheld. Novo’s explanation
was that after Lord Hunt's announcement that pens would be free on
the NHS, they sent a mailing to 15,000 randomly selected households
that had indicated in a consumer products survey that someone in the
house had diabetes. The names and addresses were not known to
Novo Nordisk.

Promotion of medicines —this complaintwas upheld on the grounds that
the mailing and video constituted an advertisement of a prescription
only medicine and that they would both encourage patients to ask
their doctors to prescribe NovoPen 3 and in effect a Novo Nordisk
insulin cartridge.



Both sides have the right to appeal against the decisions. IDDT did
not appeal on the confidentiality issue. We might think that a mailing to
15,000 households that just might have someone that requires insulin
treatment as opposed to the much more common tablet treatment, is
an excessive expenditure but that is not the issue. The Appeal Board
did express concern about the original letter being misleading and
they advised that it should have explained that it had been sent by a
third party.

Novo Nordisk did appeal against the decisions on promotion but their
appeals were unsuccessful and they have given an undertaking to
discontinue the mailing and to avoid a similar breach of the Code
in future.

Islet Transplantation And More - JDF help
with funding

THE JUVENILE DIABETES FOUNDATION [JDF] was founded in
America with the very focussed aim of finding a cure for diabetes.
They have raised huge amounts of money for research and annually
they have a ‘Walk to Cure Diabetes’ which this year aims to raise £42
million in 5 countries! The JDF have had an operation in the UK for
some years now. Modern technology makes the possibility of a cure
seem more realistic. Here are details of just two projects funded by
the JDF:

Islet transplantation — the successful transplantation of insulin
producing islet cells in 8 people with very difficult to control Type 1
diabetes in Canada is being followed up by further trials. These will
involve 40 people aged between 18 and 65 who are unable to control
their blood glucose levels despite rigid insulin regimes. The trials will
initially take place in Canada and the US and then in Switzerland,
Germany and ltaly. In the US the National Institutes for Health [NIH]
and the Juvenile Diabetes Foundation [JDF] will each provide 5 million

dollars to 10 centres.

According to statements from the head of the research team, James
Shapiro, their method of transplantation succeeded, for the following
reasons:

» They tried a new combination of anti-rejection drugs that did not
include steroids.

+ They modified the way islets are harvested from a pancreas,
eliminating the uses of substances containing non-human proteins
that might trigger rejection.

» Only freshly isolated islets were transplanted rather than frozen or
cultured ones.

The actual transplantation is relatively simple as the islets are injected
into a blood vessel in the liver with the patient needing only a sedative
and local anaesthetic and able to go home the next day. One obvious
problem for the future is the shortage of donor pancreases as islets
cannot be obtained from living donors. [Only about 5,800 people
in the US and 600 people in Canada donated organs after death
last year.]

Identifying and isolating pancreas stem cells — this involves finding
out how beta cells develop normally during the human embryonic life
and knowing when beta cells first mature from their precursor cells,
which genes regulate the process and when they act. The researchers
then aim to duplicate the process outside the human body and to see
how well the cells mimic the function of the normal adult beta cells
in producing insulin in the same way and in response to the same
stimuli. If they are successful then this could provide a future source
of insulin producing cells for transplantation.

Single injections of raw DNA — scientists have found that pieces of
insulin gene when injected into laboratory animals, will trigger the
production insulin. Until recently it was assumed that if DNA was
injected into the blood stream without a protective coating, it would be
broken up by the body’s immune system. However, scientists have



found that patients with cystic fibrosis and muscular dystrophy will
respond to direct DNA injections. Now scientists in Aberdeen have
found that unadulterated DNA can produce a similar effect on insulin
production. They took the gene that makes insulin and spliced it into
the muscle cells in rats. They were then injected back into the animal’s
leg muscles and they began to make insulin that could be released
into their blood stream. This is a long way off being able to be used in
humans and would require surgery two or three times a year. But the
researchers also took the insulin gene of humans and grew millions of
copies of it and then injected these directly into rats. It was then found
that human insulin was being secreted into the animals’ blood. If this
could be developed, it would mean that surgery could be avoided.

More information from the JDF at their web site www.jdf.org.uk

“Profits Obscene” says US Senator -
Awsome 1999 Performance By Lilly

1999 figures for the 12 top pharmaceutical companies show insulin
manufacturer Eli Lilly top of the list with a profit return on equity of
54%. As a percentage of sales they spend 21.0% on cost of goods,
27.6% on marketing and 17.8% on research and development.

Interesting that Lilly only spends 17.8% of their total sales on research
and development [R&D] but 27.6% on marketing! The pharmaceutical
companies nearly always defend their profits by saying that they
are different from other industries because they have such a high
commitment to R&D. It seems that they have a far greater commitment
to selling! | can’t resist pointing out that with a profit like this, one would
have thought that Lilly could think of the people who are providing
their profits and continue to produce animal insulins in the US, even if
this is to a diminishing market! No wonder they need to spend nearly
a third of their sales on marketing!

NB. We cannot give similar figures for Novo Nordisk because we have
no access to this sort of information.

. A further report says that the global pharmaceutical market grew
by10% in 1999, up from the 6% growth of 1998, with $207 billion in
sales, $90.8 billion of this was in the US and $53.9 billion in the major
European countries.

Fortune 500 listings shows that Merck & Co Inc. is the richest drug
company with $10 billion in total profits, more than the total profits for
the 24 companies in the motor vehicle and parts industry in the US
including General Motors in Detroit and Ford in Michigan. In the US
pharmaceutical company profits are a political issue because many
people cannot afford the high prices that are charged. At a press
conference Senator Paul Wellstone said “We have an industry that
makes exorbitant profits off sickness, misery and illness of people
and that is obscene.”

| doubt that anyone with any sort of conscience could disagree with
this statement.

Avandia - The New Drug For type 2 Diabetes

In August the National Institute for Clinical Excellence [NICE]
approved the new drug Avandia [rosiglitazone] for the treatment of
Type 2 diabetes in some patients. It hit headlines because it is has the
potential to be the most expensive drug that NICE has yet approved,
costing £320 to £640 per patient per year. NICE estimate that it could
be used in 72,800 people and that its use in place of insulin could
cost an additional £14.5 million per year in England and Wales. This
approval means that there should be no ‘post code’ prescribing of
Avandia.

It is good that Newspaper reports only say at this stage that Avandia



is believed to give better protection against damage to blood vessels
and may also delay or prevent some people with Type 2 having to
go on to insulin. Just as it should be, no promises without evidence
gained from use over time.

Avandia belongs to the family of drugs called thiazolidinediones which
includes

troglitazone [Rezulin in the US], withdrawn from the market in the UK
only 6 weeks after it's approval because it was shown to cause liver
failure. The FDAin the US admitted that Rezulin had been responsible
for around 90 deaths from liver failure before they withdrew it more
than two years after the first death and after ‘whistle-blowing’ by
some FDA advisers. Like troglitazone, Avandia was also granted
fast track approval by the FDA but it was found to be far less toxic
than its predecessor. Nevertheless, the troglitazone story was not a
happy one and one that is not unfamiliar - fast approval, patients not
being fully informed, side effects being ignored and the potential for
a great deal of money to be made by industry. SmithKlein Beecham
increased their half-year profits by 14%, generating £114 million in
the first quarter, largely as a result of what business analysts describe
as ‘Avandia’s outstanding performance’ with doctors in the US having
written more than 3 million prescriptions in the first year.

Understandably there may be concerns about Avandia so we are
providing information from US medical journal adverts and the UK
Pharmaceutical Journal, August 26, 2000.

About Avandia

+ ltis a tablet that works by helping the body to make better use of
its own insulin whereas the other tablets for Type 2 stimulate the
pancreas to produce insulin. The pre-licensing clinical trials were
carried out in 4600 people with 3300 of them using it for 6 months
or longer and 2000 for over 12 months.

* Avandia is for use in Type 2 diabetes. NICE recommends that
it is only used in people where blood glucose levels cannot be

controlled with combinations of the traditional drugs, metformin
and/or sulponylurea. It can be used on its own or in combination
with a sulphonylurea or metformin. NICE say it should be added
to the other tablets rather than substituted for them and that
there is no direct evidence from comparative trials that adding
Avandia to metformin or to sulphonylurea is any more or less
effective at improving control than moving to a metformin plus
sulphonylurea combination.

» Asitis only active in the presence of insulin, it should not be used
for Type 1 diabetes.

+ Used in combination with the other tablets it may cause
hypoglycaemia.

NICE says that Avandia should not be used in patients with heart
failure, liver failure or severe renal insufficiency.

The adverts for Avandia in the US say:

* It may, like other drugs in its class, cause ovulation in some
pre-menopausal women and they may be at increased risk of
pregnancy so adequate contraception should be advised. This
possibility has not been investigated in specific clinical trials but is
listed as a precaution by the manufacturers.

» Avandia should be used with caution for patients with oedema, as
mild to moderate oedema was reported in the trials. Fluid retention
was reported and so people at risk of heart failure should be
monitored - check with your doctor.

« Although clinical data show no evidence that Avandia can
cause liver problems, because it is the same family of drugs as
troglitazone, it is recommended that patients using Avandia have
periodic liver enzyme tests until further information is available.

+ The most common adverse reactions in the trials with Avandia
were upper respiratory tract infection, injury, headache and
back pain.

Just a comment - the continued debate in the medical press about
whether prescription drugs should be advertised direct to the public in



the UK seems a bit futile. All the manufacturers have to do is issue a
press release about their new wonder drug and it is taken up in force
by the newspapers, with little or no control over what they say.

Volunteers Needed In West Wales

Whitland Research Laboratories are continuing their efforts to produce
a non-invasive method of blood glucose testing — hopefully so finger
pricks will be unnecessary in the future. They do need volunteers
again just to provide a few finger prick blood samples to compare
these results with their new technique. Members of IDDT have helped
before and anyone willing to volunteer and living near Whitland should
contact: Yvette Brown at Whitland Laboratories Ltd, Whitland Abbey,
Whitland or e-mail y.brown@newscientist.net

Medicines control Agency And Experts
Come Under Fire!

The Medicines Control Agency [MCA] is the UK body concerned with
all matters related to drugs and now homeopathic remedies. The
Committee on Safety of Drugs [CSM] is part of this body that monitors
the safety and efficacy of drugs and collects adverse reaction reports.
The committees of the MCA consist of doctors and academics who
are experts in their fields and their advice is crucial in deciding whether
a drug should be licensed or withdrawn from the market but much of
their work is shrouded in secrecy. It is understandable that there is a
need to protect the commercial confidentiality, but this body was set
up for our protection after the thalidomide tragedy and it would seem
that the best way to reassure the public is to make their information
accessible to us. IDDT members lobbied their MPs when the Freedom
of Information Bill was discussed, ‘open government’ was introduced

but little appears to have changed at the MCA. But we are not on our
own in our concerns!

CSMATTACKED OVER DELAY IN SECRECY —the BMJ 15 July 2000.
Ten months ago the Health Service Ombudsman upheld complaints of
undue secrecy about the operations of the CSM who then promised to
publish edited minutes of their meetings on the internet. Social Audit,
a pressure group that monitors the pharmaceutical industry, were told
by the MCA, ‘Summaries will be published from March 1998 onwards
and will disclose details of interests and products where appropriate
regulatory action has been completed.” But this promise has still not
been fulfilled with only four meetings in early 1998 being published on
their web site [www.open.gov.uk/mca/csmhome.htm].

The Dept of Health say preparing the summaries is very intensive
work and they have not been able to allocate the resources to it.
Social Audit believes the delay is due to the committee deciding to
rewrite the minutes for publication in order to protect confidentiality. In
the US, the FDA just puts a black line through the parts that need to
remain confidential — sensible and speedy!

SCANDAL OF DRUG DOCTORS’ SHARES - the Sunday Express,
August 6, 2000 exposed the information that more than 170 of the
MCA’s 248 advisers, doctors and academics, have financial links with
pharmaceutical companies and a total of 42 own shares in a variety of
these companies. The size of the holdings has been kept confidential
until now because the members are not required to disclose on the
MCA's register of interest just how many shares they own. The Express
information is based on the drug companies’ own share registers.
More than two thirds of the doctors and academics advising the MCA
have investments or receive drug company cash for consultancies,
conferences abroad and research grants

The extent of the links between the experts and industry leaves the
committees open to allegations of conflicts of interest and that doctors
may have an unfair advantage in share-dealing because they are
privy to confidential, price-sensitive information. Nicholas Harvey, the



Liberal Democrats’ health spokesman, has called for a tightening up
of the regulations governing the advisers’ interests: “If these experts
still have large personal pecuniary interests in the drug companies,
we cannot be confident they are making objective decisions.” Health
Minister, Lord Hunt said on radio that he was satisfied that the experts
“do declare an interest when it is required”. What he hasn’t done is to
say who decides when it is required!

The MCA has the power to give or revoke a drug’s licence and
medicines which have taken years of expensive research to produce
can be banned or withdrawn from sale if the committees consider there
is cause for concern. The pharmaceutical companies know this only
too well and Tom Moore, a former senior executive for AstraZeneca,
told the Sunday Express that the drug companies go out of their way
to build strong links, saying: “Their objective is to get as close as
possible. They are an extremely powerful lobby group because they
have unlimited resources.”

Relationship Between Doctors And Industry
Too Cosy!

ACADEMIA AND INDUSTRY - a letter in the Lancet, July22, 2000.
Peter Wilmshurst suggests that conflicts of interest in articles in
medical journals are concealed because often the sums of money
involved are so huge that the readers would question whether the
doctor/researcher/opinion leader was expressing genuinely held
views. The author says that one pharmaceutical company employs
several eminent cardiologists to lecture to promote their drugs who
are each receiving £3000-£5000 plus travelling expenses for an
evening talk in the UK and some even have agents to negotiate their
fees! The author goes on to say that it would be naive to imagine that
the size of the fees does not affect the statements of these opinion
leaders/experts. It is hard to imagine too that these are not the same
experts that advise the MCA/CSM!

IN THE FALL OUT OF THE TROGLITAZONE WITHDRAWAL - the
New York Times exposed that the manufacturers of troglitazone for
Type 2 diabetes, eventually withdrawn because it caused liver failure,
paid speaking fees to 300 endocrinologists and GPs across the US to
market/sell it to the medical profession. No doubt these were leaders
in the field that other doctors would respect. Furthermore Dr R C
Eastman, the FDA adviser that oversaw the drug through its trials,
was put on the payroll of the manufacturers!

Why is all this important to us?

‘Human’ insulin provides a perfect example of the answer. We want
animal insulins to continue to be available for those who need them and
recognition that some people requiring insulin have adverse effects
to ‘human’ insulin. But for reasons that remain a mystery, although
not beyond our imaginations, there has been great resistance to any
criticisms of ‘human’ insulin by manufacturers, the medical experts,
diabetes organisations and these government departments. But our
battle is not being fought on a level playing field!

We, the patients, have to argue our case with the MCA but without
access to information about the original trials, their size, the type of
participants, where and by whom they were carried out, the adverse
reaction reports and the drug company responses to them. This makes
it an impossible task but just think how different the case would have
been if we had access to all the information held by the MCA. It was
set up for our protection, not the protection of industry or anyone else,
but amazingly it does not have to justify or demonstrate to anyone the
basis for its decisions.

In our case the MCA does not have to disclose its reasons for
maintaining that ‘there are no concerns about the safety of human
insulin’ and nor does it have to expose the names of their advisers and
whether they had any conflicts of interest. We are supposed to be just
compliant believers in their decisions — sorry but the world isn’t like that
anymore! When the CSM was set up in 1968 maybe, but things have
moved on and the pharmaceutical industry has become one of the
most powerful industries in the world - we all know what power does!



We, the patients, have moved on too, with governments encouraging
us to take greater responsibility for our own healthcare. But this also
means that we are more aware, we require more information and
we will not lightly accept statements without supporting evidence,
especially if these contradict our own experiences.

Of course, we do not know that owning shares or receiving financial
benefits from industry influences decisions made by the experts but it
could happen unwittingly [and we do not know that it happened with
‘human’insulin]. But these are intelligent people, why do they think that
drug companies give them money? If the companies did not believe
it gave them influence, they would not do it. It has to be remembered
that the drugs under consideration by these MCA experts have the
potential to threaten lives or have devastating side effects but they
also have the potential to make billions of pounds for industry.

The drug companies say there is no alternative to the present system
- because there are so few experts available that they are in constant
demand by both Government and industry. This is not just a case
of justice being done but of justice being seen to be done and there
are alternatives. If experts want to act as MCA advisers then they
should sell their shares so there is not even the potential for conflict
of interest. As for those who accept payments of various sorts - they
could always refuse to accept drug company money, it is on top of
their salaries when all is said and done!

Driving Update

On January 1st 1998 driving regulations changed for EVERYONE
preventing people from driving category C1 [lorries and light vans
between 3.5 and 7.5 tonnes] and D1 [9 -16 seat minibuses] vehicles
on their CAR driving licence. This comes into effect on renewal of the
car driving licence. The problem for people with a medically restricted
licence issued for a maximum of 3 years, is that they will be affected

much sooner than people holding a normal licence. People using
insulin are not being singled out — there are about 10 other conditions
that have restricted licences, but the regulations may put them in the
position of losing their jobs if it is impossible for them to drive a smaller
vehicle.

The European legislation allows for ‘exceptional cases’ to be
considered but drivers must meet the higher medical standards that
have been applied to professional HGV drivers since 1991. This is
largely a UK problem because the other Member States had tighter
regulations anyway with no drivers, with or without diabetes, receiving
a CAR licence to drive C1 and D1 vehicles.

The UK government was advised by its panel of diabetes experts and
their decision was based on studies showing that insulin treatment
produces a significant risk of hypoglycaemia that can lead to loss of
consciousness or diminished judgement. Hypos without warnings can
occur and a number of accidents have directly resulted from this.

In September 1998 the government introduced revised legislation:

* Thebanon D1 vehicles remains. (Minibuses with 9-16 passengers)

» The exceptional case basis only applies to drivers of vehicles
EMPLOYED in this work. This will only be granted after a rigorous
medical check.

* No new drivers will be allowed to drive C1 and D1 vehicles with or
without diabetes.

On May 3rd 2000 Lord Whitty, Minister of Roads, announced that the
government will review the scope for more individual assessment in
the licensing regime for drivers of light vans and lorries [category C1
vehicles].

The latest announcement is a welcome one but Lord Whitty was
correct when he cautioned that individual assessment would not
necessarily lead to larger numbers of people being permitted to drive.
Individual assessment will give insulin treated people the feeling that



they are not being unfairly treated. As people living with diabetes, we
recognise the dangers - insulin treatment may cause hypoglycaemia,
today’s treatment of aiming for near-normal blood sugars increases
the risk of hypoglycaemia and some people have intermittent loss of
warnings. This is also recognised in the US where

the Federal Highway Administration has prevented people who use
insulin from driving commercial vehicles although it did temporarily
waive commercial restrictions for some insulin treated people
providing they met certain medical standards. In Canada from 1987
people with Type 2 diabetes but only some exceptional cases with
Type 1 diabetes have been permitted to drive trucks under certain
conditions but not buses minibuses or emergency vehicles.

New Research published in Diabetes Care [Vol 23: No 5 May 2000]

An analysis of crash risks among diabetic truck-permit holders was
carried outin Quebec by looking at the records of 13,453 permit holders
between 1987 and 1990. People with Type1 and Type 2 diabetes
were involved because treatment of Type 2 with sulphonylureas can
cause hypoglycaemia. Additional health information was obtained
and a telephone survey collected information on driving patterns.
This applied to people driving Class 1 [articulated trucks] and Class
3 [single unit trucks] looking at 3 groups — those with complications,
those without complications and those treated with insulin.

In assessing the results it is important to take into account that there
are fewer professional drivers in both articulated and single unit truck
classes with diabetes with complications and considerably fewer
taking insulin. The results were as follows:

» articulated truck drivers - the 3 groups with diabetes did not differ
in their risk ratio for crashes from the healthy group.

« single unit truck drivers - the people without complications had a
higher risk ratio of crashes than the healthy group, this applying to
both Type 1 and Type 2 people with the same diabetic condition
in this group.

The authors offer possible explanations of higher risk ratios for single
unit truck drivers:

1. The most obvious is that drivers of articulated trucks are subject to
more stringent medical requirements than single unit truck drivers
and therefore are selected out initially. The crash risks may also be
underestimated because of self-selection with the more severely
affected people choosing not to drive or to restrict their driving.

2. The work environment for single unit truck drivers seems more
stressful — they are more likely to be driving on busy urban streets
with parking difficulties than are articulated truck drivers and they
have a tighter time schedule.

3. They spend more time handling goods and have a less regimented
work situation than articulated truck drivers.

The authors recommend that the results warrant further investigation
and the apparently non-significant differences in healthy groups and
articulated truck drivers should not be regarded as reason for relaxing
the current medical restrictions.

‘Human’ And Animal Insulin Compared

A review by Professor Rhys Williams et al and funded by the British
Diabetic Association. Three versions but do you know which version
is the real one?

Well we do! But we must not fall into the trap of throwing the
baby out with the bath water, all versions of the Review offer firm
evidence to support the experiences of patients having problems with
hypoglycaemia/loss of warnings when using ‘human’ insulin.

« 7 out of 37 double-blind randomised controlled trials [the best
quality research] show increases in frequency and/or reduced
symptoms of hypoglycaemia. So nearly 20%, or a fifth, support



the experiences of many patients over nearly 20 years.

« The Review says that the evidence is unsatisfactory in many
ways and that well-documented, rigorously analysed qualitative
descriptions of patients’ experiences are almost completely lacking
and that this is a largely unexplored area.

It can no longer be said that there is ‘no scientific evidence, to support
patients’ experiences and presumably this has resulted in the change
in the BDA/Diabetes UK stance in their Press Release dated 11th
July 2000:

“We know from patients experiences that some people with diabetes
cannot manage their condition with ‘human’insulin, this report confirms
that it is vital for these people to have access to ‘animal’ insulin.
Greater recognition is needed among those prescribing insulin that
animal varieties may be the most suitable treatment for some people
with diabetes. Unless this is done the health service risks failing a
significant minority of people with diabetes. Diabetes UK is committed
to ensuring that animal insulins remain available to those who
need them.”

We hope that this is a meaningful statement on which they will act and
not just a simple matter of seeking assurances from manufacturers.
Diabetes UK is ideally positioned to take positive steps to act on behalf
of all patients who are denied information about and access to animal
insulin because their doctors and healthcare professionals are still
refusing to believe patients’ experiences. Although their press release
says that the Health Service risks failing this group of patients, | am
sure they realise that in fact it will be the physicians and healthcare
professionals who deliver treatment that risk failing this group
of patients.

Late News — Disappointingly, the Autumn edition of Diabetes Update,
the Diabetes UK publication for GP’s and healthcare professionals,
does not take this firm stance, it follows their usual line of ‘animal
insulin must remain available for those who need it.” However, Prof
Rhys Williams is quoted as saying: “If science can’t prove something,

that's not proof that it is not there.” How long have we been
saying this!!!

But now to the three versions of the Review...

The original version was carried out under the auspices of the
Cochrane Diabetes Group [CDG] led by Professor Rhys Williams,
which subsequently collapsed and has since been re-formed
in Germany.

Just to remind you, the Cochrane Collaboration carries out systematic
reviews of randomised controlled trials in various areas of medicine
and so provides reliable evidence from research to inform decision
making by doctors and patients. Cochrane Reviews have a protocol
[design] that usually includes the title, the aims, the methods and
the outcome measures to be looked at. The outcome measures are
important because they include all aspects of a treatment and so
demonstrate whether there are any beneficial effects from a newly
introduced treatment compared to the older one — in this instance, the
new therapy being ‘human’ insulin compared to the older therapy with
animal insulin. This is just what people treated with insulin needed to
settle the ongoing debate.

This sounds just fine and dandy, so what went wrong?

« IDDT, invited to comment on the original protocol, said that it was
too narrow, only covered hypoglycaemia and not all the other
reported adverse reactions to ‘human’ insulin. Our comments
were virtually ignored, although the title did include ‘other side
effects’. Alarm bells started to ring at this stage — why would
an independent group of researchers not want to look at the
whole issue?

+ We then discovered that the Review was to be funded by the
British Diabetic Association [now Diabetes UK]. We objected to
this as we believed that neither the BDA not IDDT should fund
this review because if the Review was to have any value, it not
only had to be independent and unbiased, but also had to be seen



to be independent and unbiased. | travelled from Northampton
to Leeds to meet Rhys Williams but failed to influence either the
protocol or the source of funding, but then | was only given half an
hour! The alarm bells became louder and | had a feeling of having
been here before with the Posner Report, again commissioned by
the BDA, but never published.

« |IDDT pulled out of further involvement with the Review with the
intention of making formal comments and criticisms once the
completed Review was published on the Cochrane database. But
before this could happen, the Cochrane Diabetes Group collapsed
and the Review was never published on the Cochrane Database.
Alarm bells became louder as, once more, the control for release
of information about ‘human’ insulin rested with the BDA and out
of our control or the control of Cochrane.

So what did the BDA/Diabetes UK eventually do with the Review?
May 1999 - it was presented at the BDA Medical and Scientific
Conference by Professor Williams. The presentation was the 1998
completed Review, albeit not the review we would have liked, but it
was the complete review.

June 2000 — The Cochrane Review was put on the BDA/Diabetes UK
web site. A visit there showed that this was a different version and
the section about deaths associated with ‘human’ insulin had been
omitted.

June 2000 — Diabetic Medicine, the BDA journal for professionals,
published yet a third version. We fully understand that this had to be
a summary of the original 1998 version but what is published is not
a summary - it bears little resemblance to the original 1998 version.
The alarm bells were replaced with anger and a little voice saying ‘I
told you so, | told you so, you knew it would happen, you’ve been here
before’.

What are the changes and why are they significant?

» The title has been changed from “To compare ‘human’ and animal

insulin in people with diabetes mellitus in terms of symptoms
associated with hypoglycaemia and other side effects” to
“Hypoglycaemia induced by exogenous insulin — ‘human’ and
animal insulin compared.” The omission of ‘other side effects’
means continued failure to address the other categories of adverse
reactions to ‘human’ insulin so that patients and doctors are still
not in a position to make truly informed decisions about which type
of insulin to use.

« The aims have been changed to “examine whether published
evidence suggests a difference in frequency and awareness
of hypoglycaemia induced by ‘human’ and animal insulins.” In
addition to the omission of the ‘other side effects, there is one
very significant little word in the Diabetes Medicine version —to
examine ‘published’ evidence. The original aims were to look
for ALL evidence and which included searches for unpublished
studies that may be held by Novo Nordisk, Lilly and/or regulatory
bodies but remain unpublished for some reason.

» The outcome measures have been changed to “frequency, severity
awareness and symptoms of insulin induced hypoglycaemia.” so
excluding the 9 other outcome measures that were in the original
Review. These were:

Glycaemia control and ketoacidosis

Counterregulatory hormone measurements and other appropriate
measures

Neuropsychological tests

Patient satisfaction and quality of life

Any other side effects

Associated morbidity — injuries and convulsions

Hospital admissions



Mortality
Financial costs

By removing these outcome measures in the Diabetic Medicine version
and indeed, by not fully addressing them in the original Review, there
is a basic failure to address all aspects of the healthcare intervention
with ‘human’ insulin that is expected in a Review. [Intervention is
research speak for treatment or insulin therapy in this case.] If all
these outcomes had been looked at, then we would have had a great
deal more information and their inclusion would have shown whether
there are any positive effects of therapy with ‘human’ insulin. Even
if searches of the literature find no information either because it is
unavailable or because no work has been carried out in this area, then
this should be reported in the Review because missing information
can be vital for informed decision making by both patients and doctors.

For example, only one study was found that compared ‘human’ and
beef insulin, the rest all compared ‘human’ and pork insulins [very
convenient as pork is a nearer match to ‘human’ insulin and so one
would expect fewer differences to show up]. One study is not enough
to provide reliable evidence and it is certainly not enough for doctors,
the FDA or anyone else to tell beef insulin users that they can easily
change from beefto ‘human’insulin without problems. Such statements
are totally unsupportable and yet this is exactly what is happening
right now following the withdrawal of beef insulin in the US. Turning
the tables somewhat, there is no scientific evidence for doctors, drug
companies or regulatory bodies to make such claims and not only is
this unacceptable but it puts into question their judgements and even
their motives.

Inthe year2000, even patients have heard of evidence based medicine!
At risk of stating the obvious, it is medicine based on evidence and
the value of all the versions of this Review is that it demonstrates that
decisions about type of insulin treatment are not based on reliable
scientific evidence. A bold statement maybe, but an undeniable one.

There are some very serious questions that arise:

Who decided to omit the section about deaths in the web site version,
Professor Williams et al or the BDA as funders of the Review, or .....7
Why was it omitted? The defence that ‘it will alarm patients’ is no
longer acceptable and assumes a paternalism that is unnecessary,
insulting and unfair to patients, many of whom want to be able to
make truly informed decisions about their treatment.

The version in Diabetic Medicine raises even more serious questions

* Why was this changed so that it was almost unrecognisable as the
same Review?

*  Why were all the other side effects excluded from the review?

*  Why were 9 outcome measures omitted?

» Perhaps most importantly, who decided to do all this and why?

A letter asking all these questions has been submitted to the editor of
Diabetic Medicine which also points out that patients who have suffered
as a result of using ‘human’ insulin are already deeply suspicious and
this latest situation confirms that they have good reason to be!

On a personal note, | cannot describe my frustration and anger
at yet another fudge of the ‘human’ insulin issue especially as the
alarm bells were ringing all along and | would have wagered my last
bean that something like this would happen. I've been around too
long to labour under any illusions that suddenly we were going to be
allowed a straightforward uncomplicated bit of truth! My anger will
not disappear and | shall be like a dog with a bone - | will not leave
it alone. There are moral and ethical questions that must be raised,
even if those who can provide the answers choose not to. This is one
‘fudge’ too many! The ‘human’ insulin saga has understandably left
many of us deeply suspicious, but the public has to be able to trust
research, those who carry it out, those who publish it and those who
fund it. Three versions of one Review make this very difficult! Why did
anything from the original Review have to be changed? Where is the
gain and for whom?



Stocks Of Animal Insulins In Hospitals

Many people have expressed concerns about their insulin treatment
if they are in hospital and this was very apparent at lasts year’s IDDT
Annual General Meeting. The concerns were that they were often
changed to ‘human’ insulin against their wishes, while they were
inpatients and that they had to have ‘arguments’ to be allowed to use
animal insulin, even their own supply. The major worry was that if
they entered hospital in emergency and unconscious, then ‘human’
insulins may be administered even though their records showed
that they use beef or pork insulin and they had previously reported
adverse reactions to ‘human’. These worries are real as significant
numbers of people have already had these experiences and at the
AGM the Trustees promised to take some action on what appears to
be a nation wide problem.

In April 2000 we wrote to the chief executives of all hospitals in the UK
making the all the above points plus a few more:

* The lack of availability of animal insulins within hospitals when
patients enter in emergency or for a pre-planned in-patient stay
and/or the refusal to allow them to use their own animal insulin is
very distressing for the patient and their family carer.

« CP Pharmaceuticals Ltd, manufacturers of beef and porcine
insulins assure us that, apart from weekends, wholesalers could
supply any hospital with the necessary animal insulin within 4
hours. Yet the 15-20% of people who need animal insulins are
often unable to receive it and are transferred to ‘human’ insulin
against their wishes.

* As this situation appears to be getting worse, IDDT has no
alternative but to draw attention to the need for hospital
pharmacy departments to stock animal insulins to help to avoid a
potentially dangerous situation for the patient and one that could
be uncomfortable for the hospital. The Patients’ Charter gives
people the rights to choice of treatment and this group of people
in conjunction with their doctors, have already made the choice to
be treated with bovine or porcine insulin.

Responses from Hospitals

Of course we didn’t get many! However, the responses we did receive
varied greatly with major successes in Northern Ireland — both Newry
and Mourne District Council and Ards Borough Council wrote to tell us
that at a meeting they had agreed to support our call for animal insulins
to be stocked in all hospital pharmacy departments. The Directors
of Administration have written letters to Health and Social Services
Boards and to the hospitals and Community Trusts. Then when
looking through press cuttings, | found an article in the Newtownards
Chronicle and here is an ex