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The British Diabetic Association (BDA) has received a flood of letters and phone calls about people’s concerns in the relation to the effects of genetically engineered (human) insulin. It has been in the midst of the controversy surrounding this insulin and taken a leading part in securing continued supplies of animal derived insulin. The loss of Warnings (LOW) Task Force was set up to address the issues and problems in this area.  After receiving two feasibility study reports, the LOW Task Force committee decided to subject those letters received by the BDA on this subject since 1989 which has been kept in a separate file from others dealt with by the Diabetic Care Dept., to a detailed examination. The results of this examination are the subject of this report.


The aim of the examination was to analyse the content of the letters, treating them as n authentic, relevant source of data on the effects of the change-over to ‘human’ insulin from the patients or their relative’s point of view. The range of symptoms complained of, and their related consequences were to be systematically mapped. This data was basically descriptive qualitative material. However, in many cases the content of the histories amounted to clinical evidence which indeed could have been, and possibly was, presented in the diabetic clinic. On occasion, the person’s account of symptoms was accompanied by detailed blood sugar and medication evidence.

Where this material has been treated quantitatively in order to map out proportions, careful interpretation is important. This is not epidemiological evidence based on measurement of parameters in a sample of the general diabetic population. This is a sample of nearly 400 persons with problems and the motivation to write about them. Considerable confidence can be attached to the overall pattern of experiences recounted and the relative proportions of symptoms, and to the assumption that they do in fact reflect the nature of the problem where it exists in the wider diabetic population. Only what was mentioned by correspondents could be counted, so that the figures and percentages represent the number of times something was mentioned in the letters. It seems very likely that the numbers are in some cases underestimates of the actual occurrences, but attention is in any case, most usefully focussed on the pattern of experiences rather than actual numbers.
The Sample


All the letters in the file were examined. The letters included in the analysis were those relating to experiences of 384 people of the change-over from animal derived to genetically engineered insulin, and where the original or a photocopy was available. (In a small number of cases only the reply was filed). Not included in the analysis were letters from doctors and other healthcare professionals or from the BDA branch officers asking information or making comments and letters from people worried by what they have heard or read about ‘human’ insulin and asking for information or advice.
 
The main analysis and the percentages in the figures are derived from cases where it was clear that the person with diabetes had changed over from using animal derived to genetically engineered insulin either because the correspondent mentioned it, or because it could be deduced from the length of time the person with insulin dependant diabetes (IDD) had had the condition that s/he had previously been using animal derived insulin. In some cases the evidence of a particular case was derived from more than one letter. Sometimes (31%) it was not the person with the diabetes him or herself who wrote to the BDA, but a spouse, relative or friend.

Twenty-eight letters in the file which related to the experiences of the people who were currently using ‘human’ insulin where it was not clear if they had previously used animal derived insulin and to those who had only ever used ‘human insulin, were analysed separately and are included in an appendix (Appendix 1).

In just over half (51%) of the letters the correspondents mentioned the length of time since the person with diabetes had been diagnosed, and this was recorded. Over 90% of these cases had had diabetes for more than 10 years, 73% for over 20 years (Fig.1.) Looking at the whole sample, nearly half had definitely had diabetes for more than 10 years, but in 49% of the cases there was no information about this. This finding provides further substantial evidence that the problem in relation to the change-over to ‘human’ insulin has been largely among long- standing IDDs.


Experiences of the change to ‘human’ insulin will be presented in two sections. Section A will report the symptoms and other effects on life of a person with diabetes or their companions under four headings:

· Problem with Hypoglycaemia 

· Deterioration in Diabetic Control

· Deterioration in General Health 

· Effects on the Quality of Life

(Fig.3.)
These dimensions of the problem obviously overlap, but for analytical purposes it is useful to look at them in detail separately.
Section B will examine experiences of treatment by doctors of correspondents’ difficulties, and the influence of the media.

Section A
PROBLEMS WITH HYPOGLYCAEMIA


Most of the letters (77%) mentioned a problem with hypoglycaemia after changing over to genetically engineered insulin. Nearly half (48%) of the correspondents experienced loss of warning signs of an approaching hypo (Fig.2). An additional 5% said they had very little warning.  In 3% of the cases, signs noticed by others, usually a spouse, were noticed. Over a quarter (27%) complained that hypoglycaemia episodes were more frequent, and 18% that they were more severe.  In a small proportion (5%), they were accompanied by convulsions or the person was reported to be violent or otherwise difficult to help (5%).  Thirteen percent complained of having hypos at night.  Correspondents described severe hypos they had experienced as “alarming”,”dangerous”,”frightening”,appalling”,”dreadful”,ghastly”,Massive”,        ”violent”, and behaving like a mad bull”. 


This catalogue of increased and problematic insulin reactions was accompanied by other symptoms which appeared to be related to hypoglycaemia episodes.  These included memory loss (mentioned by 10%, Fig.2), disorientation, confusion and inability to concentrate (9%), dizzy spells or panic attacks (2%), shaking and poor coordination (1%).  One correspondent wrote that “it is impossible to explain what it is like to live each day with a brain that does not work or respond properly” (no.322). Several people also mentioned a sense of a split between mind and body which resulted in a state of awareness accompanied by inability to or great difficulty in making movements.  Others wrote of drifting off into unconsciousness’ after feeling very tired and sitting down. 


People reported finding it more difficult than previously to counteract the effects of a hypo.  Where people were experiencing lack of warning signs of hypoglycaemia, they were reliant on their glucose meters or BM strips and sometimes did frequent tests.  A few reported that they had on occasion found very low blood sugar levels indeed (less than 1.0mmol/1) without experiencing physical symptoms.  In more than one case a nil blood sugar reading was reported.

The lack of warning of an impending hypo, coupled with the rapidity and severity of the reaction caused most immediate problems because it could put the person with diabetes and possible others, in dangerous situations, sometimes resulting injuries and accidents (see below).  It meant that the person with diabetes could no longer feel confident that they were in control of their bodily condition and this could become obvious in public.  It also meant that they were more dependant on others to rescue them from unconsciousness since they themselves were unable to take remedial action and sometimes were resistant to it.  When, in addition, the person with diabetes was living on their own and thus without someone watching out for hypo’s, this development could lead to life-threatening situations.   A mother writing about her concern for her son said that
There is no doubt in my mind that had he been living alone he would now be dead.  Many of the hypos occur during the night, for no reason. No.80

Some of the hypos resulted in accidents (5%) and in prolonged unconsciousness with the person with diabetes being taken to hospital (12%).  In the letters examined and included in this sample, there were 14 deaths (4%) attributed to insulin reactions. The injuries from falls and accidents resulted in broken legs and ankles, a cracked skull, cracked spinal vertebrae, a fractured neck and femur, an extensive burn needing a skin graft, a shoulder injury resulting in a shoulder replacement and a broken neck.  The man cracked his skull commented:

Since human insulin is supposed to give you a longer trouble free lifespan, I find it annoying to think that twice in two months I could have been dead, if I had been in the wrong place at the wrong time; even worse I could have killed somebody else. No.349


The mother of a young man who had lost his warning signs and had a hypo while driving and crashed into a stone wall breaking his neck and ankles, wrote that he had just been on human insulin for six weeks. “As a direct result of being on human insulin and is very lucky to be here at all”.  Later on in the letter she added:

The clinic argues that the human insulin is better for him in the long run than animal insulin—that is if he can survive. No80.


The sister of a retired diabetic who fell while having a hypo when out shopping and temporarily parted from her, pointed out that she had been in a position to observe the effects of her sister’s treatment closely and wrote:

I am…in no doubt that human insulin is the cause of my sisters problems…I hope that note will be taken of relatives and carers comments as in my experience the diabetic… knows nothing about the hypo (which can be a devastating experience) until after he event, and is quite unable to deal with it. No.130


 An elderly diabetic living alone who had never previously spent a night in hospital, described a very difficult period she had recently experienced as a result if injuries in relation to hypos.  She collapsed down a staircase and need a skin graft because of the injuries. This was followed by a further collapse which resulted in a compound fracture of her wrist.  No sooner had she got the plaster off when she fell again and needed a hip replacement—“all because of the no warning insulin” she commented (No.158). 
DETERIORATION IN CONTROL
Between a quarter and a third (28%) of the correspondents specifically mentioned deterioration in control of the diabetic condition since being changed over to genetically engineered insulin.  The problems with control resulted from blood sugar levels which varied rapidly and inexplicably, and from a tendency to hypoglycaemia which could not be predicted or easily counteracted.  Together, these problems could seriously undermine a person’s confidence in their ability to lead a normal life and to feel in control of their diabetes.  Many felt their diabetes was unstable and out of control for the first time in their diabetic history.  A person who had been insulin dependant for 42 years wrote:  

It was only when I went onto human insulin that I thought I was not in control of my diabetes. I went into hypo attacks daily with no warning what so ever.              (Thanks to paramedics and good neighbours plus the casualty department at the local hospital I am still here to tell the tale). No 320


There were people that were clearly conscientious patients doing everything they could not try to maintain stability but facing very difficult management situations.  There were also people who appeared to be in need of much more assistance with management on their “human” insulin regime and who, without it, were very much at the mercy of their more unstable diabetic condition.  In an attempt to avoid the disasters which could result from sudden hypos, a few people mentioned that they were keeping their blood sugar levels at certain times higher than they would otherwise done.

DETERIORATION IN HEALTH

Over a quarter of the letters (27%) reported deterioration in general health whilst using genetically engineered insulin.  People complained of not feeling well, being lethargic, tired all the time and listless. Their relatives were concerned that they did not seem to be their usual selves, looked pale and ill, and lacked interest in things. In some cases, this change of insulin regimen appeared to be the beginning of a downhill slide in their health which ended in their death from a cause not immediately related to their diabetes.

A small number of people (Table 1) reported that they began to have aches and pains in their limbs and, or, difficulty getting around since starting on genetically engineered insulin.  In several cases these symptoms disappeared when the patient reverted to animal derived insulin. In others, the change in insulin appeared to precipitate the development of MS symptoms.
Small percentages of people complained of a distinct deterioration in their eyesight and of persistent headaches which had occurred since they had been using genetically engineered insulin.  The problems with vision took various forms: the development of cataracts, retinopathic changes, and blurred vision.  A few people complained of gaining or losing weight on the new insulin. 

There were a few reports of unusual symptoms developing after the initiation of genetically engineered insulin therapy and clearing on the reversion to animal derived insulin.
DETERIORATION IN QUALITY OF LIFE

The letters as a whole are a testament to the effect of uncontrolled diabetes and vulnerability to hypos without warning on the quality of life of life of the person with the condition and his or her family.  There were many vivid descriptions of the impact of the change over to genetically engineered insulin for this group of people with diabetes.
For 4 ½ years I was on human insulin. It was the most difficult and distressing 4 ½ years I have ever spent—in fact it was the only time during the two decades I have been a diabetic that I actually felt handicapped. No.34

Correspondents reported the consequences of loss of control of the diabetes, deterioration in general health or accidents meant increased dependence on others (5% mentioned this though it applied to many more); and loss of confidence about controlling the diabetes (9%) so that there was fear of going out alone, going to bed or driving (table 2).  Some people (5%) had lost their job, been made redundant or found that they were unable to work.  A few had been refused renewal of their driving licenses. There were several reports of people who had been prosecuted by the police after being involved in accidents while having a hypo.

There were some reports of personality changes since people with diabetes had been using genetically engineered insulin.  These changes most often involved loss of interest of life, vitality and motivation (Table 2).  Depression or suicidal feelings (6%) and bad temper, irritability, unruly and aggressive behaviour (3%) were also reported. One correspondent reported that his family noticed:

The complete change of character. I was becoming moody, critical, confused, forgetful and seemed to lack total concentration. But more and more I seemed to have unnoticed hypos. No.308
Section B
EVIDENCE OF BREAKDOWN IN THE DOCTOR-PATIENT RELATIONSHIP
The change over to genetically engineered insulin was certainly not always discussed with the diabetic patients.  Only 5% of correspondents complained about this, but there was a general feeling that the change had been foisted on them, and they were either unclear or unconvinced what advantages there might be.  It appeared fro the correspondence not only were there no warnings given that awareness of hypoglycaemia might alter, but people were often told there was no difference between animal derived and genetically engineered ‘human’ insulin.  A diabetic policeman with an unblemished health record who had been promoted to a special ‘frontline’ position wrote:

Also that year I was with very little consultation changed from the pork insulin I had been happy on for years to human insulin. I was told there was no difference and that because it was 100% pure I would be less likely to suffer ill effects in later life. On this advice I welcomed the change as progress. In fact, it was the start of a nightmare. I started getting hypoglycaemia attacks without any warning… No.59.
A proportion (8%) of correspondents mentioned that they were told either by the doctor or pharmacist that insulin of animal origin would, in any case, no longer be available. In some cases, genetically engineered insulin appears to have been substituted for animal derived insulin by the pharmacist.

We were not told, just given it. No.244


The usual expectation of a change in insulin regimen is that it will be reviewed in the light of the experiences of the diabetic patient; however this change appeared to be not negotiable. When subsequently reporting their symptoms and difficulties with controlling the diabetes on ‘human’ insulin, 10% said they felt that the doctor was not listening and that their account was being dismissed. 

I did complain at the clinic numerous occasions but they did not want to know, so I gave up complaining. No.250

Of course I mentioned this at the clinic, but I’m afraid it seems to be not a topic for discussion. No.294
I have always suggested that the problems have arisen since the use of human insulin, but not one specialist has admitted this could be a possibility… I am totally frustrated with the medical profession and can not understand why they have been so tunnel-visioned with the regard to human insulin. Also, why has no one suggested before that I try different insulin? How long do I have to wait to get the problem resolved?.. I feel my local consultant would wait until I have been brain damaged or worse, before taking action! No.358

Soon after being informed that I was a diabetic I realised that if I was prepared to control my condition it would not deter me from doing anything that I desired and I would avoid physical problems in the future.  I was certainly not prepared for a situation where the insulin itself was a major obstacle and also that doctors ignored the information that I presented to them. No. 322


A longstanding diabetic who had had more hypo’s since using genetically engineered insulin and had found that she was tired and listless most of the time wrote

I asked my local diabetic specialist at my hospital if I could go back on to  the old animal insulin, but she says I can’t, saying that the new insulin is nothing to do with my poor health. This may be so, but I see little harm in going back to the old animal insulin for say six months to see if my health improves. No 301.

A common rebuff was told that people had changed over to genetically engineered insulin without difficulty and no-one else was complaining of such symptoms.

…so I complained but they said I’d get used to it as no one else complained. No. 291 

I’ve been back to the hospital several times to ask if they would change me back because of it, and they would not hear of it. They used to say it were me.  Because of all this I have lost several jobs and it has really got me down. No.69


Dismissals took a variety of forms such as suggestion that any difficulties were “just in the mind”.

For some time I thought I was the only person affected… and my doctor like others told me it was my age. No.328

At the clinic we see a different doctor each visit and they are vague about it all using old age, poor circulation etc. as reasons. No.285

… People like myself were made to feel so silly and unable to cope, when there was no good reason for this situation to have originated in the first place. No.290.

They treat me as if I do not know what I am talking about. No. 81


Some correspondents (9%) had asked there doctor to put them back on animal derived insulin and had their request refused.  For a few this raised the question of what their rights were in this situation.
I feel that human insulin is slowly killing me.  I have asked my diabetic consultant to please change me back…but she says it is not made any more…please could you tell me if there is anyway I could demand to be put back on to animal insulin? No.208

Another correspondent wrote asking for the BDA’s view on getting a second opinion:

I have discussed the situation with my physician who absolutely refuses to change my regime and actually said that he isn’t worried about my hypos, only about the fact that I am rather unstable in blood sugar levels…I am at my wits end now…No.228

Some people were returned to animal derived insulin eventually or reluctantly.  A widowed pensioner who said that she had “suddenly” been taken of pork and put on ‘human’ insulin wrote:

That is when terrible things started to happen to me. I would suddenly collapse.  I could not lift myself up…and had to lie until my daughter-in-law came to check on me… this happened time after time.  Despite my protests about it I was kept on it. I kept on telling them, it was the insulin.  They kept trying to blame it on other things, but finally the doctor realised the insulin was not working for me. No.321
After much insistence and refusal to leave the outpatients department until I was put back on animal insulin, everything is back to normal, but the diabetic consultant is not too keen to discuss how I feel now… it’s too much of a coincidence to say that the loss of warning whilst on human insulin is due to age… if this was so, why have the warnings now come back and I feel much better? No.330
There were some patients who felt they were facing a ‘brick wall’ and in their desperation to bring normality and stability back into their lives, took things into their own hands in one way or another, where they could.  A correspondent who had always felt different on genetically engineered insulin, had lost warning signs of hypoglycaemia and suffered a serious hypo, a stroke and a cracked skull, gave up trying to be allowed to use animal derived insulin in order not to come into conflict with his doctor whom he needed to sign a certificate of fitness to work.  A few correspondents expressed cynicism, anger, and suggested a conspiracy at the expense of the diabetic patient’s welfare.  There is certainly evidence from these letters of a divide between some people with diabetes and their doctors, and a breakdown of a relationship of mutual co-operation and trust in which changes of regimen are negotiated. As one person wrote, simply,

My own doctor tells me that medical world is very happy with human insulin, but I think you will find that many patients are not. No.214
RETURN TO ANIMAL DERIVED INSULIN

One in five (21%) of the correspondents wrote of a return to animal based insulin with an improvement in the condition of the person with diabetes (table below).  Only 1% said there had been no improvement when they changed back to animal based insulin.
While I was on human insulin, my life was absolute hell.  There was absolutely no warning of my blood sugar levels going low, and I have been in several comas because of this… my diabetic clinic put me back on to animal insulin in July and I’ve felt a different person since…No.144

For the past four months I have been on the pork insulin and am beginning to feel my old self once again. The change is remarkable. No.157

Having suffered many problems years on human insulin, I recently changed back to pork insulin, with immediate improved diabetic control and far superior quality of life for myself and my family.  Further more, I consider my chances of survival, particularly whilst driving, improved beyond recognition. No. 301

The change in my condition since… I reverted back has been remarkable.  I get normal hypo conditions where I can balance my stability.  My concentration and awareness have greatly improved. I am in no doubt that the troubles, and wasted years of my life were due to human insulin.  No. 308

TABLE











Numbers

Return to ‘animal’ insulin with improvement



       79

Return to ‘animal’ insulin without improvement



         4

OK on ‘human’ insulin






       12

In three percent of the letters, it was noted that the change-over to genetically engineered insulin had caused no problems though adjustment may have been necessary.  One of these correspondents wrote that the new insulin had a “fierce but efficient response to sugar”.
THE MEDIA’S INFLUENCE

Over a fifth of correspondents mentioned an item in the media which related to their concerns.  A television programme or news item was mentioned twice as often as articles in newspapers or magazines.  Occasionally an item on the radio programme was mentioned.  This data by itself does not allow a complete analysis of the role of the media in the development of the issues, but the effects of this media coverage apparent fro the letters examined, were to inform, to alarm and to bring people together.

In the first place, people learnt that they were a number of IDD’s having difficulties with the transfer to genetically engineered insulin, and that there was a common core to these difficulties, namely loss of warning signs of hypoglycaemia. This knowledge put their own experiences and concerns in a different context if these had been dismissed by their doctors.  They were no longer the only one complaining- the odd or awkward one out.  They were part of a sizeable minority with similar difficulties trying to get the problems recognised and to do something about it.


Often it was clear that letters had been prompted by this media coverage and this meant that more people were in contact with the BDA than would otherwise have the case.  This opened a two way channel of communication.  It enabled the BDA to acquire a wider view of the problem by receiving information about a greater number of people’s experiences, and it allowed the BDA to give information and advice to more people. 


People were brought together to joint legal action, and in a new pressure group called the ‘National Diabetics Federation’ and of course via the BDA.  Some people wrote to the BDA with a view to making a claim asking how to get in touch with the relevant lawyers.  In general, however, people wrote because they wanted to share their experiences with other people with diabetes, because they wanted to be ’counted’ and because they wanted the BDA’s recognition and support through understanding, advice and influence on their behalf. On occasion, people wrote to complain about the BDA’s apparent stance or coverage of the problem. 

“Exactly what is going on here?” asked one member. “I think you are looking but you are not seeing, and you are listening but you are not hearing what is being said to you.” (No. 319)  
DISCUSSION AND CONCLUSION

The letters examined provide evidence of a significant problem related to the change-over to genetically engineered (‘human’) insulin which has particularly affected longstanding IDD’s.  The problems needs to be viewed within the wider problem of the control of diabetes in order to minimise pathological developments and maximise quality of life. 
The medical reason for the introduction of a new genetically engineered ‘human’ insulin was to reduce the long term possibility of problems resulting from the production of antibodies to insulin, the assumption being that this insulin would produce fewer antibodies.  This data contains evidence of a significant problem developing fairly after the change-over to ‘human’ insulin for a group of people with diabetes.  The main features of this problem are loss of warnings of hypos and rapidly varying blood sugar levels.  Many correspondents reported that a diabetic condition which has been stable and controlled over many years and allowed a full and ‘normal’ life, suddenly changed and became problematic and life disrupting. For people experiencing these difficulties, the cost in terms of immediate negative effects far out-weigh any possible long-term benefits of this new insulin. 

The normal management of IDD has relied on a relationship of mutual co-operation between doctor and patient with the patient taking every day responsibility for their medication and monitoring control, reporting any difficulties such as hypo’s in a clinic. If the patient’s account of her or his condition is dismissed this relationship starts to break down.  From the patients point of view his main source of medical help is ignoring his experiences and possible need for help; and from the doctor’s viewpoint a vital source of information in managing the diabetic condition- the patient’s experience- is discounted.  In a situation where the diabetics situation has worsened and is having a negative impact on the patients life as a result of a change of regime initiated by the doctor, there is a potential for conflict with the doctor exercising her power of prescription ad the diabetic patient left with his disrupted life.  Understandably the diabetic patient is likely to try to get his voice hear and to do whatever he can do to improve his situation. In the change-over had been more negotiable in diabetic clinics, if it had been more closely monitored and in particular, if more account had been taken of patient’s experiences, this problem might not have developed into the controversy that it has, with litigation and extensive medical coverage.  

The letters examined constitute a source of data which amount to very much more than mere anecdotes. The nature of the problem which was unexpectedly and initially discounted is clearly and convincingly spelled out, and along with it the impact of an unstable diabetic condition and hypoglycaemia unawareness on the quality of the diabetic life.

	Table 1
	Deterioration in Health

	
	Numbers:

	General deterioration
	102

	Deterioration in eyesight
	24

	Headaches
	17

	Difficulty getting around
	14

	Aches and pains
	7

	Neuropathy
	9

	MS/MS type symptoms 
	9


	Table 2
	Factors Related to Quality of Life

	
	Numbers:

	Loss of confidence
	34

	Dependence on others
	18

	Accidents
	17

	Loss of work
	20

	Loss of driving License
	5

	Personality changes
	28

	Depression
	23

	Irritability
	10


LETTERS TO BDA CONFIRMING EFFECTS OF HUMAN INSULIN
I received copies of 41 letters from the BDA’s correspondence file relating to human insulin.  I understand these had been selected randomly in so far as they included all the letters from people with surname beginning with one of 3 letters of the alphabet.  I do not know which particular letters were chosen names and other identifying material had been deleted from the copies.

Two of the letters were from professionals.  One enclosed a paper intended for publication in January 1990 which discussed an increase in the number of deaths of insulin dependent diabetics referred (apparently to a pathologist) for investigation.  However none of these cases had been reported to the Committee on Safety of Medicines and the writer concluded “there appears … to be a long way from hypoglycaemia to death”. (25)

The second, dated May 1990, reported an examination of death records in Scotland which “show no evidence to support allegations against human insulin”. (30)

A third letter came from the secretary of a local group.  The remainder were from individuals.  Two of the 38 seem to be from the same person (handwriting and events reported are similar) so we have information on 37 people.
More than half (21 out of 37) letters were written by the person suffering from diabetes and the rest concerned relatives of a diabetic husband (7), wife (1), fiancé (1), daughter (2), son (1), brother (1), mother (1), father-in-law (1),.  Six were writing about a diabetic who had died.

Timing

The letters which had legible dates (24 of the 41) were written between January 1989 and May 1992.  There were two clustering’s, 6 in October / November 1989 and 12 between August and November 1991.  Five of the first group referred to a TV programme (or programmes), specifically one on 12 October 1989.  The second, larger group appear to be prompted by articles in the national papers and a “Watchdog” programme on TV in October 1991.  Some of these refer to possible court action for damages against the manufacturers of human insulin.

Problems

Nearly all the writers had a problem to report which they associated with a change from animal to human insulin.  Most problems resulted from lack of warning of a hypoglycaemic episode.  Some sound like very serious problems;

“My husband is a diabetic on two injections a day.  In 1986 he was changed from (pig) Actrapid & Monotard to (human).  We were under the impression that the pig insulin was no longer available.  Since that day my husband has been ill.  He has been continually depressed for 5 years, he also has terrible hypo attacks, one morning I woke to find him on the floor having what could only be described as an epileptic fit.  This was a hypo that had gone too far as he hadn’t woken.  He is also tired all the time he is only 33 but has the body and energy of someone in their 60’s … (41)

Is it possible for someone to explain to me why my husband’s comas have changed since he has been on the new insulin.  When he was having injections of animal insulin he always had plenty of warning when his blood glucose was getting low, giving me plenty of time to give him glucose preventing a hypo coma or getting medical help or an ambulance.

Now, within seconds of him feeling bad he goes into what look like a fit.  His eyes roll back, his head quite suddenly turns to the right side, his breathing is very quick, his body arms and legs go stiff and twisted.  This lasts for 3 to 5 minutes.  Then he goes into a coma, at this stage his body relaxes, he looks very white-grey and sweating.  It is only at this stage that I can get help.  I am always afraid that one day I will have left it too late, but what can I do when I can’t leave my husband in such a distressed condition.

When my husband does come round from the coma he panics, I have to stay with him to grab him quickly in case he hurts himself throwing his arms and body around.  I have noticed after his comas he has very bad constriction (?), really worn out and pain in his chest and limbs.  Bed wetting happens now and then.

My husband is now completely blind.  If he has a hypo coma outside or when I am out shopping he cannot do anything to help himself as the insulin causes his blood sugar to drop quickly.  I dread the thought of coming in one day from shopping and finding him dead.  This I feel is possible. (4)

“…four years ago (my husband) was put on Humalin insulin, after just two weeks he became so ill being very depressed, had no strength, used to sit and cry for no reason at all.  Could not eat or sleep, … also ..  he had a very bad hypo and it took a two pound bag of sugar to get him round and then he only had a blood sugar of 2%”, (22)

“prior to my introduction to this insulin 5 years ago, I had virtually no problems with my diabetic control.  From the onset of its use I have experienced the most horrific hypoglycaemic re-actions at night.  On the very first occasion I thought that I’d had a stroke since I woke up unable to move my right side and unable to speak properly.  Needless to say - I was extremely frightened.  My husband comforted me and with no further action the symptoms gradually disappeared.  It took a neurologist to diagnose the problem as a Hypo.  Since that first occasion the Hypos have changed and have become even more unpleasant.  Now I sometimes have no warning of an impending Hypo, and but for the astute awareness of my husband of the slight symptoms that precede these attacks (ie body temperature cold but clammy, and jerky movement), the results could be very serious.  I have been told that if undetected – for instance when my husband is away on business – it could lead to permanent brain damage, or even death!  My last attack persuaded me that there is some truth in this, as besides being left exhausted, I could remember nothing of the previous day until my husband talked me through it.  This only lasted half to one hour, but it seemed like forever.” (16)

“I .. had a devastating accident …this year and later this month will be returning to hospital for another major operation on my leg.  There was absolutely no warning of a low blood sugar & I collapsed down 5 stone steps” (5)

“After starting human insulin I found a marked difference in the onset of hypos – I described it to the diabetic consultant as being like stepping into a deep hole while walking along quite naturally and although a ladder was there (ie glucose tablets in the pocket) you were unable to see or use it.  It was as sudden as being cracked on the head from behind and I had several lucky narrow squeaks”. (13)

“To my absolute horror, I was cooking my dinner on 24th August, and I had no time to pick up my dextrosol tablets, when I went flat out into a coma, and my full weight of body went on my right ankle.  My husband revived me, and I said ‘Call an ambulance please, I felt my ankle snap.’  I ..,. have two pins in the ankle, and I was kept in (hospital) for one month and two days.  Whilst I was there they put me back on my old insulin, with a lesser dosage, and I am now feeling very fit, and so far, no hypos whatsoever …(but) I am completely incapacitated, and very very upset.

This letter ends:  I am 76 years old … My husband is 80 years old.  We had a good life which is now wrecked.  (9)

I have been a diabetic for thirty one years and for twenty eight years of that was treated with Rapitard Insulin.  Providing I watched my diet and mealtimes I experienced very few drawbacks to my lifestyle, which included a full time responsible position in the Social Services.

After moving house three years ago I changed my Consultant and he immediately wished me to go on human insulin.  I then had great difficulty in the management of my diabetes, finding it far too sensitive to any exercise, sickness or stress.  I had hypos without warning causing fuss and inconvenience.  There was also night hypos which I never knew existed before, waking me in the early hours with blood sugar levels of 2.3m mol/l, and also at times swinging into higher levels although there had been no change in diet or situation.

“…. Fortunately I had retired from work … but I know I could not have held my position responsibly with human insulin.  Financially there must have been more call on the health service.  In the last two and a half years I have made far more visits to the diabetic clinic, plus four days as an in-patient because my Consultant did not believe my sugar readings.  I also made more calls to my General Practitioner than I have ever needed to previously.  The future for me looked quite bleak.”  (40)

The other letters record similar symptoms.


Severe hypos

8 others


No warning


4


Night hypos


2


Mood changes

2


Never felt well

2


Loss of memory, confused
2


Loss of weight, strength
1


Weight gain


2

The most extreme fear, of death itself, was mentioned in two of the letters quoted above, and the letter from a group secretary (dated November 1989) states that “members were concerned about the recent discussion on Television 

They were extremely worried about the incidence of death of patients …(17)  The correspondents whose diabetic relative had died were uneasy about the cause of death, for example, one mother sent a copy of her sons Death Certificate, .. which registers….Diabetes Related Biochemical Disturbance, which, quite frankly, gives insufficient information for me to understand the real cause of his death.” (28)

It is evident that wives and husbands are closely involved in coping with the problems of managing the diabetic condition.  Five of the letters refer specifically to problems for other members of the diabetic’s family: eg “My husband is a nervous wreck and lies awake for hours to make sure that I am alright” ..(16)  “His life is miserable and it affects myself and our three children also.”  (41)

The accounts of the various symptoms and problems come over very clearly; the writers are, on the whole articulate and, it would appear reasonable.  For example, the woman who said she felt as if she were “stepping into a deep hole” began by explaining that she had been on beef insulin for 40 years, during which “I had many hypos, some in the early days being quite hard to recognise and cope with, although my husband could almost always spot the signs.  The main difficulty was the night one, which meant there was difficulty in waking up.  I mention this to show I am aware that all hypos carry risks.” (13)

Like the people reported on radio and television programmes the correspondents sound convincing – and most are convinced that human insulin was at the root of their troubles.  (See Simon Wolff’s Commentary, “Nature” 2 April 1992 p 376: Television programmes have featured articulate and concerned individuals with diabetes presenting their symptoms as caused without doubt by human insulin”.)  We must remember that this is a self selected group of people who took it upon themselves to write to the BDA.

Some of the correspondents are elderly and could be encountering difficulties because of retirement or other life changes, or infirmities.

Solutions 

Many of the letters described persistent efforts to work out how to restore a satisfactory balance.  One lady who was quoted extensively earlier:
“Having discussed the problems with Diabetic Specialists in various parts of the country (due to business re-locations), it has still not been possible to overcome the situation.  Varying and different approaches have been suggested and tried, including 3 injections a day (the last at bedtime and of just insultard) – all without success.  I have been advised that when my husband is away I should make certain that at night my blood sugar levels are high.  Even this is no guarantee as on some occasions the level can drop from 17 mmol down to 2!  Nor is it a very satisfactory solution on a long term basis.” (16)

A wife writes:

“.. every time (my husband) has a new batch of insulin he has to rebalance.  However sometimes it takes 2 weeks before getting his sugar count to a satisfactory level and .. this is making him feel ill and (unable) to drive his car.” (19)

Another patient:

“As an ex biology teacher whose husband is or was a neuro endocrinologist I consider myself to be knowledgeable and and sensible.  I control my diet appropriately.  In an attempt to improve matters my doctor agreed to a Novopen and Ultraguard.  This does give me the ability to make corrections during the day.  The pen regime is much more flexible but the so called long acting Ultratard causes endless problems.  I followed the regime from your article ”Comparing Pen Injectors”.  I have tried adjusting doses but still often get hypos which may occur at any time of day from 11 am to 1 am and are not related to exercise.  I do a lot of fell walking but am just as likely to have problems on days when I am not out walking.  My impression is that Ultratard is not so much long acting as delayed action giving a sudden high peak anything up to 24 hours after injection”. (24)

Changing back to animal insulin

At least 8 of the 37 people featured in the letters had already changed back to animal insulin.

“I … could stand it no longer and put him back onto his old insulin (pork).  Within 2 weeks he was stable and back to normal” (22)

(The consultant) .. suggested I should go onto Pork insulin.  I was quite apprehensive about making another change, but I cannot say how grateful I am to Dr S – not only am I back to having “normal” warning symptoms but in a way hard to describe I feel generally better – just more stable, perhaps.” (13)

This patient went on to human insulin in January 1987 and was changed back in 1990.  Others had more difficulty changing back, for example:

“(our GP) … said he had telephoned around but could not get animal insulin anywhere, being told it was no longer in production.” (27)

This husband had taken the initiative in showing reports of human insulin problems to his doctor, and was now (August 1989) seeking advice from the BDA about sources of supply.  Others felt they had less understanding from their doctors:

“Since this switch (to human insulin) my general health has deteriorated and I am more prone to ‘hypos’ than at any time previously.  Although I have often explained to the diabetes consultant at my local hospital that I wished to be put back on the Pig Insulin, it is only now that he has been persuaded to make the change.” (6)

“Since I was put on Humalin I’ve been in trouble with hypos I just hope and pray I can come off Humalin.” (33)

“I have asked my consultants to change me to some other kind of insulin but they won’t do this.” (39)

Others turned to the Association for informed advice, rather than their doctors, eg a 28 year old:

“ I was changed … to Human … insulin in 1986, but I find the problem of very low levels of blood testing of 4s° etc.  I have tried to counteract this by reducing levels of insulin, but I tend to lose a bit of weight and strength through this.  I wonder if you could tell me if there is an alternative to human insulin available? …” (20)

“How can I be transferred back to animal insulin instead of Human, which makes me confused and gaining over 2 ½ stones in weight in 3 years.  I have just come out of hospital but the problem was not stabilised there …” (14)

“…as a nurse I come into contact with a lot of Diabetics who I am sure will also be very worried, I would like to be able to reaaure them, my fiancé and myself”. (37)

Some sought information about research, or saw the BDA’s role as doing research to clarify the situation.

“I would like to see the BDA look into this and find out why there is so much trouble with human insulin”. (39)

The earliest of the letters (January 1989) suggested a survey of members.  (At least two have of course been reported by BDA.)

Another theme which recurred was:

“I only wish there was someone who would listen.” (41)

or        “Please read this carefully and understand that this Insulin, as was reported in all the Daily Papers, has had effects on patients.” (9)

Doctors
The epidemiologist began his letter with reference to “recent scare stories in newspapers about deaths associated with human insulin” and Wolff’s article states: “there will always be a fraction of the patient population which Imagines unpleasant symptoms with a new drug.”  Could it be that there was some tendency within the profession to pooh pooh reports of problems, in the light of the general success of the new treatments?  Some of the letters told of feeling their plight rejected:

“My consultant was unsympathetic and made me feel inadequate and stupid, rapidly diminishing my confidence and, in fact, aggravating my condition through stress.” (40)

“… you kindly supplied me with the name of Professor S as someone may like to see for a second opinion. …. The whole team … are genuinely caring people and we find their attitude is entirely different from that at our local hospital – at least we feel that we are human and that our problems are taken seriously.” (1)

“I have always suggested that the problems have arisen since the use of Human insulin, but not one Specialist has admitted that this could be a possibility.

Recently I saw a new Consultant at my local clinic and was amazed at his flippant attitude.  He seemed to think that the situation was amusing.

I am totally frustrated with the Medical Profession and cannot understand why they have been so tunnel-visioned with regard to Human Insulin …

I feel the local Consultant would wait until I have been brain damaged or worse, before taking any action! (16)

One patient (who wrote 2 letters in the series) understood that she would never recover warning signals “as the nerves are damaged”, following a slight stroke while taking part in Human insulin trials. (35,36)

Legal Redress

This letter, and 5 others, raised the question of possible legal action against the manufacturers of human insulin.  But another sufferer argued strongly against such a course, having suffered also from sudden loss of warning symptoms, although never having other than human insulin.

“It would be wonderful to pin the blame on someone, but I think the cause can be attributed to a side effect of the diabetes itself, rather than a side-effect of insulin, albeit animal or human.  I remain convinced that there must be many diabetics, like myself, who have suffered the loss of warning signs of hypos, but who do not seek to make others responsible for this.” (10)

This is perhaps an unusually sophisticated reaction; it seems understandable if many people would prefer a simple explanation for their problems, especially if it suggests a single solution.

Conclusions

Most of the patients and relatives represented here had undoubtedly been very distressed.  Some felt sure their difficulties were resolved by returning to animal insulin.

Diabetes causes complex problems and it must be disturbing and disappointing to find that the treatment prescribed no longer controls the effects of the condition.  It would seem that some doctors were, or appeared to be, reluctant to acknowledge some patient’s difficulties or to try the apparently backward step of reverting to animal insulins.  Experts are still disagreeing about the evidence – eg correspondence in the Lancet vol 340 August 1 1922 pp 301-3; S.Wolff (op cit);  “So far, there is no consensus on the physiological basis of a slight (but clinically important) difference in physiological response to human insulin, which in any case remains unproven, and nobody seems to be able to agree on ways of measuring any difference.”  

So it would seem that the ability to recognise the onset of hypoglycaemia remains of vital importance, but the factors controlling this ability are not fully understood.

The Association has worked to set up research, discuss the evidence available, explain what is known to patients, families and medical advisors, to ensure that animal insulins remain available and are known to be so, and to listen and respond to enquiries by post or telephone.

Only two of the letters were written this year (January and May).  If this reflects the pattern of the whole it may be that problems are diminishing as information about them filters down.  On the other hand another public expose might release another flood.

It may be that these are the problems of a particular period, following the wholesale changeover to human insulin, and a situation which could in future be avoided or quickly recognised and dealt with.
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