FB 1.( Early May)  I am feeling a little guilty.  I joined the ‘kidney’ group on Facebook in order to keep people updated on research and other activities concerning this Boxer kidney disease, all other media avenues being closed to me!!  Can you believe this??  However, I have been distracted by writing up a paper on Boxer cardiomyopathy for publication in a veterinary journal.  With great cooperation from cardiology colleagues here in the UK and abroad this has finally been done and the paper has been submitted.  The relief is immense and I hope the findings will help explain the problems of the ARVC test.  Back to JKD, I had thought I had done all that I could once I had initiated research to find the gene but new cases keep cropping up prompting me into action again.  My records have now tipped over the 100 mark and the latest case triggers thoughts on the disease and what one could possibly do. But nothing is clearly happening elsewhere.  I hear talk of the Animal Health Trust being brought in to find the gene and their need for further cases but I spoke to the lead AHT geneticist at Crufts a short while ago and heard nothing to suggest any prospect of JKD research.  Since then I have written and offered blood samples should any JKD research be contemplated but I have not received a reply.  There is clearly no desperate requirement for such material.  What does this all mean?  In the interim I have received an enquiry from another researcher who has already conducted a gene screen - with promising results.  He is looking for further material to confirm or refute his findings.  This looks a good bet, so I am following it up.  But meanwhile I find it criminal that nothing is being done, here and now, to help breeders.  JKD stays with us and breeders are quite purposely being kept in the dark.

FB 2. (7th May)  I  joined Facebook so that I could reach as large an audience as possible for research news on the recent Boxer disease, juvenile kidney disease, opportunities for so doing being stopped in the dog papers. Being unfamiliar with Facebook I have been slow to realise that what I have written in the 'Boxers with kidney disease' group does not reach my 'friends', and what I write here is not seen by the kidney group, so I am now publishing on this my own page and the group. You will find on the group site all the discussions and reports people have been making on JKD and see some of my comments, including the last, that I now paste here. It reads as follows: I admire the courage and dedication to the breed of those who are sending in pedigrees but yet I am horrified at the possible outcome. The greatest problem when names are brought out is the reaction of those concerned breeders and owners, and by this I mean the extreme reacton. This has always comprised total rejection of the dogs and lines involved, and this is bad enough on the basis of what has been published on JKD already. But were the full story published I think it would be total disaster for the breed. There would be aversion to everything. And please no one, no one at all, dare think that they are unaffected and that their lines may be clear. So what is anyone to do? There is no plan. There are no recommendations. No guidelines. I was urged today, following my words of yesterday in reply to Caroline Moulds' questions, to put something together. I have indeed been active over the last few days and have some research news (not great) and some further thoughts to offer, whether these are wanted or not and whether I have any right or authority to say anything or not. But I do agree that something has to be done to allow people to breed on as best possible while answers are awaited. And I am sorry but you can't get answers without there being questions and for the moment the only people who are able to contribute are those who have been hit by JKD. But then you all know that there was a serious cover up of at the start, attempts to minimise the problem thereafter, then attempts to stop me getting information, and finally disrupting the research. It has been and is as bad as it can get. Some might ask who I am that I can say as much. I don't wish to blow my own trumpet but apart with my lifetime flirtation with showing and breeding Boxers such that I know all the ins and out of the reality of dog breeding, I have been a highly successful professional geneticist with a speciality in investigating novel inheritances (in lab mice following radiation or exposures to other agents that cause mutations). I am not just someone who has taken a genetics course somewhere. So, if you want me to try, and I do emphasise try, to do anything about this total mess, do something such that I have some functional support and not opposition.


FB 3. I said in my last report that I had some research news (not great) and a few thoughts on what could be done.  Here I offer a few bits of research news:  As you have heard, I have been busy with cardiomyopathy recently (rather than JKD) and have been totally dismayed by the failure to find the gene even when research on our UK Boxers has shown where it lies.  As one gene searcher said to me, “the low hanging fruit has been picked and now it is getting more difficult”.  It seems likely that the gene being sought is a promotor, or regulator, something that controls the action of the disease gene, and it is hard to recognise such controlling genes - so I am told. This is not my field.  But while the above is the thought on cardiomyopathy, it is also the thought on JKD.  I have written to JKD researchers in various parts of the world over the past few days and I do not hear of any breakthroughs or possibilities.  It seems that the idea that any lab can run a screen and expect to find the gene for JKD is getting ludicrous.  Our own London research, using kidneys directly which I thought a great idea, has not identified the gene either but the material is now being used for a different study, one that involves what is called homozygosity mapping, and this takes me back to where I first started with JKD – with the Belgian researcher.  But the mathematical and other techniques involved are much better now so there is positive thinking around once again.  At another level, I said in a previous report that I had a new enquiry from a researcher who had already conducted a gene test with possible success and is looking to check this with new material.  He has come back to me and both the London group and I are now looking to see what material we can offer. There is fresh enthusiasm and there is collaboration.  I’ll give some further ‘thoughts on the situation’ later.

FB 4. ‘Thoughts on the situation – the inheritance’.  Everything about JKD has been difficult.  There has been the penetrance issue, which means that only some dogs that have the genetics to develop JKD actually become affected, and it seems most don’t.  This can be explained by the large amount of damage the kidney must suffer before clinical signs are manifest, but it does complicate interpretation.  Also it is mostly females that are affected.  This is not totally unexpected given the ‘plumbing’ differences between the sexes.  But it could be that females are more sensitive and get the disease we recognise, or it could be that it is the males that are much more sensitive so they die very early as fading puppies.  We do indeed have evidence of very early puppy deaths.  And then another problem that was noted early on in the JKD investigations has surfaced again.  What does one think about middle-aged Boxers from heavily-involved JKD lines that go on to develop kidney cancer?  Could this be due to chance or is this another manifestation of what we call JKD?   JKD is a scientifically interesting, complex, and challenging disease and it is not going to be easy to resolve.  I continue to look at the inheritance problem from every angle I can think of and I can’t see anything other than the recessive with low penetrance but, as always, I’ll keep probing.

FB 5.  ‘Thoughts on the situation – naming names’.  As everyone must have recognised I am not enthusiastic about naming names.  It is true that this was used to great effect with progressive axonopathy (PA) and with cardiomyopathy (BCM), but then the inheritance of PA was simple and that for BCM was just about understandable to most people.  All the names were brought out together cleanly and openly and by agreement.  Clear lines were identified so there was a way forward.  And breeding recommendations were in place to help everyone.  We have not got any of this with JKD.  As indicated earlier, JKD and its inheritance is complex, and no one understands it fully.  We now have some names revealed to damage some kennels, but others have been allowed to keep a low profile and remain untouched.  No clear lines have been identified so there is no obvious way out.  And there are no breeding recommendations, or at least none that make any sense.  This is a total disaster for the breed.  What can be done?

FB 6. ‘Thoughts on the situation – breeding choices’.   A first thought concerns the genetics and what I would say here is that I will verify absolutely as best I can, or otherwise, the mode of inheritance.  For a second thought, directly on breeding, let me ask a silly question: if you wanted to get the JKD gene, what would you do?  Answer: you would use a stud dog that carried the gene, and the best guide for this is that it had produced JKD.  So, turn this around.  If you want to try and avoid picking up the gene, the dogs to avoid using at stud would be those that have produced JKD.  So, might I suggest to the health committee that they request that all known JKD-producing dogs be withdrawn from stud and this announced without even giving their names.  I think this would take a lot of pressure out of the situation. The same could apply for bitches.  Why breed again from a bitch that has produced JKD – unless perhaps this is all you have got and there is a high risk of buying in something that is no better.  Then, what about sons and daughters of JKD producers?  Do you risk breeding from them.  Here, you don’t know that they carry the gene.  There is the 50% risk, but there is also the 50% risk that they are clear (barring the other parent).  They have a chance.  Overall, progeny are better bets than their carrier parents.  So I would say that some progeny of carriers, the best ones show-wise, should in the present situation be considered for breeding, be they dog or bitch.  It would be better still if the known carriers in their pedigrees were more distantly.  And finally, what does an owner do if he has a bright young male of some risk background?  Does he let it be used at stud without restrictions, or attempt to limit bitches to those of lowest risk background breeding – if this could really be done?  For the dog, the latter option would be best as there would be less chance of him producing JKD.  But if he does carry the gene he would be contaminating what may be clear lines.  For the breed, on the other hand, it would be best if he was not restricted, such that he would be partially progeny-tested, and this would be increasingly important according to his standing in the breed.  I hope all this is understandable.  If not, please just ask.

FB 7. I must join those who are expressing concern about the direction of talk on this list.  It is surpassing ringside gossip at its worst and is achieving nothing but hurt and hostility.  It is certainly not helping resolve the problem of JKD and is liable to unhinge the whole breed.  Who on earth would want to buy a Boxer with all this going on?  JKD had a very bad start in the UK and unfortunately nothing was learned from this and, I’m afraid, nothing has changed.  It is an impossible climate for any kind of research.  I made an attempt to bypass the practical difficulties by going directly to try for a DNA test but this has not worked so far; JKD is difficult, but the research goes on and we can only wait.  But waiting without seeking alternative measures in the interim is not an option.  JKD is a complex inherited disease and as such ways can and must be found to enable breeders deal with the problem.  But for this to be possible we have to understand the disease and it will take cooperative effort by breeders to provide the necessary information.  Only then might we be able to formulate a plan.  However, with all this aggression and hostility nothing will be possible.

FB 8. The publishing journal has expressed a concern about the original work on finding the gene for JRD, and these commercial labs will know this. But on a positive note,  I have great faith in British Boxers breeders based on experience over the past 30 years and it looks like, despite the publicity over a few of late, that they are pulling together again and accepting the recommendation to avoid inbreeding as far as possible. There is a drop in inbreeding on the KC site. This could be interpreted in various ways but the figure has dropped by 1% over the past year which I believe must be an indication that Boxer breeders are inbreeding less. I can't imagine that imports can be responsible. There are too few. But 1% is a lot given that the KC COIs are based on all records, historical as well as current. I could never have imagined that there could be such a large drop. So, this is a big plus for British Boxer breeders. I have also checked on stud use of dogs that have produced JKD and only about 4 have had litters in recent times. Especially given that some dogs have only been seen as producing JKD recently, this does strongly suggest that owners are voluntarily pulling them from stud use. Frankly, I think this is fantastic. I hope you all agree.

FB 9.  (29.05.14) The health committee statement has clearly quietened JKD talk on Facebook.  Maybe this is a good thing, but frightening and berating people who have been expressing anger at the lack of help being offered is not going to work for long.  The HC document has flaws and is quite misleading in places and this has prompted me to write a response to the dog papers where it was originally published.   I’ll put this up on Facebook shortly and no doubt send to the KC too.  Meanwhile, the spread of JKD continues, this including some British breeding abroad.  We have dealt with a number of inherited diseases here in the UK so we should have been aware of JKD from its first appearance.  This situation should never have happened here.

I have no authority to do anything about JKD but nevertheless I continue to try my best at all levels.  There has been concern about the mode of inheritance and as it is key to any gene scan, I am having interpretations checked by a statistical specialist who will look at the evidence in a very different way.  But just about every pedigree says the same to me – a recessive with its low penetrance/kidney redundancy which ensures very few cases are found relative to the incidence of the gene.

I am also seeking out my former Medical Research Council colleagues who are working on kidney diseases in the hope that they may be able to suggest further tests that might be useful to us, but the urine specific gravity screen continues to be the most promising.  The initial small screen appears to have identified two JKD cases-to-be before symptoms developed but we need an organised national screen so that we can evaluate it properly and collate all results so that we can all understand the situation.  My own vet has offered to obtain suitable refractometers for owner use at a good price and says that as part of a national veterinary group he can organise other unified testing if ever wanted.  

It has been stated that only a few more swabs are needed to start a gene search as if this was the only such research.  But there have been at least 4 searches for the JKD gene in the past 5 years, these using blood samples that give much more DNA than swabs, and none have yet identified the gene.  So don’t expect too much from anywhere.  However, one of the most famous labs in the world has been in touch with me, offering to help, and a Norwegian lab with some promising early findings has too.  Nothing is standing still at this level.

But what can we do ourselves?  Nobody knows what to do.  Hence the fear and frustration being expressed  on Facebook.  I think we must do something.  

1. I mentioned that most of the JKD-producing dogs have already been withdrawn from stud whether from age or otherwise and I hope this will provide some relief as breeding from such dogs is the one certain way of propagating the disease.  

2. Better to use the sons which may have a 50% chance of being clear.  This would be a small shift in the right direction and could ease both the JKD situation and breeder feelings a lot.  

3. Use of a wider selection of dogs would also help as long as any that produced JKD were quickly withdrawn.  We should not put all our eggs in one basket.  

4. Avoiding inbreeding would reduce the incidence of affected pups and it would also help the well-being of the breed, quite apart from JKD.

5. But basically, the old ideas on breeding dogs are desperately in need of change.  We can’t keep doing this to ourselves and to the breed we claim to love.
FB 10.  (29.05.14) I said earlier that I would post my reply to the health committee’s response to activities on Facebook.  It should go into Breed Notes.  I am sorry it is a bit dry but I was persuaded that a clean factual reply, rather than one showing any emotion, was needed.  I understand from the editors that it has been accepted and will be published this week but one journal indicated that Breed Notes writer had to be notified out of courtesy and, following this, he has opted to respond again.  This is all very messy, so much so that I have contacted the KC too.  Anyway:

“I wish to make a number of corrections to the Breed Council report on JKD published in Breed Notes last week.  Some comment is also warranted.  

1. It should be recognised that the recent extreme reactions on JKD of a few on Facebook actually does represent the frustrations of many Boxer breeders at the total lack of help from the health committee (HC) in dealing with the disease.  Breeders are desperately trying to avoid JKD which the HC continues to minimise and trivialise as a problem in Boxers. 

2. If there is cooperation between Breed Council and the AHT it is not evident.  I spoke to the chief geneticist at Crufts and I subsequently wrote to her indicating that if she ever did take up research on JKD, I had material available.  I have not received a reply.

3. The proposed AHT work will NOT be the only JKD research.  Quite apart from the ongoing London work that everybody knows about, many other laboratories are working on JKD - in America, Sweden, France, and lately Norway.  But the more labs the better, especially if they use different approaches.

4. While the HC may have difficulty obtaining cases, this has not been my experience.  I have enough blood samples to start a new gene scan.  They are going to Norway for this purpose where they already have some positive results.

5.  I also have over 100 UK pedigrees and many more from Continental Europe and America too, so I do have real evidence on the distribution of JKD throughout the breed.  

6. There is clear HC misunderstanding of the inheritance: the recessive inheritance holds for all cases whose pedigrees we know enough about; there is no problem.  And there are many good explanations for the shortage of cases detected and the sex difference.

7. The average coefficient of inbreeding for the HC’s 15 cases is high, consistent with past observation, and that cases should arise with outbreeding is totally expected.  JKD occurs with doubling up on the gene; the chances of this are simply higher with inbreeding.

8. The concern about publishing lists of carriers has been recognised from the start; hence my single interim recommendation to avoid inbreeding as far as possible.  But as I have reported on Facebook, most carrier males are no longer at stud and inbreeding has also dropped significantly this past year.  As always, British breeders have risen to the occasion, here without any authoritarian Breed Council recommendations.

I would add that I am continuing to seek the advice of experts in the field of kidney research (human as well as dog) for tests or any means of helping breeders.  The urine specific gravities screen remains the best option so far, and I have just learned that this screen may have detected two JKD cases before their onset of symptoms.  The screen may be extremely useful to breeders.

I hope it is quite obvious the HC do not want my views and news on JKD published.  This is why I have had to resort to Facebook rather than writing for Breed Notes as in past times.  I accomplish this here only with editorial assistance.”
FB 11. 30.05.14)  I really don’t want to stir anything up but please look at the problems I face.  Some of you may have noticed that my Right of Reply to the health committee statement did get into a dog paper, if only with editorial assistance, but unfortunately the editor felt that the Breed Notes writer had to be informed, out of courtesy.  So, the writer was allowed to write an immediate response.  I see that it has not been put up here on Facebook.  I’m not surprised because it was a torrent of words that said nothing and did not address the comments I had made, but just brushed over them.  However, two points did catch my attention: first, the writer, Tim Hutchings (or the health committee), has clearly decided he/it does not believe in the inheritance, but seemingly still wants research to find this gene - which he does not believe exists.  How does one work this one out?  Then, I think I am expected to wish this research well.  Well of course I do.  How could I not, as I have spent three years trying to do everything possible to energise research labs into finding the gene.  Even the dog paper editor commented on my passionate endeavours for Boxer health.  But actions speak much louder than words - - I have stated before, and I’ll say so again, I had offered material to the AHT to help them find the gene for JKD.  What more could I have done?  I would wish that such action might have been reciprocated over the past years.  Had this happened, we might have got some answers by now.  Mind you, I’m afraid that actually finding the gene will cause more upset than we already have, because everyone will then see the magnitude of the problem.

FB 12. (31.05.14)  I look at all this and wonder how on earth I can answer the questions that have been raised.  And everybody leaps on an ambiguous word and makes a big deal out of it.  Look at the word ‘complex’ when talking of JKD inheritance.  This is now taken to mean nothing is valid.  But the kidney is a complex organ.  Throw penetrance into the inheritance and this too becomes complex rather than simple.  But when worrying about the low frequency of cases, hang onto this for a moment.  With a simple recessive, the frequency is always ‘low’ - specifically 25% affected pups on average from crosses between two carriers.  But we know that there has to be about 70% loss of kidney function before symptoms are seen, so we are NOT going to see 25% affected pups; the frequency surely must be very much lower.  Most are ‘hidden’ and can’t be seen, and this expected low frequency is in accord with what we find.  And also remember that not all cases are reported, not all are diagnosed, and not all are even recognised, as with early puppy deaths.  Complex?  Yes, but understandable.  Accepting these difficulties, the recessive inheritance looks convincing although there are still academic points that I want to pursue.  And don’t forget, the rest of the world that is researching JKD is working on the recessive gene interpretation too.  Also don’t forget that unless you can clearly distinguish affected and unaffected it is very difficult to run a valid gene screen.  This is my personal focus, distinguishing affected and unaffected, and this too is difficult.  So please don’t use complexity or difficulty an excuse for not believing the obvious.  JKD runs in families.

“Withdrawal of stud dogs AFTER the damage is done?”  Better to say BEFORE MORE damage is done.  And you can’t withdraw everything related when in this country everything is related.  The, damage – as in everything being related - has indeed already been done.

COI?  As I have said before, you need to double up on the gene to get JKD.  You can do this in any kind of mating, but with inbreeding the parents are more liable to have a similar genetic makeup, more likely that both carry the gene, than with outcrossing.  It is only the risk with inbreeding that is bigger.

History!  I think the current political problem is that JKD had the worst possible start.  I got brought in in the midst of legal threats, opposition of all kinds, hiding cases and more - but nevertheless, with the help of Sharon and others I did something.  The HC opted not to until PDE2, despite my having shown them enough pedigrees to make the case a year earlier.  And after PDE2 they set off in competition with me, not to help.  But they were the democratically elected health committee after all.  And so it has gone on.  Tim.  So you are saying that the response in the dog paper was a committee viewpoint, not necessarily yours. Sorry. I so should have known better.

What is needed?  The whole breed has to work together to gather information that will tell us the true incidence and distribution of the gene, and we need to try out tests on litters of pups with follow ups for a couple of years.  But none of this can be done in this climate of understandable fear and distrust, and even disbelief on the part of some.  This is the reason why I decided early on that the only thing to do was to go straight for a gene screen with large blood samples to give a lot of DNA, and this has met lots of difficulty too.
FB 13. (17.06.14)  Today was a satisfying day as I got 87 blood samples from JKD affected cases, some parents  and matching controls on their way to the genetics lab in Oslo where Frode Lingaas, who participated in the bobtail study many years ago, was awaiting them for a further screen for the JKD gene along with Norwegian samples collected by Cecilie Stromstad.  My collection should have gone last week but the admin involved in sending and receiving  frozen tissue samples abroad is demanding and slowed things up.  I have extra samples waiting to follow as needed.  This is one of those instances when we just might get an idea, positive or negative, fairly soon - I hope.
FB 14.  I must confess that I started to tie myself in knots when debating what breeders should do when considering breeding.  The problem is that my thoughts on the subject began to extend to research questions - what one could do to help understand JKD, and what is actually happening, and not just how to breed as safely as possible.  We have had glimpses of what is happening but little clear evidence.  So my mind started working towards research questions that breeders could help answer, and this led to thoughts of establishing a JKD research panel along the lines of the old PA and AS research panels (not committees) - and then ‘reality’ hit me.  There is no way one could establish and run such a panel in the political climate that rules the breed just now.  So, for actual research, I will settle for supporting a third gene screen (samples go off next week) and initiating a new and very different analysis of the pedigrees to see if a population genetics approach can account for the wide distribution of the disease throughout the breed.  Then maybe I can stop fretting about Boxer health issues and settle to enjoying the summer.  But let me return to breeder actions.  Most of the concepts have been raised already, but in order of importance, I would suggest:     1. For choice of stud dog - in the absence of a list of producing dogs one can only rely on asking the owner if a dog has produced JKD before.  I don’t know about the HC’s actions, but when cases appear I have tried to make sure that stud dog owners and breeders are informed.  There are already indications that some JKD producing dogs have been withdrawn from stud and this alone must be a huge step forward for the health of the breed.     2.  One would hope that JKD-producing bitches would also be withdrawn from breeding but the age factor may mean a bitch has had two or even more litters before JKD is found.     3. Older animals should be less at risk of JKD than youngsters, so breeding at youngest ages would seem best avoided if possible.  
  4. Try and keep the COI% low as this will reduce the level of risk even though it won’t eliminate it.     5. Now, to overlap into a more research angle, litter size (from birth) and sexes should be noted and dead or dying and puppies should be checked as far as possible (ideally by autopsy for small or damaged kidneys – we have found examples).  And small pups seem to more be at risk of JKD – so this might a first sign of the disease developing (although runts can occur for many different reasons) - so weights could usefully be taken regularly at all ages.    6. All pups should be watched carefully AND followed up as long as possible (maybe up to 3 years of age), also noting any health issues.  Uterine tract infections in bitches, although a common occurrences, could in some instances be an indicator.  Long-time follow ups on litters are difficult, but if purchasers are told there is a worry about JKD in the breed and that you want to make sure your pups are alright, this should aid cooperation.  I would certainly like to know about all such information - as it is collected - and learn more about what is normal to the breed as well as more about the development of JKD.     7. Kidney function in pups begins to change to that of the adult from about 8 weeks so urine specific gravity (USG) values are meaningless until pups are about 3 months old.  However, after that, consistently low values (around 1.010, or 10) indicate some kind of kidney problem which MIGHT herald JKD and require further investigation.  Consistently ambiguous values (around 1.020, or 20) are worrying but maybe these are the ones of interest for later-appearing JKD.  Values over 1.025 (or 25) up to 1.045 (45) may be considered normal, but note that all values may wobble up and down with repeat testing.   It would be useful to USG-test both dogs and bitches before breeding for the first time and testing is best done first thing in the morning.     8. An overall viewpoint on how to think about breeding in future would be to assume that every dog and bitch, here in the UK or elsewhere in the world, has JKD producers in its pedigree.  There is risk everywhere although we seem to have greatly worsened the situation in the UK by the heavy inbreeding.  But we really don’t know much about the JKD incidence in other countries.
