FB 15.  Tim Hutchings asks his Dog World Breed Notes readers for views on the fracas on facebook.  I have answered on this already but would add that from speaking to exhibitors at some recent shows I gather that many are as upset as facebook contributors at the lack of information.  I would confess that from the very beginning of JKD (for me) three years ago I was very worried when I saw the situation.  Too many of the main stud dogs seemed to be involved and I felt that release of pedigree information would cause chaos.  But time has passed, the situation has moderated a little, and I think it is clear that people need to be able to see a way forward - and they can’t because the information is still being withheld.  Anger is indeed brewing.  And the feelings are developing abroad too when it is seen that JKD is appearing with inbreeding on certain imports from Britain.  It is even possible that matters there will be brought to the attention of the Kennel Associations involved.  I don’t think we can go on like this.  Waiting for the gene to be found after so many failures is not an option.  Something needs to be done now to help breeders try to deal with JKD.
I have written various pieces on facebook presenting options for breeders, how they can try to breed away from JKD, what they can do to help understand the disease, and therefore what more they might eventually be able to do.  These were only off-the- cuff suggestions and can be developed.  If anyone wants to view these they can best be found on my website (steynmere.co.uk).  As to the research I can say that the 80 odd blood samples (from cases, controls and parents) that I sent to Norway for a gene scan arrived safely, and are providing high quality DNA.  The researcher and I are in full accord regarding their best use so I hope we will be more successful than the three other labs which have attempted to find the gene so far.  But there are now 5 labs looking for the JKD gene.  Which will be successful?  Any one will do.  

I have said many times that JKD is complex but this does not mean that the inheritance is questionable.  Once one accepts that large amounts of damage that must be caused before symptoms can occur, everything genetically becomes much clearer.  We cannot possibly get the 25% frequency of affected cases normally expected with a recessive gene inheritance; most cases are simply not detectable.  But what does puzzle me is the wide distribution of the gene around the world.  I have one explanation for this, but the actual observation is the reason that I sought the attention of a quantitative geneticist - not to check the inheritance, but to see if a better explanation for the wide distribution could be offered? 
FB 16. (10 Aug)  I have just seen the August 2014 issue of the American Boxer Club Charitable Foundation.  In it Kerstin-Lindblad-Toh of the Broad Institute reports on her study upon JKD/JRD in American Boxers indicating that she has identified a good candidate gene.  I think we heard a little about this last summer following reports from the big veterinary meeting in Europe.  In any event, I gather the plan is now to increase the number of dogs by including Swedish Boxers, and I have certainly seen posts asking Swedish and other European breeders for help.  I had independently offered Kerstin Lindblad-Toh our UK samples but, for personal reasons she did not reply for a while, and by then I had agreed to contribute to a parallel Norwegian programme that has also found a candidate gene.  We live in hopes, but we had a candidate gene in our first UK studies on JKD too and this did not work out.  Finding some genes is not easy.  Look at ARVC - this did not work out either when applied in practice.  I may hear something about the Norwegian JKD work later this month.  Frankly, with JKD, it is the controls that worry me, but the researchers seem to think they can cope statistically with anything.  At another level I am worried about the lack of any practical help for breeders, particularly here in the UK where JKD is on everyone’s mind.  I have tried pushing a member of the health committee for action, but clearly nothing is going to happen.  In disgust I have probed for information myself and, as indicated a month or so ago, I did find some signs that we may yet be able to do something useful - with a little dedication.  Firstly, if indeed breeders are indeed following the initial guideline, to avoid inbreeding as far as possible, which appears to be the case, this alone should reduce the incidence of the disease.  Secondly, if JKD-producers are voluntarily being withdrawn from breeding, as inspection of KC registrations suggests, this should not only also reduce the incidence of JKD but equally importantly, it should reduce the incidence of the gene responsible. Without anything else, the incidence of JKD should decline, and we can actually help this shift.  It would best if breeders assumed that there are NO CLEAR LINES (which is just about true) and breed as one always should - for the best dogs - BUT while doing this, seriously limit inbreeding.  It is also vital that breeders do NOT rush off to what they IMAGINE are a few clear lines.  This will only reduce yet further the limited genetic diversity that we now have in our UK Boxers.  Rather the focus should be on bringing as many stud dogs onto the scene as possible and abandon the usual practice of giving a small number of dogs almost all the stud work.  Putting all our eggs in one basket is not a good option.  And these males should be available at stud to ALL quality bitches, but always with the total commitment to identify and withdraw from breeding all parents that produce JKD.  Together these actions would not only constitute selection against JKD but would open up such genetic diversity as we have in our already denuded Boxer population, and without risking the introduction, or re-introduction, of other unwanted genetic problems from elsewhere.  I think the clever breeders among us could exploit this changed situation with a vengeance.  Maybe JKD was just what we needed, because we have dug ourselves into a hole and it will take some new thinking and different breeding ideas to get ourselves out of it.  I apologise for proffering advice when none has been asked, but I have been in this breed for a long time and I despair at the official lack of UK action on JKD, not to mention the lack of concern about other Boxer health issues that exist.  Another motivating factor is that I realise I am getting past my ‘sell by’ date.

FB17 (Sept ’14).  I was somewhat shocked recently to see from facebook reports that some breeders here in the UK and also elsewhere in the world do not yet believe that JKD is inherited and that it has a recessive gene inheritance.  I am even quoted as saying that I “cannot say it is definitely inherited one way or another”.  Can I point out that this is a Breed Council health committee statement.  It is NOT mine, and the Health Committee have clearly a very different take on JKD than I do. I therefore think I should summarise the current evidence on the inheritance:

1. Boxer JKD/JRD is exactly that, a disease that occurs specifically in Boxers.  Unfortunately the same descriptive name is given to the similar inherited conditions in Cockers and Wheatens which have different expressions and different ages of disease onset.  The responsible gene for Cockers has been identified, but not in Wheatens, and obviously not in our Boxers. 
2. The disease occurs in different parts of the UK and in different parts of the world – it is not caused by local environmental conditions of infections (but see later).

3. While there can be many different causes of kidney failure in dogs as in humans,  Boxer JKD occurs within FAMILY GROUPS – indicative of a genetic basis

4. Parents of affected cases are almost invariably normal.  Therefore, a dominant mode of inheritance is unlikely, but,

5. JKD is commonly found with close inbreeding on certain dogs, this pointing to a recessive mode of inheritance.

6. In all cases where enough is known about the pedigree background, it can be seen that JKD exists on both sides of the pedigrees, again consistent with a recessive mode of inheritance.

7. Again, consistent with this conclusion, these family groups can be traced back to common sources in the UK and also independently abroad.

8. The one observation that could, at face value, be taken against the recessive mode of inheritance is that the incidence of affected cases is very low.  Indeed the frequency of affected pups in affected litters, for which there is actually very little evidence, is well below the incidence expected with a recessive gene (25%).  But, 

a. this IS THE EXPECTATION for a disease which is variable in effect and,

b. IN PARTICULAR, for a disease that affects the kidney which has a 70% redundancy – meaning that over 70% loss of function is needed before symptoms appear, and further,  

c. the low incidence is also consistent with UTIs commonly found associated with disease, notably in bitches.  In other words UTIs appear to trigger the onset of the disease, as possibly also the stress of pregnancy.  The lack of such triggers may be the reason why JKD is less common in dogs.

Although it irks me to say this, the makers of the Pedigree Dogs Exposed TV film thought it necessary to bring in two independent geneticists to verify the evidence on the inheritance.  Using mathematical approaches, both agreed that the pedigree evidence on JKD was consistent with a recessive gene inheritance.  This has also been the conclusion of the Swedish researchers based on their own findings; indeed they have banned all Boxers that have produced JKD from further breeding.  It is long past time that we adopted the same approach in the UK. So I would again strongly urge the UK Boxer Breed Council health committee to recognise that JKD-producers are the only guaranteed source of the disease and therefore take steps to ensure that they are not bred from further. 
