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Kidney Health Australia’s vision of an Australia free 

from kidney and urinary tract disease.

The cornerstone of any effective prevention program is a thorough understanding of the problem or condition you are trying to prevent.

Dr Tim Mathew

Medical Director
MEDICAL DIRECTOR’S REPORT

RESEARCH FUNDING PROGRAM – FUNDED AWARDS FOR 2004 
This year has seen changes to the organisational structure of Kidney Health Australia suggested in last year’s report, although funding restrictions have seen delays in fully implementing some of these programs.  In particular it has not been possible to implement the full range of Health Services’ programs and the total funding on medical research contracted for the first time in many years.

However substantial progress has been made in getting increased recognition by government of issues involving chronic kidney disease and the educational program aimed at GP’s (Kidney Check Australia Taskforce – KCAT) has continued to be popular and influential. The partnerships with other NGO’s [Australia Chronic Disease Prevention Alliance (ACDPA) and the National Vascular Disease Prevention Alliance (NVDPA)] continue to be strong and to provide a vehicle for promoting prevention and advancing policy in a collective manner.

In addition strong links exist with key nephrology groups including the Australian and New Zealand Society of Nephrology, the Dialysis Nephrology and Transplant Committee and the CARI Guidelines Steering Committee and our own Committee structure. 

The renaming of the organization to Kidney Health Australia has occurred with little loss of identity in the nephrology community. Our reach into the community and the programs we have in place are broad ranging and include:

· Kidney patients and their families (Kidney Connect)

· Clinicians caring for kidney patients (educational material, fact sheets, GP workshops, clinical guidelines)

· Biomedical researchers investigating kidney and urinary tract (medical grants and scholarships program, special awards for excellence)

· Members of the general public (Kidney Week and other publicity)

· State and Federal Health Departments (consultation, advice and membership of strategic committees)

· Organizations providing goods and services for the care of kidneys and urinary tract (partnerships)

· Supporters and staff.

The Kidney Health Australia medical program’s focus on the following areas:

· Support of biomedical research

· Education of professionals and the public

· Patient services and advocacy and 

· Representation of the kidney community at the level of government.

Support for biomedical research

Kidney Health Australia is the main non-government supporter of kidney and urinary tract biomedical research in Australia.  There is a major focus on investigator driven research and scholarship but significant funds are also allocated or targeted to strategic projects designed to address special interest areas.  The total research expenditure for the calendar year 2004 was $608,100. (This amount does not include $300,000/year presently awarded under the Bootle Bequest – see below).

Late in 2003 a total of 165 applications were received by Kidney Health Australia for funding support in the year 2004.  The Kidney Health Australia Medical and Scientific Committee awarded seventeen grants and scholarships to the value of $478,100 to support investigator driven research plus an additional $130,000 funding for strategic, targeted research.  This total amount of funding was ~10% less than last year. The grants were distributed to University departments, medical research institutes and hospitals throughout Australia.

Investigator Driven Research Grants and Scholars

Project Grants  

The total funding for the project grant program was $225,000 in 2004. These large grants are awarded to investigators who have applied to the National Health and Medical Research Council (NHMRC) for funding but have just missed the cut-off mark.  Many projects miss achieving the restricted funds available from NHMRC each year that are carefully assessed and ranked as worthy of funding. The top application who is not funded, and that has not simultaneously received other support from KHA is awarded the project grant.  

Of the thirty-six applications received by KHA again only one could be funded.  Kidney Health Australia funding is awarded for these projects for three years but applicants are encouraged to apply for alternate funds (eg from NHMRC) each of these later years. 

The following groups were awarded a Project Grant:

Dr Karen Gibson and Professor Eugenie Lumbers
Department of Physiology & Pharmacology,  School of Medical Sciences – University of NSW

Effects of maternal renal insufficiency on fetal renal development and renal function after birth
$75,000 - first year of funding commitment.

This grant examines the impact of maternal renal dysfunction on the development of the offspring’s kidney.  We have already found that when the ewe has reduced renal mass the fetal kidney is an altered shape and excretes more salt and water than usual.  We now want to examine the structure and function of the offspring’s kidneys in postnatal life to determine if the offspirng is predisposed to renal disease and hyptension.  Since in humans and sheep all the nephrons (functional units of the kidney) are formed prior to birth, it is likely that there will be a permanent alteration in the stuctute and/or function of the offspring’s kidneys. 

Furthermore, alterations in function occurring during development can have life long effects through a process known as fetal programming.  Therefore, in this grant we will use our animal model to examine the structure and function of the offspring’s kidneys during post natal life.  This is important because abnormalities in kidney function can result in high blood pressure and chronic renal disease (requiring dialysis or transplant) in later life.  Indigenous Australians have a very high rate of renal disease.  

If our studies show that there are alterations in postnatal renal function when the mother has reduced renal function, these findings may help explain the current ‘epidemic’ of renal failure in Australian Aborigines.

Dr Gregory Tesch and Professor Robert Atkins
Department of Nephrology – Monash Medical Centre  VIC

Stress-activated protein kinases in diabetic nephrology
$75,000 –  second year of three year funding commitment.
The increasing rate of diabetes in our community is a growing health problem and a major cause of disease.  About 85% of diabetic Australians will have non-insulin dependent type 2 diabetes and up to 50% of these patients will have kidney disease.  Despite clinical attempts to control glucose and blood pressure levels, kidney disease in most diabetic patient progresses towards a complete loss of kidney function.  In severe cases, the survival of the patient is dependent upon lifelong dialysis or transplantation, which are costly and complicated treatments.  Therefore, there is an urgent need to improve treatment strategies in diabetic patients to avoid kidney failure.

Recent studies have indentified a group of signals within cells (called stress-activated protein kinases-SAPK) which stimulate the production of molecules that cuase tissue injury.  Factors which promote diabetes are also known to induce these signals.  A number of new drugs have been created that block these signals.  

We plan to administer these drugs to a mouse model of type 2 diabetes and determine whether blocking these signals will inhibit the development of diabetic kidney disease.  In addition, we will perform studies on particularly kidney cell types using drug-based and genetic-based approaches to identify which cellular responses are dependent on these signals.

Overall, these studies will determine the importance of SAPK signals in the development of diabetic kidney injury in type 2 diabetes.  Our findings will provide valuable information into the mechanisms of diabetic kidney disease and will identify whether therapeutic strategies targeting SAPK signalling can help prevent kidney loss in diabetes.

Dr David Nikolic-Paterson and Professor Robert Atkins
Department of Nephrology - Monash Medical Centre   VIC

The mechanisms by which inflammatory proteins cause kidney disease
$75,000 - final year of funding commitment.

Glomerulonephtitis is the main cause of end-stage kidney disease in our community which requires treatment by life-long dialysis or kidney transplantation.  Our previous studies have established that the production of inflammatory proteins, called cytokines, within the kidney plays an important role in human and experimental kidney disease.  However, we do know the mechanisms by which cytokine stimulation of kidney cells causes kidney inflammation.

Recent studies have identified the signals (called stress-activated protein kinases – SAPK) by which these inflammatory cytokines induce cell responses.  A number of synthetic drugs have been shown to block these signals, and so inhibit the cell response to cytokine stimulation.  We plan to administer these synthetic drugs in a rat model of glomerulonephritis to determine if they can inhibit cytokine-induced kidney inflammation and so prevent a loss of renal function.  This will be complememted by studying these signals in human kidney biopsy tissues to see if cytokine signalling correlates with worsening renal function.  

Lastly, we shall perform in vitro studies to directly assess the contribution of cytokine signalling in the response of the different kidney cell types.  

Overall, these studies will determine the importance of cytokine signalling in experimental kidney disease and whether they may be a suitable therapeutic target in human glomerulonephritis.  Furthermore, the studies will provide fundamental insights into the process of inflammation which can be extrapolated to other kidney diseases.

Biomedical Scholarships

These scholarships permit talented researchers to pursue full-time research for up to three years, qualifying them to obtain a doctoral degree or equivalent at the end of this period. These scholarships that are tax free to the holder are an investment in the future of Australian medicine. In 2003 one new biomedical scholarship was awarded and seven continued on with scholarships begun in previous years.  The total dollars allocated to the scholarship program in 2004 were $219,500.  The individual scholarships in 2004 were valued at $25,000 for scientists and $31,000 for medical graduates.

Sponsored Scholarships.  In 2004 Amgen and Wyeth Pty Ltd both agreed to generously sponsor a biomedical scholarship. These awards allow Kidney Health Australia to increase its total support of grants and scholarships to young researchers.  This outstanding contribution is greatly appreciated.  

Kidney Health Australia encourages other groups and individuals to consider supporting research in this manner with a named scholarship. Funding biomedical scholarships is a most valued and meaningful way to ultimately promote better health outcomes in kidney patients.

Virginia Boon supervised by Dr Natkunam Ketheesan (started PhD August 2003)
Faculty of Health Life & Molecular Sciences - James Cook University  QLD

An investigation into the role of streptococcal inhibitor of complement mediated cell lysis in glomerulonephritis 

Stephen Bruce supervised by Professor John Bertram and Dr Andrew Perkins
Department of Anatomy & Cell Biology - Monash University  VIC

Identification and characterisation of renal stem cells 

Wendy Burns supervised by Professor Mark Cooper
Diabetic Complications Group - Baker Medical Research Institute  VIC

Explore link between diabetes related metabolic pathway, advanced glycation and cytokines including CTGF on diabetic renal disease focussing not only on glomerulus but also tubulointerstitium 
Xenia Kostoulias (nee Mantzioros) supervised by Professor John Bertram

Department of Anatomy & Cell Biology - Monash University  VIC

This project aims to identify all genes important in ureteric branching morphogenesis, and may also enable us to identify genes involved in nephron induction, utilizing the very latest in gene expression analysis technology 
Angela Makris supervised by A/Professor Annemarie Hennessy

 – Kidney Health Australia/Amgen Scholar
Department of Nephrology - Royal Prince Alfred Hospital  NSW

Link clinical outcomes research with laboratory studies of placental function (cytokines and angiogenesis factors)

Bill Mulley supervised by Professor Mauro Sandrin
Department of Nephrology  -Austin Research Institute  VIC

Genetic modification of pigs for xenotransplantation

Ashley Newland – supervised by Dr Ravi Krishnan

Transplantation Immunology Laboratory - Queen Elizabeth Hospital  SA

Gene therapy studies of dendritic cells, transduced with an adenoviral ovine (CTLA4-EGFP) construct in allotransplantation

Majid Rahgozar– supervised by A/Professor Zoltan Endre

Department of Medicine – Royal Brisbane Hospital  QLD  PhD funding finalised in April 2004
Evaluation of the role of nitric oxide in kidney autoregulation of blood flow and function

Melina Tee supervised by Professor Robert Atkins

Department of Nephrology – Monash Medical Centre  VIC

The role of connective tissue growth factor in the development of peritoneal membrane dysfunction on peritoneal dialysis
Equipment Grant

These grants have been available to maximum value of $15,000 and were designed to allow groups with an ongoing research program to achieve an additional piece of equipment essential to their program.  In 2004 only one grant could be funded to a total value of $15,000.

A/Professor Frank Gardiner, Professor Martin Lavin and Dr Michelle Burger
Department of Surgery – Royal Brisbane Hospital, University of QLD 

$15,000 - Upgrade to RG3000 4 channel 36/72 Well place machine

This equipment has been used in to identify prostate cancer specific biomarkers and subsequent development of a novel non-invasive diagnostic test for prostate cancer.  Prostate cancer is the commonest Australian male internal malignancy and is directly responsible for 12.7% of male cancer deaths.  Curative treatment is only possible for localised disease, which is still not accurately detected by current clinical methods.  Identification of the genetic changes responsible for the difference between prostate cancer and normal prostate samples permits development of a simple and reliable test for prostate cancer.  To this end we have examined gene expression profiles of prostate tissues, both benign and malignant, with microarray technology.  The upgrade to this equipment will allow a non-invasive method of analysis, and of more samples in a single experiment, improving the accuracy and speed of investigation.
Seeding Grant

These grants to a value of $15,000 are designed to allow investigators to begin a new project and develop it to a point at which they are ready to attract a more substantial grant. These one-year only grants have in the past led to several large projects being established.  In 2004 only one new seeding grant could be funded.

Dr John Kanellis

Department of Nephrology – Austin Hospital  VIC

$15,000 - The role of Slit proteins in angiogenesis

New blood vessel formation (also know an angiogenesis) is essential for normal development and repair from injury.  The factors controlling this process are poorly understood.  In diseased organs, deficient angiogenesis can promote scarring.  In the kidney, this is a major factor leading to loss of kidney function.  We have strong preliminary evidence that newly discovered molecules known as Slit proteins, may play an important role in angiogenesis.  Treatments that promote angiogenesis have been shown to stabilise kidney function.  

Our recent studies have identified important details regarding the function of these molecules.  Slit proteins control signals that are responsible for cell movement and growth in various types of cells (nerve cells and white blood cells).  They are likely to have a similar role in endothelial cells (cells that line blood vessels and form capillaries), and we plan to examine this.  

These studies should lead to an improved understanding of the factors controlling angiogenesis and may eventually help in the development of new therapies for many different types of disease including those responsible for kidney failure, and may in the future, help delay the need for dialysis and transplantation.
Summer Vacation Scholarships

These scholarships are valued at $1200 and are designed to provide some assistance to undergraduates undertaking some summer vacation research in the area of kidney and urinary tract.  Three scholarships were awarded for 2003/04 to a total value of $3600.

Yan Chow supervised by Dr Grant Morahan

Walter & Eliza Hall Institute of Medical Research  VIC

Diabetic nephropathy in a novel mouse model

Veselin Ceranic supervised by Dr Mary Wlodek
Department of Physiology – University of Melbourne  VIC

Placental and mammary programming of nephron number

Christine Percy supervised by Professor Glenda Gobe

Dept Molecular & Cellular Pathology - School of Medicine University of Queensland

Controlling cell death in acute renal failure using antiapoptotic mechanisms

Targeted or Strategic Research

The Bootle Award projects

The Bootle Bequest has allowed the funding of 2 major strategic areas in 2003 and 2004.

The Kidney Regeneration Project

Funding for this $1million over 5-year project began on January 1 2003.  It is funding part of a major stem cell based project aiming to explore if kidneys can be regenerated in situ in part or in whole. The kidney component is focused at Monash University on Dr Sharon Ricardo, a senior member of a team led by Professor John Bertram. 

The Australia@risk Re-survey

The AusDiab survey completed in 2001 was the first Australian comprehensive survey of adults, chosen randomly, for diabetes, hypertension and kidney disease. It has contributed more to our understanding of the burden of kidney disease than any other study.  A review of the same participants 5 years later will provide invaluable information about the natural history of those found to have proteinuria, impaired kidney function and hypertension at the first survey.  This resurvey of the kidney issues is called Australia@risk and is funded by a Bootle award for $300,000 over 3 years.  A/Professor Steve Chadban (Royal Prince Alfred Hospital) and Professor Robert Atkins (Monash Medical Centre) lead the project.

MSAC Funded Strategic projects

This year $130,000 was awarded by the MSAC to targeted areas deserving of support and in general assisting Kidney Health Australia in its mission to free Australia of kidney disease.

ANZDATA Registry

The internationally acclaimed ANZDATA Registry has been funded substantially by KHA for over 30 years.  It is one of the major accomplishments of the Australian and NZ nephrology community and has contributed substantially to knowledge, planning and best practice in clinical care over many years.  In 2004 the MSAC awarded the ANZDATA Registry $60,000 towards its general operating costs.

Cochrane Renal Group

The International headquarters of the Cochrane renal initiative is at Westmead Hospital and has been funded by Kidney Health Australia with $60,000 over the last years 2001-3. In 2004 an amount of $10,000 was awarded in recognition of the excellent work that has been done by this group in assisting the interpretation of trials in nephrology.

Renal Resource Centre
This Sydney based resource centre has recently established its own web site and continues to contribute to the available pool of educational material for Australians with kidney failure.  An amount of $5000 has been awarded for many years to the Centre to assist its operation.

Renal Social Work in Australia

A special application was received from Prof Merighi to study the number and function of social workers allocated to kidney failure issues in Australia.  No similar survey work had been previously done in this area.  The Medical & Scientific Advisory Committee made a special award of $3000 to fund this work.  A report is expected on this project late in 2004.

Early detection and prevention of progression in Indigenous people

A further $50,000 was awarded to Professor Wendy Hoy to pursue her work in the area of detection and prevention of progression of kidney disease in indigenous people. 

13th Congress International Paediatric Nephrology Association 2004

Kidney Health Australia has awarded $8000 to this conference that is to be held in Adelaide in late August 2004.  The Paediatric Nephrology meeting is being held alongside the annual meeting of the International Federation of Kidney Foundations (President - Mr Warwick Prime) that will provide an opportunity for Australia to further its working linking Kidney Health Australia with other Kidney Foundations around the world.  

Awards for Excellence in Research

Special awards given this term by Kidney Health Australia for excellence in medical research included:

TSANZ Annual Scientific Meeting 
Kidney Health Australia has generously sponsored two awards, each to the value of $1,000, for the best clinical and laboratory based presentations at the Annual Scientific Meeting.  The awards are judged on abstract and presentation at the ASM, and all presenting members of the society are eligible.

· Kidney Health Australia Clinical Research Presentation 2004
Alan Glanville

· Kidney Health Australia Laboratory Research Presentation 2004 
Alfred Hing
ANZSN Annual Scientific Meeting

Kidney Health Australia sponsors a prize valued at $5,000 for the best Clinical Nephrology Presentation at the ANZSN Annual Scientific Meeting.  This award is judged on abstract and presentation at the ASM, and all presenting members of this Society are eligible.

· Kidney Health Australia Clinical Nephrology Presentation 2004
Xhi Qiang Wang
The Kidney Health Australia Priscilla Kincaid Smith Medal
This prestigious award, given only periodically, is the highest scientific accolade of Kidney Health Australia. It is awarded on the recommendation of the MSAC for outstanding contributions to the cause of nephrology.  No medal was awarded in 2004.

Education to the profession
The Kidney Check Australia Taskforce

The Kidney Check Australia Taskforce (KCAT), chaired from its inception in May 2001 by Professor David Tiller, has continued to be our main program aiming to bring the chronic kidney disease message to the medical profession.

Over 90 workshops have now been conducted in the majority of Divisions of General Practice using the KCAT format and involving local nephrologists volunteering their time to lead the sessions. The workshops have been well received and pre and post assessments show that GP knowledge is significantly enhanced in the process. The original module aimed at the message of early detection and prevention of progressive kidney failure has been added to with a module on diabetes and the kidney and one on hypertension. Additionally pilot sessions have been held with community pharmacists and sessions are planned with practice nurses.

In addition it is planned to mount a major initiative on having the KCAT message incorporated into GP on-line self-directed learning programs and into the self-audit process that GP’s are all encouraged to mount.

Greg Cantwell who was the KCAT project manager for 12 months, during which the program grew both in size and complexity left us in July 2004 and has been replaced by Dr Marie Andrew.

Kidney Health Australia acknowledges the strong and generous financial support KCAT has received from Amgen and Bristol Myers Squibb.

CARI Guidelines
The Caring for Australians with Renal Impairment (CARI) Guideline program has gone ahead in leaps and bounds in the past year. The ‘third set’ of guidelines on peritonitis, cytomegalovirus infection and proteinuria were presented to the profession at the Barossa Valley Workshop held in March 2003 and completed the consultation process by June 2004.  They are to be published in the Journal of Nephrology in October 2004.  The previous 2 sets of guidelines are presently undergoing review and a new set of guidelines has been commissioned from new working groups in the area of calcineurin inhibitor use in transplant immunosuppression and kidney calculous disease.  These reviews and the new guidelines will be presented at the next Dialysis, Nephrology and Transplantation workshop to be held near Brisbane in March 2005.

Efforts are continuing to work collaboratively with other countries in the guideline area. The CARI office is at Westmead Childrens Hospital and the CARI project has enjoyed strong and continuing support in 2004 from Janssen Cilag and Amgen.
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