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Abstract

New Frontiers in the management of patients with chronic
kidney diseases was a the third in a series of one day sym-
posium held in the Medical College of Ras Al-Khaimah
University of Medicine and Health Sciences on the 16™ of
March 2013 to mark the world Kidney Day. Local, regional
and international experts considered various diagnostic and
management challenges in the areas of chronic kidney dis-
ease covering such wide spectrum of subjects ranging from
pre-diabetes, diabetes kidney disease, glomerulonephritis,
arterial hypertension and management of hypertension in
patients with chronic kidney disease to mesenchymal stem
cell therapy, pancreatic transplantation and gene polymor-
phism profiling in clinical practice. The concise abstracts of
all the presentations are presented here to extend the benefit
from the meeting to all those who did not attend the live
event.
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Glomerulonephritis, Hypertension, Renal Transplant, Pan-
reatic Transplant, Mesenchymal Stem Cells.

Introduction

Chronic kidney disease is a general term for heterogeneous
disorders affecting the structure and function of the kidney.
The variation in disease expression is related partly to cause
and pathology, severity, and rate of progression. Modern
clinical practice stresses on the early recognition, timely as-
sessment and effective management of disease; emphasise
guidelines and clinical trials; and address the challenges
that are met in the association of chronic kidney disease
with ageing and vascular disease, management of clinical
trials, development of guidelines, and public health. We
present the highlights of the “New Frontiers in the Man-
agement of Patients with Chronic Kidney Diseases”. This
was a the third in a series of one day symposium held in the
Medical College of Ras Al-Khaimah University of Medi-
cine and Health Sciences on the 16™ of March 2013 to mark
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the world Kidney Day. Local, regional and international
experts considered various diagnostic and management
challenges in the areas of chronic kidney disease covering
such wide spectrum of subjects ranging from pre-diabetes,
diabetes kidney disease, glomerulonephritis, atrial hyper-
tension and management of hypertension in patients with
chronic kidney disease to mesenchymal stem cell therapy
and pancreatic transplantation and gene polymorphism pro-
filing in clinical practice. The concise abstracts of all the
presentations are presented here as they were submitted by
the speakers to extend the benefit from the meeting to all
those who did not attend the event.

Abstracts of Presentations

Management of Hypertension in patients with Chronic
Kidney Disease: current status in 2013. Francois Ber-
thoux. University Hospital of Saint-Etienne; Nephrology,
Dialysis, and Renal Transplantation Department; 42055
Saint-Etienne cedex 2; France.

Arterial hypertension (HT) is a major risk factor associated
with progression of CKD and occurrence of cardio-vascular
(CV) events. Classical WHO definition remains for blood
pressure (BP=140/90), but the revised Working group-Joint
National Committee (WG-JNC 7) focused also on CV risk
factors, CV early markers, and on organ damage with iso-
lation of 4 categories: Normal, Stage 1 (prehypertension),
Stage 2 (HT + CV risk factors/organ damage), and Stage
3 (HT + CV events/organ damage). The perfect long-term
control of BP is the cornerstone treatment of CKD together
with the reduction of increased microalbuminuria and pro-
teinuria. The management includes thorough evaluation of
the CV risk and of the Absolute Renal Risk of Dialysis (1).
HT treatment (2) should focus on diet, lifestyle corrections
and pharmacological antiHT drugs. The target BP is usu-
ally < 130/80 and in some situations <125/75. The choice
of the antiHT drugs should integrate clinical tolerance, age,
CV events/disease, amount of proteinuria, CKD staging,
and native renal disease (diabetic, glomerulonephritis (3).
Overall BP control is achieved in less than 50 % of the pa-
tients, but we will have to increase it in the future with bet-
ter education and implication of the patient. This effective
control is a very long-term goal during years and decades.
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2. Kidney Disease: Improving Global Outcomes (KDI-
GO) Hypertension Work Group. KDIGO Clinical Prac-
tice Guideline for the management of Blood Pressure
in Chronic Kidney Disease. Kidney Int Suppl 2012; 2:
337-414.

3. Kidney Disease: Improving Global Outcomes (KDI-
GO) Glomerulonephritis Work Group. KDIGO Clini-
cal Practice Guideline for Glomerulonephritis. Kidney
Int Suppl 2012; 2: 209-17.

2. KDIGO Clinical Practice Guideline for Glomerulo-
nephritis- Immunoglobulin A nephropathy: Critical
Analysis and Extended Applications.

'Francois Berthoux, 'Hesham Mohey, *Basset El Es-
sawy, ! University Hospital of Saint-Etienne; Nephrology,
Dialysis and Renal Transplantation Department; 42055
Saint-Etienne cedex 2; France and 2 New Damietta Al-
Azhar University Hospital, Nephrology unit; and Mansou-
ra Urology and Nephrology center; Mansoura; Egypt

In 2012, the international foundation Kidney-Disease: Im-
proving Global Outcome (KDIGO) published a clinical
practice guideline for glomerulonephritis with chapter 10
devoted to IgA nephropathy, IgAN (1). It is composed of
six sets of recommendations (Rec): Rec 1 is focused on ini-
tial evaluation and assessment of risk of progression; Rec
2 concerns anti-proteinuric and antihypertensive therapy;
Rec 3 is dealing with corticosteroid therapy; Rec 4 focused
on immunosuppressive agents; Rec 5 concerns other treat-
ments including fish oil, anti-platelets agents, and the use
of tonsillectomy; Rec 6 focused on atypical forms of IgAN
including minimal change disease, acute kidney injury, and
crescentic GN. For each recommendation, we have done a
thorough analysis in the light of our large (up to 1000 cas-
es) and long-lasting experience (more than 30 years). We
have made several additional clarifications based mainly on
the new concept of absolute renal risk (ARR) of Dialysis or
Death (2,3) with integration of pathological data obtained
on initial renal biopsy. Overall, this guideline on IgAN is
too limited and restrictive and should integrate this ARR
concept and the histo-pathological data (Oxford modified
MEST score). We think that our suggestions are improving
the applicability of this IgAN specific guideline.
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3. Current Concepts of Pancreas Transplantation
Mark Reza Laftavi, State University of New York at Buf-
falo, Buffalo, NY, USA

Diabetes Mellitus (DM) is a devastating disease. It is num-
ber one etiology for kidney failure, blindness and ampu-
tations in the western countries. Diabetes is also a major
contributor to cardiovascular events. Currently, there are
two clinical therapeutic options to treat DM. The first one
is insulin therapy and second option is to replace insulin-
secreting B-cells by whole pancreas transplantation (PTX)
or islet cell transplant. Although exogenous insulin therapy
is effective at preventing acute metabolic decompensation
and is life-saving for type 1 DM (T1DM), less than 40% of
diabetic patients achieve recommended therapeutic goals.
PTX is the only therapy that offers euglycemic status to
the diabetic patients. Furthermore, successful PTX can halt
or improve secondary complications of DM including neu-
ropathy, nephropathy and opthalompathy. There are three
types of PTX; simultaneous pancreas and kidney transplant
(SPK), pancreas after kidney transplant (PAK) and pancreas
transplant alone (PTA) in patients without renal failure. In
has been shown that SPK has the best outcome compared
to PAK or PTA. Also diabetic patients who receive a SPK
has better patient and graft survival when compared to dia-
betic patients waiting for a pancreas transplant or diabetic
patients who received only living donor (LD) or deceased
donor (DD) kidney transplant. Furthermore, the kidney
survival was superior in these patient compared to LD or
DD kidney transplant alone. Initial experience with simul-
taneous SPKT in patients with Type 2 DM (T2DM) and
end-stage renal disease (ESRD) suggested that increase of
endogenous insulin production by PTX in patients with C-
peptide-positive, insulin-dependent diabetes resulted in in-
sulin independence, improved glucose counter-regulation,
and enhanced quality of life. A number of single-center ret-
rospective studies have documented equivalent outcomes
in patients with either type 1 DM (T1DM) or T2DM un-
dergoing predominantly SPKT, although clearly a selection
bias exists for patients in the latter category. Selection cri-
teria for SPKT in T2DM include patients less than 55-60
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years of age with a BMI less than 30-32 kg/m?, insulin-re-
quiring for a minimum of 5 years with a total daily insulin
requirement less than 1 u/kg/day, a fasting C-peptide level
less than 10 ng/ml, absence of severe vascular disease or
tobacco abuse, adequate cardiac function, and presence of
complicated diabetes. Data from the International Pancreas
Transplant Registry show that up to 7% of SPKT recipi-
ents are classified as having T2DM and that outcomes in
these patients are comparable to those undergoing SPKT
and classified as having TIDM. The most commonly used
induction therapy is T-cell depleting agent and the most
maintenance immunosuppression therapy currently used
in USA is tacrolimus, mycophenolate mofetile and pred-
nisone. The issue of steroid-free regimens remains contro-
versial, although the data suggest that approximately 40%
of pancreas transplant recipients are on regimens that avoid
steroids. During the last decade the outcomes of PTX have
improved significantly. The current report of SRTR shows
that graft loss for all PTX types have been improving with
current 5 years pancreas graft survival of 70% for SPK.
Most graft loss occurred during the year. Rejection rate
also reduced significantly and dropped to 16% at first 12
months for SPK patients. Due to significant improvements
in surgical techniques and immunosuppression, we believe
that pancreas transplant is a safe procedure and it should
be offered to all TIDM and non-obese T2DM. The cur-
rent data comparing the harm of immunosuppression and
pancreas transplant surgery vs. remaining diabetics and on
insulin therapy show that PTX is less harmful and more
beneficiary to the patients with DM.
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sion, Brigham and Women’s Hospital and Children’s Hos-
pital, Harvard Medical School, Boston, MA, USA.

Gene polymorphisms are the variations in the DNA, which
could range from a single nucleotide base change to a thou-
sand base pair changes in the DNA. The most common
type of polymorphism is single nucleotide polymorphism,
results from a single base mutation. Although most of gene
polymorphism studies (GPS) has examined the association
between the variations in the genes of Immunomodulatory
molecules with acute renal allograft rejection, fewer fo-
cused on tailoring immunosuppression and on identifying
patients at higher risk for chronic renal allograft dysfunc-
tion (CRAD). GPS have recently increasingly been re-
proached for their shortcomings. A main concern has been
multiple-hypothesis testing, as many investigators search
for associations using several genes but report on only posi-
tive results. On the other hand, a large number of studies
are underpowered and the influence of donors’ genotypes
often has not been studied. Furthermore, most of the stud-
ies have attempted to investigate the influence of a “single
gene” in a “single center”. Like any “single-gene-single-
center” studies, the results of these studies are hindered by
improper patient stratification. Given a complex problem
such as CARD, a need exists for multigenic consideration,
as a single gene may not fully characterize an individual’s
risk of developing CARD. Despite these problems, GPS
still remain attractive as the consideration of known antigen
dependent and independent mechanisms in identifying risk
factors for CRAD still does not account for the heterogene-
ity observed in allograft outcomes and that the genetic vari-
ability in the transplant population is most likely respon-
sible for this diversity.
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5. Mesenchymal Stem Cell Therapy in Diseases.
Reza Abdi, Transplantation Research Center, Renal Divi-
sion, Brigham and Women’s Hospital and Children’s Hos-
pital, Harvard Medical School, Boston, MA, USA.

Mesenchymal stem cells (MSC) are adult stem cells which
have potent immunomodulatory functions. MSC could be
retrieved virtually from all adult tissues. The primary cri-
teria currently used to characterize and identify MSC are
the capacity for self-renewal, differentiation into tissues of
mesodermal origin, and lack of expression of hematopoi-
etic molecules but positive expression of MSC markers.
Indeed, a battery of markers is used to characterize MSC.
Although MSC developmental plasticity was the center of
scientism attention, their immunomodulatory properties
hold more immediate clinical applicability. Based on their
immunomodulatory properties in vitro and in animal mod-
els and the lack of major complications in humans, MSC
are currently used for the treatment of diseases in humans
more frequently than any other cell therapy. Notably, recent
clinical trials have focused more on the immunomodula-
tory capacities of MSC to target various inflammatory and
immune-mediated diseases. Indeed, MSC are currently
used for a wide variety of such conditions including renal
transplantation, multiple sclerosis, type 1 diabetes, graft
versus host disease, and Crohn’s disease. Future plans are
in place to use MSC for the treatment of other immune me-
diated diseases as well. Although the immunomodulatory
effects of MSC make them particularly interesting candi-
date cells for immune mediated diseases, we need more of
pre clinical studies to better understand the mechanisms of
immunoregulation, their survival and function post injec-
tion to formulate the best MSC regimen.
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6. Prediabetes 2013: Where We Stand?

Abdel Basset El Essawy

Nephrology Unit/ New Damietta Al-Azhar University Hos-
pital and Transplant Consultant- Mansoura Urology and
Nephrology Center- Mansoura - Egypt.

Pre-diabetes is essentially a risk factor for developing di-
abetes that is defined by abnormal but not diabetic range
fasting glucose, glucose tolerance or HbAlc. It represents
about 35 % of U.S. adults > 20 years and 50 % = 65 years
with estimation of 79 million Americans > 20 in 2010. Pre-
diabetes is not only and strongly predictive of diabetes, but
also associated with cardiovascular disease (where Diabe-
tes and coronary artery disease occur together more com-
monly than usually recognized, with the negative impact of
dysglycemia apparent before diabetes) , neuropathy, reti-
nopathy, nephropathy, cancer and mortality. Though risk
increases with diabetes, the evidence suggests that early
intervention may be beneficial on complications beyond
diabetes. Diabetes prevention with lifestyle intervention
has been shown in the U.S. Diabetes Prevention Program
(DPP) ; the Finnish Diabetes Prevention Study , in which
the intervention was most effective in the highest-risk
group, with ongoing benefit for 4 years after the conclusion
of the formal lifestyle intervention ; and in the Chinese Da
Qing Diabetes Prevention Study, with separation between
the control and intervention groups maintained for a 20-
year period. Based on the differences reported in the DE-
CODE analysis, it was suggested that treatment to reduce
2-h glucose by 2 mmol/lI/l would reduce adverse outcomes
by 20%. These early interventions in prediabetics could
then be of great benefit, however, there are no available yet
guidelines for management of prediabetes.
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7. Management of Hyperglycemia in Patients with De-
clining Renal Function.

Salem A Beshyah

Center for Diabetes and Endocrinology, Institute of Medi-
cine, Sheikh Khalifa Medical City, Abu Dhabi, United Arab
Emirates.

Patients with type 2 diabetes mellitus frequently have co-
morbidities that complicate the management of their dis-
ease. Diabetic kidney disease (DKD) is the leading cause of
end-stage renal disease (ESRD), and one of the most preva-
lent microvascular complications of both type 1 and type 2
diabetes. Diabetes currently accounts for over 45% of cases
of end-stage renal failure in patients undergoing hemodi-
alysis. Management of hyperglycemia in chronic kidney
disease (CKD) patients presents difficult challenges, partly
due to the complexity involved in treating these patients,
and partly due to lack of data supporting benefits of tight
glycemic control (1-3). While hyperglycemia is central to
the pathogenesis and management of diabetes, hypogly-
cemia and glucose variability also contribute to outcomes.
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Multiple drugs with different mechanisms of action are now
available; some can lower glucose levels without the risk of
hypoglycemia. Physicians dealing with diabetes and CKD
must have a sound understanding of metabolic changes
present in kidney impairment/failure, contemporary views
about glycemic goals, and treatment options for the diabet-
ic patient with CKD. Clinicians, who manage these patients
must deal with the challenge of adjusting multiple medica-
tions in the face of renal failure and cardiovascular disease
as the disease progresses. Early on, the dose of Metformin
may be halfed but this drug has no major role in diabetic
management of patients with advanced kidney disease due
to the increased risk of lactic acidosis. The main stay of
the management is based on avoiding the risk of hypogly-
cemia, adjustment of the doses of drugs that are mainly or
exclusively excreted via the kidneys (early generations of
sulphonylureas), giving a priority to use newer medication
which were shown to be safer by their inherently low risk
of hyperglycaemia (incretin-based therapy) or short dura-
tion of action (Repaglinide). Adjusting the insulin therapy
regimens to suit the dialysis (both peritoneal and haemo-
dialysis) is also important. Many factors make improv-
ing glycemic control in patients on dialysis very challeng-
ing, including therapeutic difficulties with hypoglycemic
agents, monitoring difficulties, dialysis strategies that exac-
erbate hyperglycemia or hypoglycemia, and possibly a de-
gree of therapeutic nihilism or inertia on the part of clinical
diabetologists and nephrologists (4). Classical drug therapy
for hyperglycemia (eg, metformin) is clearly not possible in
patients on dialysis. Thus, sulphonylureas and insulin have
been the mainstay of treatment. Newer therapies for hy-
perglycemia, such as gliptins and glucagon-like peptide-1
analogues have become available, but until recently, renal
failure has precluded their use (4). Newer gliptins have yet
to be trialled in dialysis patients.
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