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Article of Special Interest

 “Never doubt that a small group of thoughtful, committed
citizens can change the world: indeed, it’s the only thing
that ever has.”

– Margaret Mead

March 13, 2008, heralds the third annual World Kidney
Day—an event that will be celebrated in more than 60
countries. We take this opportunity to recount how this
concept has gained worldwide attraction and momentum
and to reflect on the challenges faced by its creators and
supporters.

The Beginnings of World Kidney Day
There have probably been many individuals who
conceived of marking one calendar day in which to call
attention to the seriousness of kidney disease globally;
many may even have shared their thoughts with others.
But there is one individual who not only conceived the
idea but was persistent in persuading many in leadership
positions to bring this notion of a World Kidney Day to
fruition. This individual is also the founder of the
International Federation of Kidney Foundations (IFKF):
Joel Kopple. He first conceived the idea of World Kidney
Day in the spring of 2003, recognizing that chronic kidney
disease (CKD) is a global public health threat but is
typically low on government health agendas; that it can
be detected with simple and inexpensive tests yet national
detection programs are rare; and that whereas it can be
treated with existing, effective therapies, few people with
CKD receive appropriate health care.

In September 2003, Kopple wrote to Warwick Prime, then
President of the IFKF, and proposed an annual World
Kidney Day. To make it truly an international collaborative
effort, representatives of IFKF and the International
Society of Nephrology (ISN) met in November 2003, and
at that meeting, Kopple presented a précis titled, “Proposal
for the Establishment of a World Kidney Day.” A World
Kidney Day ISN-IFKF liaison committee was established,
with the initial membership consisting of Bill Couser, John
Dirks, Joel Kopple, Warwick Prime, and Jan Weening. In
2004, both the IFKF Executive Committee and the ISN
Council endorsed the World Kidney Day program, and

The Third World Kidney Day: Looking Back and Thinking Forward

ISN agreed in 2005 to commit sufficient resources to enable
a first World Kidney Day to be held on March 7, 2006. An
editorial about World Kidney Day was published that
month in eight scientific journals. Despite being planned
with short notice and few resources, kidney organizations
in 45 countries enthusiastically embraced the first World
Kidney Day and organized health screening events, road
shows, walkathons, public lectures and press conferences.
It was clear that World Kidney Day was responding to an
urgent need and tapping the tremendous energy and
motivation of kidney health professionals, patients, and
their friends and relatives across the globe.

That success was recognized by those from ISN and IFKF
who met in April 2006 and agreed on a formal organizational
structure for World Kidney Day. A memorandum of
understanding between IFKF and ISN for the planning
and implementation of an annual World Kidney Day was

signed in June 2006 by the two presidents, Bill Couser

(ISN) and Sudhir Shah (IFKF). The document stated:

“Based on a proposal and invitation by IFKF, and ISN

jointly agree to declare an annual World Kidney Day to

increase awareness, detection, prevention, and treatment

of kidney and related diseases.” The “World Kidney Day”

name and logo were trademarked and are now jointly owned

by IFKF and ISN.

A World Kidney Day steering committee was established

with eight members-four members nominated by each

organization-and a scientific advisory committee. ISN

agreed to provide the initial funding necessary for the

central operational management of a World Kidney Day

project team.

The continued leadership of the ISN/IFKF Steering

Committee in 2007 helped secure funding from global

sponsors; create a World Kidney Day logo, slogan,

website and “brand”; widely disseminate designs for

posters, banners, T-shirts, and other promotional materials
that could be adapted for local use; gain the moral support
of celebrities ranging from Tom Hanks to Jacques Rogge;
and enlist the participation of 66 countries.

(Bang. Renal J. 2006; 25(1): 27-29)

.
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The remarkable initiative and ingenuity exhibited of kidney
organizations on March 8, 2007, can be viewed on
www.worldkidneyday.org. The World Kidney Day website
will feature planned activities for March 13, 2008, which
promises to be an even greater event, with continued
emphasis on the message that “kidney disease is common,
harmful and treatable.”

The Main Challenges and Aims of World Kidney Day

Public Awareness
World Kidney Day offers a crucial, visible opportunity to
inform and educate health policy-makers, people who are
at highest risk of CKD, and the general public. One of our
greatest challenges is general ignorance about the kidneys.
Surveys made before the advent of World Kidney Day
have shown that less than 5% of the general population
knows where the kidneys are located and what they do.
Therefore, the World Kidney Day 2008 international
campaign theme - Amazing Kidneys! - stresses the positive
message that kidneys are truly “amazing.” A focus for the
general public is on simple facts about what kidneys do
for us on a daily basis. For example, “Every day our kidneys
filter and clean 200 liters of blood.” Amazing kidney stories
can also be used - stories about kidney patients, kidney
organ donors, and health professionals who are exceptional
in some way. World Kidney Day offers an increasingly
visible opportunity to tailor public awareness messages
to the media for widespread impact.

The Importance of CKD
Whereas each country and region may adopt different
priorities for World Kidney Day from year to year -
choosing, for example, to promote living donor kidney
transplantation or to push for improvements in dialysis
facilities - in many countries it is the detection and
management of CKD that will be the dominant kidney health
issue. On World Kidney Day we must aim to raise
awareness about the heavy burden of CKD on human
lives and health care budgets and put CKD on the agenda
of governments and other institutions around the world
that shape and reform health policy. It is an opportunity to
launch high-profile, new initiatives that will impact on CKD
and to seek the endorsement of agencies that can help
ensure such initiatives become embedded into routine
health care.

Since the time the term CKD came into usage and its
staging was defined1, there has been a flurry of
investigative activities and publications on its importance2-6.
Recently published studies have confirmed that CKD is a
common disorder globally, with as many as 90% of those

who have CKD remaining unidentified7, 8. The fact that
CKD is a major public health issue is now beyond dispute9,
and it is obvious that an issue of this magnitude cannot
be addressed by volunteer organizations alone.

Two simple and inexpensive tests are available to detect
CKD: urine for protein and blood for serum creatinine and
hence estimated glomerular filtration rate (GFR). Despite
this, the task of developing widespread detection and
management programs for CKD that produce improved
outcomes at a reasonable cost is formidable. It is unlikely
that even developed countries have adequate financial
and human resources for whole-population screening
programs for CKD, and in any case, there is so far no
evidence that these are cost-effective.

CKD Detection Programs
Based on current information, we recommend that all
countries have targeted screening programs.

Steps to establishing an effective program include:

• Report of estimated GFR (eGFR) by all laboratories
measuring serum creatinine

• Measurement of eGFR and proteinuria in people at highest
risk of CKD, including all those with diabetes,
hypertension, coronary heart disease and cerebrovascular
disease who constitute the majority of patients with CKD
and with end-stage renal disease (ESRD)

• Regular measurement of blood pressure, eGFR, and
proteinuria in people identified with CKD

• Establishment of targets for blood pressure control
in people with CKD, and appropriate use of drugs
blocking the renin-angiotensin system

• Agreement on guidelines for identifying the minority
of people with CKD who benefit from the specialist
advice of a nephrologist as well as the routine care of
a family physician

In the UK, for example, there has been encouraging
progress over the last few years toward the establishment
of such a program. The reporting of eGFR is now mandated
in all UK clinical laboratories, and guidelines for detection
and management of CKD have been widely accepted10.
This progress has been made more straightforward by a
government-directed and government funded healthcare
system, which allows several aspects of the program to be
linked to reimbursement for family physicians, who are
already obliged to maintain computerized listings of all
those with diabetes, hypertension and coronary heart
disease. There will be much greater challenges in countries
where healthcare is provided by multiple independent
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agencies or in the developing world where resources
available for healthcare are much less.

In advocating for these programs which are now proving
successful and cost-effective, we favor small but sure-
footed steps5, 11; we must be careful that screening tests
identify people with true disease, for whom intervention
will make a critical difference by delaying or avoiding
ESRD, or by modifying risk factors for cardiovascular
disease which is so closely linked with CKD. This may be
particularly true in the elderly, the age group with the
highest prevalence of CKD and for whom preventive
therapy is less likely to improve survival or quality of life
5, 12. In parallel, we must press for research programs to
address the many unanswered questions about CKD, not
least to understand better the factors that predict the
minority of those with stage 3 CKD who progress to ESRD,
and to test the efficacy of our new healthcare strategies
for CKD.

World Kidney Day is Here to Stay

The momentum of World Kidney Day is assured and we
anticipate that many more than the previous 66 countries
will be reporting to us their initiatives and successes on
March 13, 2008. The World Kidney Day Steering
Committee and Project Team will continue to provide a
toolkit of resources (available for downloading at
www.worldkidneyday.org) for each World Kidney Day
including messages, logos, posters, and designs for other
materials. The power of World Kidney Day is generated
by local action, led by those who understand the specific
kidney health issues in their countries and who use this
day to showcase successful initiatives already taken, and
launch positive changes in health care systems and
practices. For meaningful progress to be made, activities
related to kidney disease are needed throughout the year.
Our vision is that World Kidney Day serves as an annual
energizing and unifying event through which health care
providers, the general public, and government bodies that
make health care policy all unite to improve early detection
programs and optimize medical care for those millions
worldwide who can benefit from improved awareness of
CKD as a global health issue.

SUDHIR V. SHAH & JOHN FEEHALLY
On behalf of the World Kidney Day Steering Committee:
William G. Couser (ISN), John Davis (IFKF), Joel Kopple
(IFKF), Thomas Reiser (ISN), Miguel Riella (ISN), Anne
Wilson (IFKF).
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Abstract
Hepatitis C Virus infection remains common in patients on maintenance haemodialysis and have higher rate of morbidity
and mortality than those of the general populations. The risk has been reduced by the use of erythropoietin injection,
introduction of HCV screening of blood and blood product. Unfortunately, new cases are still being documented. While the
exact mode of transmission of HCV in patients on chronic haemodialysis is not clear, there are evidences to support
nosocomial transmission of HCV. In our unit we studied 53 patients. Third generation Solid Phase Radio-Immuno Assay
(SPRIA) was performed to detect anti HCV antibody in all patients. Duration of dialysis was found longer in HCV positive
group, which was statistically significant (P < 0.05). Interestingly, among the patients who never received blood transfusion,
57.10% were anti-HCV positive. This information suggests possibility of  nosocomial transmission of HCV between dialysis
patients. Recently evidences of nosocomial transmission of HCV are accumulating. Hence along with other measures,
infection control practice, dedicated machine and isolated room for HCV positive patient may further reduce the transmission
of HCV in haemodialysis populations.

Key word: HCV, dialysis nosocomial transmission.
(Bang. Renal J. 2006; 25(1): 9-11)

Transfusion Unrelated Transmission of Hepatitis C Virus in
Chronic Haemodialysis Populations - An Underestimated Issue
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Introduction
Viral hepatitis remains a major hazard for both patients and
medical staff of haemodialysis units. HCV hepatitis becoming
the major form of hepatitis in haemodialysis patients after
the decline in the incidence of HBV infection due to many
factors including application of universal precaution,
vaccination and proper screening of blood and blood
products for HBV1. In this group, prevalence of HCV varies
widely between countries and within the same country
even2. Originally it was thought to be due to contaminated
blood transfusion3. However, more recent studies have
identified duration of dialysis to be a risk factor for  HCV
infection, independent of previous transfusion, suggesting
transmission within the dialysis unit4. These variations seem
not simply to reflect local prevalence of HCV but rather
suggest that some aspect of the dialytic process may expose
patients to an increased risk of developing HCV infection5.
In contrast, there is evidence of reduced rate of HCV
infection in CAPD and home haemodialysis6. Thus the
objective of our study was to determine the routes of
transmission of HCV infection in our haemodialysis unit
other than blood transfusion.

Subjects and Methods

Patient Methods
Total 53 chronic haemodialysis patients from dialysis unit
of BSMMU were studied. Detail history of the patient

regarding blood transfusion, Injection Erythropoietin and
duration of dialysis were taken. Single room of
haemodialysis was used by all the patients. Machines
for HCV positive patients were not isolated. Dialysers
were reused 4-5 times for a patient and dialysis was given
in a twice weekly basis for four hours in a session, 3
shifts per day. Specified group of staff handled the total
population. None of the patients were IV drug abuser.
History of recent major surgery, vertical transmission,
haemophilia, thalassemia and HCV positive family
members were screened by the history.

Lab Method

Virological surveillance within our haemodialysis unit
involved sending serum sample specimen for anti-HCV
antibody testing to the Institute of Nuclear Medicine
centre of BSMMU. All sera were tested by third
generation Solid Phase Radio Immuno Assay (SPRIA) a
less sensitive but more specific method done by radio
isotope125 l.

Statistics
All parametric variables were expressed as mean ± SD
unless otherwise stated. For statistical analysis unpaired
student’s t-test, Fisher’s exact test and z-tests were
performed. P<0.05 was considered significant. Appropriate

.
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HCV positivity among patients never transfused
Among 53 patients 7 were never transfused. Out of which
4(57%) were anti-HCV antibody positive and 3( 43%) were
negative (Fig-1).

Discussion
Hepatitis C Virus is the leading cause of liver disease in
patients on maintenance haemodialysis. It also increases
the morbidity and mortality among this group of
populations7. Patients on haemodialysis acquire high risk
of infection due to many reasons. i. The virus is
parenterally transmitted, ii. Renal failure patients are
immuno compromised, and iii. Lack of adherence to
‘universal precaution8. Despite the advent of screening
of blood and blood products for anti-HCV. HCV infection
remains very high and suggests transmission within the
dialysis unit. It was observed in a Portuguese study that
there was a wide variation in the prevalence (0-75.5%) and
incidence (0-57.8 %) of HCV infection among different
haemodialysis units9. The European Dialysis and
Transplant Association Survey for 1993 also revealed a
large variation in the prevalence of HCV infection among
member countries ranging from 1% in Finland to 44% in
Egypt10. It is obvious that proper screening of blood for
anti-HCV, use of injection Erythropoietin and rigorous
measures to universal precaution as recommended by CDC
Atlanta, all play an important role in these differences.
Our observation also suggests the transmission of HCV
within the haemodialysis unit. Firstly because of the
duration of dialysis in the HCV positive patients was 41.54
± 30.18 months in comparison to HCV negative patients
23.38 ± 16.72 months. The result is statistically significant
(P <0.05). Secondly Anti-HCV was positive in 4(57%)
patients who never had blood transfusion during their
dialysis period. Finally, 2(66%) patients were anti-HCV
positive who were on injection Erythropoictin from very
beginning of their haemodialysis. All the results clearly
points the way of transmission of HCV towards nosocomial
route. Like-wise other investigators have also found that
anti-HCV positive haemodialysis patients were clustered
in a group of patients who had never been transfused but
had been dialysed in the same unit11. Interestingly at
present the center for disease control and prevention (CDC)
does not recommended either dedicated machine or isolated
room for anti- HCV positive patient12

.

Although epidemiological studies suggest the
transmission of HCV infection in haemodialysis units, the
exact modes are not yet clear. Breakdown in standard
infection control practices, such as sharing of a multi dose

statistical analysis were done using computer based
statistical package, SPSS, to evaluate significance of
variance between the different findings.

Results
Duration of haemodialysis and Anti- HCV Status

The mean duration of haemodialysis was 36 months. The
shortest duration of dialysis was 3 months and highest
108 months. Thirty-five patients out of 53 were dialyzing
for less than 4 years and 18 patients for more than 4 years.
Longer duration of dialysis was found more common in
HCV antibody positive cases. In SPRIA method 37 positive
patients with mean duration of 41.54 ± 30.18 months and
16 negative patients with mean duration 23.38±16.72
months was found. The difference of dialysis duration
was statistically significant (Table-1).

Table-I
Duration of haemodialysis and anti-HCV antibody status

No. of pts Duration of dialysis
SPRIA (months) (Mean ± SD) P value

HCV positive 37 41.54 ±30.18 <0.05

HCV negative 16 23.38±16.72

HCV seropositivity among patients received
Erythropoietin

Out of 53 patients only 3 were on injection erythropoietin.
Among them 2(66%) were HCV positive and 9(33%) were
negative.

Fig.-1: Percent of HCV positivity and negativity in
patients with no blood transfusion

10

Bangladesh Renal Journal Vol. 25, No. 1, June 2006



heparin vial between patient and failure to change gloves
between patients while performing haemodialysis
treatment have been associated with outbreaks of HCV
infection13. Many researchers found, the lowest incidence
of HCV infection in units that had a separate room for anti-
HCV positive patients, suggesting that the treatment of
anti-HCV positive patient in isolated room with dedicated
machine and staff could control the nosocomial
transmission14. However, despite the strong evidence of
nosocomial transmission of HCV in our study, the limitation
of the study were non availability of sophisticated
investigations like PCR RNA and serotype of HCV. Hence
further studies are required to confirm the efficacy of the
dedicated machines and isolated room for anti-HCV
positive patients. Meanwhile, strict adherence to universal
precaution is strongly recommended.
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Introduction:

Recurrent chyluria is a common public health problem in

the areas known for filarial endemicity1. Chyluria results

from an abnormal communication between the intestinal

lymphatics and the urinary collecting system2. In chyluria

dietary lipid appears directly in the urine without prior

dilution with depot or hepatic lipid. The anatomic situation

present in a patient with chyluria should closely

approximate direct cannulation of intestinal lacteals3,4.  The

diagnosis of chyluria depends on the basis of the

characteristic  appearance of the  voided urine  after

ingestion of a fatty  meal and the clinical identification of

the extracted lipid from the urine. Lipiduria occurs also in

the nephrotic syndrome and triglyceride is the major

component of the urine5,6. The urinary lipid pattern of a

patient with chyluria has been characterized. Triglyceride

was demonstrated to be the major component of the

urinary lipid which has a similar composition to intestinal

chyle2.

Renal involvement with chyluria has not been reported or

published previously. In this case patient also presented

with protenuria and haematuria along with chyluria. For

which further renal evaluation done including renal biopsy

which revealed IgA nephropathy. This is the 1st case report

of IgA nephropathy associated with chyluria.

Chyluria with IgA Nephropathy: A case report
S ISLAM, D DASH, N ISLAM, HU RASHID

Abstract:
A 40 years old woman normotensive, nondiabetic hailing from northern part of the country and admitted in the department of

Nephrology with the compliants of recurrent episode of milky urine for last 3 years, irregular fever for same duration and swelling

of both legs for 2 months. After admission patient had been throughly evaluated and found clinically normotensive, nonpitting

oedema both legs. Urinary examination revealed milky urine, proteinuria 2.9 gm/day, microscopic haematuria and presence of fat

droplet. Blood examination revealed eosinophilia 24% and total circulating eosinophil count 2,000/cmm of blood, normal renal

function, CFT and ICT for filaria was negative. In view of proteinuria, renal biopsy was done and showed mesangial proliferation

with IgA deposition, histologically compatible with IgA nephropathy.

Key words: Chyluria, IgA Nephropathy, IgA deposition

(Bang. Renal J. 2006; 25(1): 18-19)
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Case report:
A 40 years old non-diabetic, normotensive house wife
hailing from northern side of Bangladesh and admitted in
the Department of Nephrology, BSMMU with the
compliants of recurrent episode of milky urine for last 3
years, irregular fever for same duration and swelling of
both legs for 2 months.

After admission she has been found clinically
normotensive, mild oedema in both legs, other general
and systemic examination was unremarkable.

Urine examination revealed milky colour on naked eyes,
bed side +++ proteinuria, microscopic haematuria 10-20
per high power field, 24 hours urinary protein 2.9 gm and
fat droplet present in urine.

Blood examination revealed normal WBC count with
eosinophilia 24%, renal functions were normal. Her HBsAg,
Anti HCV –ve, bleeding and clotting time normal, serum
total cholesterol 3.9 mmol/L, total protein 62.1 g/L, albumin
29.0 g/L, CFT & ICT for filaria negative.

Ultrasound scan revealed normal kidney size with well
differentiated cortico-medullary differentiation. In view of
significant proteinuria renal biopsy was done. Light
microscopic findings showed diffuse mesangial
proliferation. Immunofluorescence study showed IgA
deposition. This histological findings was compatible with
IgA Nephropathy.

Bangladesh  Renal  Journal
Vol. 25, No. 1, June 2006



Discussion:
Chyluria results from an abnormal communication between
the intestinal lymphatics and the urinary collecting system.
Chyluria associated with significant proteinuria
microscopic haematuria and renal histopathological IgA
nephropathy is rare and not reported previously. But in
this case patient presented with chyluria associated with
microscopic haematuria and IgA nephropathy.

The cause of IgA nephropathy is either idiopathic or
associated with chyluria or filariasisis are not understood.
In this case CFT and ICT for filaria is also negative.

In conclusion, this is an intersting and 1st case report of
chyluria with IgA nephropathy.
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Management of Dyslipidemia in Chronic Kidney Disease
DILIP KUMAR ROY

Abstract :
Cardiovascular disease is the leading cause of morbidity and mortality in CKD patients. Dyslipidemia is a potent cardiovascular
risk factor in the general population. Direct data in CKD patients showing benefits of lipid lowering therapy on cardiovascular
events are limited. NKF-K/DOQI guidelines on management of dyslipidemia set goal for LDL cholesterol concentration in
individuals with stage 5 CKD to less than 100 mg/dl, triglyceride concentration less than 200 mg/dl and non HDL-C level to less
than 130 mg/dl. The atherogenic potential of dyslipidemia in CKD depends more on the apolipoprotein than on lipid abnormalities.
In the management of dyslipidemia in CKD patient it is important to be aware of the possibility of potential medication
interactions and dosage adjustment needed with reduced renal function. Statins are the first line therapy for most dyslipidemias.
Statins, not metabolized by the kidney like atorvastatin and fluvastatin may be used up to maximum dosage needed to attain the
cholesterol goal without any additional risk of toxicity. Ezetimibe can be added to statin with no dose adjustment for renal
dysfunction.  Bile acid sequestrants are also recommended for reducing elevated LDL-C level. Bile acid sequestrants are
contraindicated in patients with triglycerides > 400 mg/dl, since they may increase triglycerides in some patients.  Fibrates are
indicated when hyper triglyceridaemia is the primary abnormality.  Among fibrates, blood levels of gemfibrozil do not appear to
be altered by decreased kidney function. Omega 3 fatty acids can also be used for raised triglyceride or mixed dyslipidemia.   K/
DOQI guideline recommends avoiding combination of statin and fibric acid derivatives in patients with CKD.

Key words: Dyslipidemia, Chronic Kidney Disease, Statins
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Introduction
Patients with chronic kidney disease (CKD) are at high
risk for cardiovascular disease (CVD).1,2   An increased
prevalence of both CVD morbidity and mortality is evident
at all ages among patients with CKD.3  Although some
patients with CKD  will ultimately develop renal failure ,
most patient with CKD will die of cardiovascular disease
before dialysis. Mortality from CVD in this population is
approximately 10-20 times higher than that in the general
population.4 Dyslipidemia is an established cardiovascular
risk factor in general population without CKD. Patients
with CKD have major proatherogenic lipid abnormalities
that are treatable with readily available therapies.  In CKD
however, epidemiologic   studies5,6,7,8,9  have raised
uncertainties regarding the impact of dyslipidemia on
clinical outcomes, and consequently the optimal lipid
profile in this group of patients. Dyslipidemia is
quantitatively and qualitatively different in patients with
CKD compared to those with normal renal function.  The
cause of high rate of CVD and increased mortality among
CKD patients are complex and are due to a combination of
conventional CVD risk factors such as diabetes mellitus,
hypertension, smoking, dyslipidemia etc and some non
conventional risk factors like chronic low grade
inflammation, vascular calcification and the poorly defined
uraemic milieu. 10, 11   In the dialysis population the
preponderance of literature, including cross sectional10,

12, 13, 14 and longitudinal 15, 16, 17, 18, 19 studies, does not

support a strong association between dyslipidemia and
CVD.  Many clinicians are reluctant to treat dyslipidemia
in CKD patients   aggressively, citing concern about safety
or lack of evidence suggesting clinical benefits of treating
dyslipidemia in this group of patients.  But the emerging
consensus is that CKD patient should be treated
aggressively for dyslipidemia.2 This article reviews the
possible benefits of treating dyslipidemia and the
therapeutic considerations involved in management of
dyslipidemia in CKD patients.

Limitations of clinical lipid assays in CKD:
In patients without CKD, plasma level of total cholesterol,
HDL-C, LDL-C as well as triglycerides are the parameters
that usually are measured. In CKD patients total
cholesterol levels are often normal but there are increased
level of more atherogenic sdLDL, IDL and modified
(oxidized, glycated, carbamylated) LDL etc. Significant
changes in the apolipoproteins usually precede changes
in plasma lipid levels.  The atherogenic potential of
dyslipidemia in CKD depends more on the apolipoprotein
than on lipid abnormalities which may not always be
recognized by measurement of plasma lipid alone. The
clinical assays do not differentiate among LDL and Lp(a)
and its low molecular weight isoforms, which are
independent risk factors for CVD and  are frequently
elevated in CKD patients. Recently the use of non-HDL
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cholesterol was suggested as an better alternative.2 Non-
HDL cholesterol  includes highly atherogenic LDL-C,  Lp(a)
and lipoprotein remnant particles  and  are calculated as
total cholesterol minus HDL cholesterol. But there is still
insufficient data to establish the role of non-HDL
cholesterol for the assessment of atherosclerosis risk.

Evidences of the benefits of treatment of dyslipidemia in
CKD patient
Treatment of dyslipidemia and cardiovascular disease:

Although it is tempting to extrapolate from data in the
general population, it must be emphasized that most of
the studies showing benefits of lipid lowering therapy on
cardio vascular disease had known CKD as an exclusion
criteria. So, direct data showing benefits of lipid lowering
therapy on cardiovascular disease in CKD patients are
limited. Much less information is available from clinical
trials regarding the potential benefits of treating
dyslipidemia in patients with advanced renal failure. The
Heart Protection Study (HPS)7  had an  exclusion criteria
for serum creatinine of  more than 2.26 mg/dl (200 µmol/L).
They assessed the long term benefit of cholesterol lowering
therapy in 20,536 men and women with
hypercholesterolemia. 10,269 patients were randomized to
receive simvastatin and 10,267 to receive placebo. Patients
in each of the two treatment group had elevated serum
creatinine level. They did perform a subgroup analysis of
patients with elevated serum creatinine level using level
of 1.24 mg/dl (110µmol/L) in women and 1.47 mg/dl
(130µmol/L) in men as cut off value but less than 2.26mg/
dl for both .In this subgroup of patients, the incidence of
major coronary events was significantly lower for
individuals allocated to simvastatin compared to placebo
(17.8% Vs 22.8%) respectively.  A post hoc subgroup
analysis of participants in the Cholesterol and Recurrent
Events (CARE) study showed in 1711 patients with
reduced creatinine clearance ( d” 75ml/min) pravastatin
was effective for secondary prevention of CV           events
9. In Pravstatin pooling project Tonelli et al 20 pooled data
from three large studies: The Cholesterol and Recurrent
Events (CARE) study, The Longterm Intervention with
Pravastatin in Ischemic disease (LIPID) study, and West
of Scotland Coronary Prevention study (WOSCOPS). Of
the 19700 total participants in these studies 2876 had
creatinine clearance > 90ml /min/1.73m2, 12333 had
creatinine clearance 60-89.9 ml/min/1.73m2, and 4491 had
creatinine clearance of 30-59.9 ml/min/1.73m2. The relative
risk reduction for primary outcome of the combined end
point of CVD death, myocardial infarction,

revascularization were 0.23 ( 95% CI 0.14-0.40) , 0.24(95%
CI 0.17-0.30) and 0.22(95% CI 0.06-0.35) for the three groups
respectively.  A  number of statin studies in patients with
various degrees of CKD provide evidence that statin can
induce favourable changes in blood lipid parameters ;
however, to determine whether these lipid alterations
produce beneficial outcomes with regard to cardiovascular
disease related morbidity and mortality is not clear.

In dialysis patients two observational studies , US Renal
Data System Dialysis Morbidity and Mortality Wave 2
study,21  Dialysis Outcome and Practice Pattern
Study ( DOPPS I )22 showed that statin use was associated
with a reduction in mortality. In the US Renal Data System
Dialysis  Morbidity and Mortality Wave 2 Study statin
users (9.7%) had a relative risk reduction of 0.32(95% CI
0.13-0.46) for total mortality and 0.36 ( 95% CI 0.09 – 0.55 )
for cardiovascular mortality compared to patients not using
statins.21 In DOPPS I  statin use was associated with 31%
lower risk for all cause mortality ( p < 0.0001) and 23%
lower cardiac mortality ( p < 0.05) compared with patients
who were not using statins.22

One large randomized control trial – The Assessment of
Lescol in Renal Transplantation  ( ALERT) has examined
the use of statins in renal transplant patients . In this
study 2102 patients with functioning renal transplant with
mild to moderate elevations in serum creatinine were
enrolled. They were randomly assigned to Fluvastatin 40
mg or placebo and followed for a mean of 5.1 years.23

Fluvastatin reduced LDL-C level by 32% and  17% risk
reduction for the primary end point of cardiac death , non
fatal MI , or coronary revascularization which was non
significant. A two year extension of the ALERT study
showed that there was a continued reduction in the cardiac
death and non fatal MI.24

 Treatment of Dyslipidemia and progression of CKD:
The concept that lipids might contribute to the
progression of CKD was proposed in 1982 by Moorhead
et al.25 A meta analysis 26 of 12 trials in subjects with CKD
demonstrated that patients receiving lipid-lowering
therapy, primarily with statins, experienced significantly
lower monthly decline in GFR compared with controls (0.156
ml/min/month; 95% CI 0.026 to 0.285); this study also
showed a trend toward a reduction of proteinuria with
lipid-lowering therapy. Bianchi et al 27 in a randomized
controlled trial evaluated atorvastatin 10-40 mg/day versus
no treatment in 56 patients with CKD receiving
antihypertensive treatment. After 1 year the rate of
proteinuria in the atorvastatin treated patients decreased

Bangladesh  Renal  Journal Vol. 25, No. 1, June 2006

2



significantly compared with baseline while there was no
change of proteinuria in the control group. In a post hoc
analysis 28 of a subgroup of 690 patients with moderate
CKD (estimated GFR < 60 ml/min/1.73m2), pravastatin had
no significant effect on GFR compared with placebo,
although there was a suggestion that there may have been
an effect in those with GFR level < 40 ml/min/1.73m2). A
subgroup analysis of the Greek Atorvastatin and Coronary
Heart Disease  Evaluation (GREACE) study, 29 suggested
that creatinine clearance value decline by 5.2% over a
period of three years in dyslipidemic patients with CHD
and normal renal function at base line who are not treated
with statin. Statin treatment in those patients not only
inhibits deterioration but significantly increases creatinine
clearance by 4.9%. The greatest benefit was seen in those
with early renal dysfunction. Conversely, in the ALERT
study, Fluvastatin did not have a significant affect on the
decline of GFR or kidney graft loss 30

Management of dyslipidemia in CKD patients:
Because of the high rate of CVD in patients with CKD and
the overall safety of most medical therapies for
dyslipidemia in CKD, guidelines from the National Kidney
Foundation Kidney Disease Outcome Quality Initiative
(NKF-K/DOQI)2 recommended aggressive therapy of
dyslipidemia. The NKF-K/DOQI guidelines for the
treatment of dyslipidemia in CKD considered all cases of
CKD a CVD risk equivalent ( similar to diabetes mellitus )
, therefore all patients with CKD should be considered as
belonging to the highest risk group for CVD.  NKF-K/
DOQI guidelines 2 on the management of dyslipidemia in
patients with CKD recommended goal for LDL cholesterol
concentration in individuals with stage 5 CKD to less than
100 mg/dl. Treatment should also be considered for those
with an LDL-C less than 100 mg/dl but triglyceride
concentration greater than 200 mg/dl. When non HDL-C
is greater than 130 mg/dl the goal is to reduce the  non
HDL-C level to less than 130 mg/dl.

The National Cholesterol Education Program Adult
Treatment Panel III   (NCEP ATP III) 31 and K/DOQI
guidelines recognized that some CKD patients with
dyslipidemia may be able to achieve their cholesterol goals
through therapeutic life style changes (TLC) alone.
Evidence from the general population suggests that a lipid
lowering diet can reduce    LDL-C 31, 32, 33.  Dietary
restriction should be used judiciously, if at all, when there
is evidence of protein-energy malnutrition. Patients with
CKD often have a number of other nutritional concerns,
and it is important to consult a dietitian experienced in the

care of patients with CKD. It is reasonable to attempt
dietary changes for 2-3 months before beginning drug
treatment. Few studies have examined the effects of
exercise and/or weight reduction on dyslipidemias in
patients with CKD. Based on data from studies in the
general population it is recommended that exercise be
encouraged in patients with CKD. In reality most CKD
patients with dyslipidemia eventually require
pharmacological treatment.

Pharmacologic treatment of dyslipidemia:
The pharmacologic treatment of dyslipidemia in CKD
patients is quiet complex because of many factors like
presence of different co-morbid conditions, use of multiple
medications and alteration in the metabolism of drugs. So,
it is important to be aware of the possibility of potential
medication interactions and dosage adjustment with the
level of kidney function.  Pharmacologic agents used for
treatment of dyslipidemia include statins, fibric acid
derivatives, ezitimibe, bile acid sequestrants, savelamer
hydrochloride, nicotinic acid, Omega-3 fatty acids etc.

Statins: The HMG-CoA reductase inhibitors or Statins
are the most studied class of drugs in the management of
dyslipidemia in CKD. Statins function by competitive
blockade of the enzyme HMG-CoA reductase, the rate
limiting step in cholesterol synthesis.34 Statins along with
lowering of cholesterol levels also have beneficial effects
on vascular calcification and inflammation. Dietary
restrictions  should be continued as an adjunct to the
statin. The dose of statin needed to reach the goal of LDL
to <100 mg/dl varies from patient to patient. Therefore,
starting at a low dose and gradually titrating the dose
upwards is the best strategy for finding the lowest dose
that achieves the goal. This approach will also minimize
the frequency and severity of adverse effects. The
commonly used statins are atorvastatin, simvastatin,
lovastatin, fluvastatin, pravastatin,  rosuvastatin etc.
Although statins share a common lipid lowering effect,
there are differences within the drug class. The statins
differ in their pharmacokinetic effects, drug interaction
profile, and risk of myotoxicity. The most important adverse
events associated with statin treatment include elevation
in transaminases and creatine kinase, which can very rarely
progress to serious rhabdomyolysis. This adverse effect
is a concentration dependent phenomenon.35

CKD or immunosuppressive therapy after kidney
transplantation are  associated with factors that may
increase the risk of myotoxicity with statins because of
many reasons like,  i) reduced renal function which
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increases systemic exposure to drugs eliminated
predominantly via the kidneys ,  ii) the complex
pharmacotherapy typically used in CKD patients and
transplant recipients that can  raise the likelihood of
clinically important drug drug interactions between statins
and other concomitant medications, iii) the high
prevalence of mixed dyslipidemia may require  co
administration  of a statin with other lipid lowering drugs
which may  result in important drug-drug interaction. 36,

37, 38. Some dosage modifications for some of the statins
need to be carried out. In general, statins that are not
metabolized by the kidney are well tolerated at all dosage;
so, they may be used up to maximum doses, needed to
attain the cholesterol goal without any additional risk of
toxicity.

Atorvastatin and its metabolites are excreted mostly in
bile, and urinary excretion is <2% so, dosage do not have
to be modified as GFR level fall.39 Atorvastatin dose of up
to 80 mg/day produce no serious adverse events in
hemodialysis patients.40 Fluvastatin is almost completely
metabolized by liver with <5% excreted in the urine.39

Fluvastatin does not use CYP-3A4 route for metabolism
and has no active circulating metabolites. Fluvastatin
pharmacokinetics are unchanged in patients on
haemodialysis or on CAPD.  Data on pravastatin are less
certain with respect to declining GFR level.  Pravastatin
and its active metabolites may accumulate in CKD
patients.41 Simvastatin is almost completely metabolized
by the liver. In the Heart Protection study (HPS), patients
were treated with simvastatin 60mg/day in patient with
CKD stage 3 without an excess risk of rhabdomyolysis 7 .
Rosuvastatin is 90% excreted unchanged in faeces and
only 10% in urine.42  When GFR is <30 ml/min/1.73m2, it
has been found to accumulate. So, it should not be given
at a dosage of >10 mg/day with this degree of CKD. 43

When GFR <30ml/min/1.73m2, it seems that atorvastatin
and fluvastatin are preferred because no dose adjustment
are needed.

As in any dyslipidemic patient a comprehensive search
for secondary causes of dyslipidemia should be
conducted, including a search for endocrine disorder like
hypothyroidism, diabetes and medications like
corticosteroid, beta blockers, diuretics, estrogens etc.
Before initiating statin therapy in CKD patients, it is
essential to establish the base line creatinine
phosphokinase (CPK) level of the patient. If the patient
reports muscle pain, statin should be withdrawn and CPK
level to be assessed. Patients with only mild adverse

reactions to their initial statin could be prescribed the same
statin at a lower dosage or started on a different statin
before proceeding to alternative lipid lowering therapy 2.
Statins are contraindicated for patients with acute or
chronic liver disease. Agents known to increase statin
blood levels include calcineurine inhibitors used in kidney
transplant recipients. Other agents that interact with statins
include macrolide antibiotics, azole antifungal agents, non
dihydropyridine calcium channel blockers, fibrates,
nicotinic acid, serotonin receptor inhibitors, warfarine and
grapefruit juice. Statin therapy in conjunction with a fibrate
can increase the risk of myositis or rhabdomyolysis.44, 45

K/DOQI recommends avoiding this combination in
patients with CKD. When combination therapy with
gemfibrozil is likely than fluvastatin may be the safest
choice.

Drugs other than statins:
Ezitimibe: Although statins are the first line therapy for
most dyslipidemias, other lipid lowering medications may
be used with due attention paid to dosage and side effects.
Ezetemibe is being used with increasing frequency in many
patients to augment the LDL-C lowering effects of statins.
46  The randomized controlled Second United Kingdom
Heart and Renal Protection ( UK-HARP- II ) study found
that 10 mg ezetimibe added to 20 mg simvastatin resulted
in an 21% reduction of LDL-C over simvastatin alone
without any excess risk. No dosage adjustment of ezetimibe
is needed in patients with renal insufficiency.46, 47

Ezetimibe can be added to statin in patients with different
levels of kidney function without any increment of side
effects when LDL-C goal is not reached by maximum
dosage of statin only.

Bile acid sequestrants: Bile acid sequestrants work by
binding bile acid in the intestine, blocking distal
reabsorption and thereby decreasing LDL-C level. Bile
acid sequestrants are not well studied in patients with
CKD, but are probably well tolerated given their lack of
systemic absorbtion. Bile acid sequestrants  are also
recommended for the treatment of elevated LDL-C level.
Cholestyramine, colestipol, and colesevelam
hydrochloride are approved for use in CKD. Bile acid
sequestrants are contraindicated in patients with
triglycerides e” 400 mg/dL, since they  may increase
triglycerides in some patients. They are relatively
contraindicated when level of  triglyceride is  e” 200 mg/dl.
It should be noted that the new phosphate-binding agent
sevelamer hydrochloride appears to lower lipid levels by
mechanisms similar to those of bile acid sequestrants,48
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but no long-term outcome studies with CV endpoints have
been reported with sevelamer.  Bile acid sequestrants may
interfere with the absorption of immunosuppressive
medications, particularly those which bind to lipids. Based
on very limited data, it appears that bile acid sequestrants
may not have a major effect on cyclosporine absorption.
However, it may be prudent to avoid administering a bile
acid sequestrant from 1 hour before to 4 hours after the
dose of cyclosporine.

Fibric acid derivatives: Elevated triglyceride levels that
persist after optimization of LDL-C may be treated with
fibric acid derivatives, but the actual threshold for
treatment is not clear. Fibrates are indicated when hyper
triglyceridaemia (Serum TG  level > 200mg/dl) is the primary
abnormality. Fibrates may reduce triglyceride levels by
upto 30-50% 2  However, fibrates are excreted by the kidney
and can  cause myositis, particularly when used in
conjunction with statins.  For those with less advanced
stage of CKD there has been report of increase in serum
creatinine level with the use of fibrates except gemfibrozil.
49 It is uncertain whether this represents an actual decrease
in GFR or an assay effect, alteration in creatinine secretion,
or an increase in creatinine   production.50, 51, 52 The blood
levels of bezafibrate, clofibrate, and fenofibrate are
increased in patients with decreased kidney function,
compared to controls with normal kidney function. In
contrast, blood levels of gemfibrozil do not appear to be
altered by decreased kidney function. Gemfibrozil dosage
does not have to be adjusted even for CKD stage 4.53

Other fenofibrate dosage should be reduced by one third
in CKD stage two, by an additional one third in CKD stage
three and four.2 Guidelines in the treatment of dyslipidemia
in patients with CKD2   discouraged the use of fibrates in
patients with GFR < 15 ml/min/1.73m2. Nicotinic acid can
be used in place of fibrates for patients with elevated
triglycerides. However, there are almost no data on blood
levels of nicotinic acid in patients with CKD

Omege-3 fatty acid: Omege-3 fatty acids supplements
derived from fish oil have been shown to reduce
triglycerides in studies in the general population. Few
studies have examined the effects of fish oil supplements
on lipoproteins in patients with CKD.  Four grams of
omega-3 fatty acid per day in the form of capsules have
been shown to reduce triglycerides by 35-45%. The omega-
3 fatty acids are safe in patients with CKD and have minimal
drug interactions.

Effect of dialysis prescription on dyslipidemia:
Dialysis prescription also has some effects on lipid levels.
High flux, biocompatible membranes have been shown to

decrease TGs and in some cases increase LDL  levels 54, 55

A second modification in the dialysis prescription that
appears to impact lipid levels is the use of low molecular
weight heparin. Most studies which compared the effects
of unfractionated heparin and low molecular weight heparin
on lipids demonstrated moderate improvement in lipid
levels with variable decreases in total cholesterol, TG,
VLDL, Lipoprotein(a), LDL and apolipoprotein B with the
use of low molecular weight heparin.56,57,58 Nocturnal
hemodialysis (NHD) provides 6-8 hours of dialysis 5-6
nights per week. This therapy leads to better control of
uremia. In a prospective cohort study of 11 patients who
were converted from  usual hemodialysis to NHD, TG level
decreased by 50% and HDL level increased by 41%.59 In
CAPD patients who had their dextrose containing
peritoneal dialysate solution switched to icodextrin, there
was a concomitant reduction in TG level but not total
cholesterol.60 But it is not known whether these changes
in lipid profile is associated with lower incidence of CV
mortality or morbidity.

Isolated Low HDL-C:
Patients with isolated HDL < 40 mg/dl should be treated
with therapeutic lifestyle changes. Low levels of HDL may
be treated with pharmacologic agents like niacin .But the
side effect profile of niacin may be more of an issue than
with stains. 2 Long acting niacin preparations may increase
tolerability. Dosage of niacin do not have to be adjusted
upto CKD stage 4 . In patients with CKD stage 5 dosage
should be reduced by 50%.61 It should be understood,
however, that outcome studies showing CVD benefits from
use of niacin are lacking. 62 Therefore, the risk of drug
therapy to raise HDL (in the absence of high  LDL and
triglyceride) probably overweigh the benefits.

Conclusion:
Dyslipidemia in CKD is associated with adverse outcomes.
This group of patients presents a challenge to the physician
both because of complexity of their condition and because
their lipid profiles and treatment requirements evolve as
their disease progress. Dietary restrictions should be
continued as an adjunct to the drug therapy. Statins are
the first line therapy for most dyslipidemias. Statins, not
metabolized by the kidney like atorvastatin and fluvastatin
may be used up to maximum dosage needed to attain the
cholesterol goal without any additional risk of toxicity.
The dose of statin needed to reach the goal of LDL to
<100 mg/dl varies from patient to patient. Therefore, starting
at a low dose and gradually titrating the dose upwards is
the best strategy for finding the lowest dose that achieves
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the goal.  Fibrates are indicated when hyper
triglyceridaemia is the primary abnormality. K/DOQI
guidelines recommends avoiding combination of  statins
and fibric acid derivatives  in patients with CKD.
Nephrologists and primary care physicians should detect
and treat dyslipidemias at early stages of CKD using
guidelines developed by K/DOQI.
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Introduction :
Proteinuria selectivity index was first described by Gary et
al in 1964 in patients with nephrotic syndrome. Later,
Cameron1 simplified it and found the most accurate value
by measuring the ratio between the clearance of IgG Versus
clearance of transferrin. And it has been used for more
than 30 years to describe the changes of the glomerular
permeability for macromolecules in glomerular disease.

In clinical nephrology, selectivity index has been used to
see the prognositic value of steroid responsiveness in
minimal change disease2. Also in some other studies it
has been shown that non-selective proteinuric patients
had more interstitial damage than the highly selective group
and on long term follow up it was seen that the non-
selective group had more early renal function
deterioration3.

So, in an attempt to treat the primary glomerular disease
patients presented with nephrotic syndrome it would be
important and effective to know the urine protein
selectively index, so that sensitivity to prednisolone can
be assessed.

Proteinuria Selectivity Index: It’s Predictive Value In
Steroid Responsiveness in Idiopathic Glomerulonephritis

ME HOQUE1, A.KHANAM2, MR ALAM2, S  ISLAM2, H RAHMAN2 & HU RASHID2

Abstract

We studied proteinuria selectivity index (SI= Ratio between IgG and transferrin clearances) in 55 patients with different types of

histologically proven  primary glomerulonephritis (Mes. Prolif. GN/Non IgA-20; Membranous-10; MPGN. 8: FSGS – 8; and

MCN-9 Patient) mean age of the patients was 28.82±10.57yrs. All the patients had normal renal functions & were normotensive

and they  presented with neprhotic syndrome (UTP = 6.17±2.39 gld). On the basis of the urinary protein selectivity index the

patients were divided into  three groups as group-I highly selective ( SI < 0.1 n=13), group – II moderately selective ( SI=0.11-0.20,

n=14) and group-III non selective ( SI > 0.2 ; n=28). All the patients were treated with prednisolone 2mg/kg  every alternate day

for eight weeks. Urinary total protein (UTP), renal function, serum cholesterol were assessed after 8 weeks, and compared within

the groups before and after treatment. It was found that 100% of patients with  the highly selective proteinuria (n=13)  responded

completely; in moderately selective proteinuric  group 28.57% (four cases) had  complete remission and 42.7% (six cases) had

partial remission; in non-selective proteinuric group none had   complete remission, only 11.2% (three case) had partial remission.

Other parameters like renal function,blood pressure were stable. No patient developed renal failure during this period. Thus,

primary glomerulonephritis patients presented as nephrotic syndrome with highly selective proteinuria are highly responsive to

steroid therapy. Therefore, the responsiveness of steroid therapy may be predicted on the basis of selectivity index.

Key words : Selectivity Index, glomerulonephritis, Proteinuria, steroid responsiveness.

(Bang. Renal J. 2006; 25(1): 12-17)

Materials and Method:
Patients: From January 1999 to December 1999 all nephrotic
syndrome patient attending nephrology OPD of BSMMU
were investigated. Those who were normotensive with
normal renal function , were enrolled into the study,  if
they gave consent to participate in the study. No patient
received steroid or ACE – inhibitor within six months
before starting the treatment by prednisolone.

Collection of Materials:

Blood : After all aseptic preparation 5 ml of blood was
drawn from anticubital vein from each patient and serum
was collected and preserved at – 20°c.

Urine : At the same time 10-15 ml urine sample was
collected and preserved at – 20°c. Before estimation of
transferrin twin-20 (0.25%) solution was added to the urine
sample during thawing. Also for urinary total protein 24
hours urine was collected.

Total urinary protein was estimated by pyroglial method
using end point analysis with a RA-50 analyser. Specific
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serum and urinary proteins such as albumin, transferrin
and IgG were measured by using a immuno turbidimetric
method by  RA-50 auto analyser and Tarbox-plus protein
analyzer (Finland).

Antisera were collected as – Anti transferrin (goat) from
Biochem, lmmunosystem italia spa; Urinary anti transferrin
from Dia-Iatoron, Japan; and anti-IgG antisera from Orion
Diagnostic.

Proteinuria selectivity index was assessed by using
Camerons formula in terms of the ratio between the
clearence of lgG / clearence of transferrin.

Proteinuria is usually considered as highly  selective when
the Index is less than 0.10; moderately selective when the
index is 0.11-0.2 and non selective when Index is  more
than 0.2.

On the basis of selectivity Index patients were divided
into three groups group-I highly selective, group-II
moderately selective and group-III non-selective.

All the patients received prednisolone 2 mg/kg body
weight on every atternate day for two months. Urinary
total protein, renal function, serum cholesterol were
assessed again and then compared in each group before
and after prednisolone therapy

Renal histology:
Kidney biopsy was done in all patients. Biopsies were
evaluated by previously published standard histologic
and immunofluorecent methods. A semi-quantitative
evaluation of some histological parameter was done. The
extent of the tubulo-interstitial change was evaluated
according to the method of Ridson, Slopen and Wardner4.
Microscopic examination of the cortex and medulla of each

biopsy sample were examined with a x 40 objective. A field
was graded 0 = no tubular atrophy,   1 =  focal tubular
atrophy , 2 =  diffuse tubular atrophy. Similarly, interstitial
fibrosis and/or infiltration were graded  as 0 = absent, 1 =
focal and 2 = diffuse. The tubular and interstitial score
were summed to obtain a single score which was then
classified as :0 = absent ,   1 = mildly focal ,2 = focal tubular
and  3 or 4 = diffuse lesion. Patients with a score of  0 or 1
were compared with a score of 2. Subintimal hyalinosis
and arteriolar hyalinosis (AH) was graded as 0, 1 or 2 if
absent, focal or diffuse respectively.

Patients without arteriolar hyalinosis were compared with
the patients with focal or diffuse arteriolar hyalinosis.The
patients with global glomerular sclerosis <10% were
compared with glomerular sclerosis > 10%. Out come was
classified as complete response ,partial response and no
response. Response was defined by the level of proteinuria
after 8 weeks of therapy. Complete response = UTP< 0.2gm/
d, partial response = UTP 0.2 - 2.0gm/d, and nonresponse
=UTP >2gm/d.

Results:
Fifty five patients presenting with nephrotic syndrome
due to primary glomerulonephritis  ( 33 male and 22 female)
were included in this study. Mean ± SD age was 28.82 ±
10.57 years (range from 17 to 43 years). Mean ± SD serum
albumin 19.62 ± 4.32 gm/L, urinary total protein 6.17±2.39
gm/d and serum total cholesterol was 309.78±147.43 mg%.
Also Mean±SD of urinary IgG, urinary transferrin, serum
IgG and serum transferrin,  serum creatinine are shown in Table-
I. Mean±SD systolic blood pressure was 120.80±8.83 mm of
Hg and diastolic blood pressure was 77.50±5.08 mm Hg.

Table -  I
Parameters of patents with nephrotic syndrome enrolled in the study

Parameters All patients gr-I, n=13 gr-II, n=14 gr-III, n=28

(n= 55) (SI  0.1) (SI = 0.11-0.2) (SI > 0.2)

Age in Years 28.82±10.57 28.11±0.83 28.85±11.99 29.04±10.50

Serum Albumin gm/L 19.62±4.32 20.11±4.16 19.38±4.4 19.57±4.45

Serum Cholesterol mg% 309.78±147.43 339.33±87.93 341.00±130.52 321.39±11.80

Serum Creatinine mg% 1.08±0.23 1.07±0.22 1.00±0.18 1.10±0.26

Serum IgG mg% 1206.301±447.18 1582.22±653.681 1276.69±420.35 1052.79±289.56

Urinary IgG mg% 54.53±28.49 35.57±15.15 45.72±19.44 65.65±30.54

Serum Transferrin mg% 159.54±56.53 126.78±57.01 165.85±60.90 167.14±52.44

Urinary Transferrin mg% 36.27±13.72 43.18±10.43 33.47±9.47 35.35±15.77

Urinary Total Protein gm/d 6.17±2.39 5.66±1.56 5.15±1.93 6.81±2.64
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All these patients were divided into three groups on the
basis of urinary protein selectivity Index. The groups
were highly selective proteinuria( SI < 0.1), moderately
selective proteinuria (SI 0.1-0.2) and non-selective
proteinuria(.>0.2)

Group – I
Thirteen (n=13) patients were in this group, 09 were male
and 04 were female. Mean ± SD age was 28.11±10.83 years.
Mean ± SD of Serum Albumin was 20.11±4.16 gm/L, Urinary
total Protein was 5.66±1.56 gm/d.  Mean±SD of Serum
Cholesterol, Serum IgG, Serum Transferrin, Urinary IgG
and Urinary transferrin are  shown in Table I.

Group – II:
Fourteen (n=14) patients comprises in this group, six (06)
were female and Eight (08) were male. Mean ± SD age was
28.84±11.94 years. Mean ±SD of Serum Albumin was
19.38±4.40 gm/L, Serum Cholesterol was 341.00±30.52
mg%, Urinary total Protein was 5.15±1.93 gm/d. Other
parameters like Serum IgG, Serum transferrin, Urinary IgG
and Urinary transferrin are also shown in Table I.

Group – III
This group consists of  28 patients, 16 male and 12 were
female. Mean ±SD age was 29.03±10.19 years. Mean±SD
Serum Albumin was 19.57±4.45 gm/L, Serum Cholesterol
321.39±117.80 mg%, Urinary total Protein was 6.81±2.64
gm/d. Also Mean±SD of Serum IgG, Serum Transferrin,
Urinary IgG, Urinary transferrin are  shown in Table-I.

After prednisolone  Therapy :
All  the patients (n=55) were given   Prednisolone 2 mg/kg
every alternate day for 8 weeks., and the changes in blood
pressure, serum creatinine, serum cholesterol, urinary total
protein at 8 weeks were assessed and compared  in each
group of patients.

In gr - I There was no significant changes in systolic and
diastolic blood pressure or  serum creatinine. But there
was significant decrease in Serum Cholesterol (P = .01*)
and urinary total Protein (P = .00**) after 8 week
prednisolone treatment.(Table-II).

In gr - II  Urinary total Protein decreased significantly
(P=.00 ***), with no significant changes in other
parameters.( Table- III)

Table - II
Changes of different parameters before and 8 wks after Administration of prednisolone in group I patients. (n=13)

Parameters At 0 Wks At 8 Wks ‘P’-value

Systolic Blood Pressure mm Hg 120.00±6.61 122.22±6.66 .22

Diastolic Blood Pressure mm Hg 76.11±4.86 77.77±5.06 .47

Serum Cholesterol mg% 339.33±87.93 227.11±66.47 .01*

Blood Urea mg% 25.32±6.41 28.51±5.24 .58

Serum Creatinine  mg% 1.07±0.22 1.06±0.22 .64

Urinary total Protein  gm/d 5.66±1.56 0.16±0.02       .00****

Table – III
Changes in different parameters after 8 wks treatment  of prednisolone in gr-II patients(n=14)

Parameters At 0 wks At 8wks ‘P’-value

Systolic Blood Pressure mm Hg 120.38±11.80 121.15±8.45 0.73

Diastolic Blood Pressure mm Hg 77.31±6.33 77.30±5.25 1.00

Serum Cholesterol mg% 341.00±130.52 297.46±93.96 0.09

Blood Urea mg% 30.10±5.31 21.20±5.40 0.10

Serum Creatinine  mg% 1.00±0.18 0.89±0.17 0.15

Urinary total Protein  gm/d 5.15±1.93 2.05± 1.44      0.00****
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In gr - III Urinary total Protein was reduced significantly
after 8 weeks of prednisolone  therapy.(P = .00**).(Table-
IV).

After 8 weeks of steroid therapy response was assessed in
each study group. Table V shows in highly selective
proteinuric group (SI <0.1) 100 % (13 cases) had complete
response (UTP <0.2gm/d).  In moderately selective
proteinuric group 28.57% (4 cases) responded completely,
35.71% (5 cases) responded partially (UTP = 0.2 to 2 gm/d)
and 35.72% (5 cases) showed no response (UTP >2gm/d).
In non-selective proteinuric group only 3 cases (10.7%)
responded partially, 25 cases (89.3%) were non-responsive.

Discussion:
There was no significant difference in glomerular changes
in selective or non selective proteinuric group of patients.
It is not always possible  to assess the true state of the
kidneys accurately from a sample containing a small
number of glomeruli. Indeed, certain cases in which the
morphological aspect is suggestive of MCN are associated
with poor selectivity. In addition lesions in FSGS is by
definition is  localized and only affect certain glomeruli in
the juxtramedullary zone, frequently escaping detection
by renal biopsy. So, it is said that MCN can thus harbor
areas of undetected FSGS.

In a previous study C.Bazzi et al (1997)3 found a less severe
or absent tubulointerstitial lesion in highly selective
proteinuric group and rate of response was rapid and
functional outcome was excellent and influenced by the
lesion of the glomerular capillary wall, but in case of non-
selective proteinuric group they found a significant
tubulointerstitial changes and also more  steroid non-
responsive cases. In our study we found significant (P=.03)
tubulointerstitial changes in non-selective proteinuric
group than selective proteinuric group.

The documented association between selectivity of
proteinuria and tubulointerstitial damage does not allow
identification of moderately selective or non-selective
proteinuria as responsible for tubulointerstitial lesion per
se. Since not all patients with these degrees of urinary
protein selectivity shows   tubulointerstitial involvement.
Probably, some still unidentified factor(s), frequently
associated with moderately selective or non- selective
proteinuria is responsible for the damage of the tubular
cells. It has been suggested that IgG may be the toxic
moiety in proteinuria . Abbate et al (1998)5 showed that in
the remnant kidney model tubulointerstitial infiltrates,
displaying high major histocompatibility complex class-ll

Table - IV
Changes of different parameters after 8 wks prednisolone  therapy in gr-III patients ( n=28)

Parameters At 0 Wks At 8 Wks t-value df ‘P’-value

Systolic Blood Pressure mm Hg 121.25±8.12 123.00±7.48 -1.285 27 .21

Diastolic Blood Pressure mm Hg 78.04±4.58 77.85±4.98 .162 27 .87

Blood Urea mg% 29.58±4.36 26.91±5.20 -.573 27 .42

Serum Cholesterol mg% 321.39±117.80 300.71±106.43 1.373 27 .18

Serum Creatinine  mg% 1.10±0.26 1.10±0.25 1.606 27 .12

Urinary total Protein  gm/d 6.81±2.64 3.87±2.05 6.808 27     .00**

Table - V
Steroid Responsiveness  8 weeks after Therapy in different groups .

Selectivity Index CR PR NR Total

gr-I(SI < 0.1)  100% (13 cases) 0% (0 cases) 0% (0 cases) 13

gr-II(SI = 0.11-0.2) 28.57% (4 cases) 35.71% (5 cases) 35.72% (5 cases) 14

gr-III(SI > 0.2)  0% (0 cases) 10.7% (3 cases) 89.3% (25 cases) 28

SI = Selectivity Index,    CR = Complete Response (UTP < 0.2 G/d).
PR = Partial Response,  (UTP 0.20 – 2 G/d)
NR = Non Response, (UTP > 2 G/d)

Proteinuria Selectivity Index: It’s Predictive Value In Steroid Responsiveness in Idiopathic Glomerulonephritis ME Hoqu et al

15



(MCH-II) enriched with monocytes and macrophages and
they concentrate almost exclusively in regions containing
IgG positive proximal tubules. In our study we found that
urinary excretion of IgG but not the transferrin was
significantly (P= .001) higher in cases of non-selective
group of patients with moderate or severe tubulointerstitial
damage. And there  was a  highly significant ( r=.427,
p=.002)  positive correlations with selectivity index & that
of urinary IgG. Moreover, it has been suggested that the
damage of tubular cells in proteinuric glomerulopathies
may be mediated by complements, their presence in the
tubular lumen is dependent on the selectivity of proteinuria
and molecular mass of the complements . If IgG or
complements or some other still unknown protein are the
toxic moieties of proteinuria that trigger   tubulointerstitial
damage, it should be remembered that not only the quantity
or quality of proteinuria, but also their duration of time
may be responsible for the  tubulointerstitial lesions, as
suggested by the lack of these lesions in MCD, not with
high values of proteinuria.

After 8 weeks of therapy with prednisolone 2mg /kg  every
alternate day we found 30.9% (17)  cases responded
completely, 14.55% (08) cases responded partially and
50.9% (28) cases were non-responder (Table -V).

All the patients with highly selective proteinuria
completely responded to steroid therapy within 8 weeks.
So our study shows 100% predictive value in steroid
responsiveness having the value of urinary protein
selectivity index  0 .1.

In moderately selective proteinuric group (SI=.11- 0.2)
28.57% (04) patients responded completely within 8 weeks
and 35.7% (05) patients  partially responded, and 35.7%
(05) patients had no response. So more than 35% cases
were  steroid non-responsive.

In non-selective proteinuric group only 10.7% (03) patients
responded partially after 8 weeks of therapy. There was
no patient who achieved complete remission. In this group
89.3% (25) patients was steroid non-responsive, all of them
had selectivity index > 0.2.

So, our data shows that 80% patients with nonselective
(selectivity indices >0.2) proteinuria are steroid non
responsive.

In our study all 13 cases with urinary protein selectivity
indices of 0.1  or lower were steroid sensitive. So sensitivity
was 100% for indices of lower than 0.1. On the other hand
patients with urinary protein  selectivity indices of 0.2 and
above were 89.3% steroid non responsive (25 cases); so

our study shows that indices of  >0.2 is associated with
steroid nonresponsiveness in 90% of  cases.

In a previous study done by Laurent J. et al 2 showed that
all of their patients responded to steroid having the indices
< 0.07 and most of the cases responded within 4 weeks of
steroid therapy. And more than 80% responded in case of
moderately selective group having the indices < 0.16 and
all of the cases were steroid resistant above the indices
0.17. In their study they only defined the responsiveness
as complete responder and non-responder or steroid
resistance. Another study done by C .Bazzi et al 3 defined
the responder group as complete response (CR), partial
response (PR)and non responder (NR) or steroid
resistance. And the response rate to treatment was 100%
in highly selective group, 67 % in moderately selective
group and 33% in nonselective group.

Urinary protein selectivity index (SI) has the advantage of
reflecting the overall permeability of the active nephrons 7

A low index corresponds to a situation in which all the
nephrons as a whole only allow the passage of a small
quantity of IgG into the urine and this is in general corrected
by steroid within 2 months.  A low selectivity index would
reflect proteinuria composed of albumin, transferrin 8 and
some other low molecular weight proteins as a1 — globulins,
a1– acid glycoprotein, a1– antitrypsin 2. This indicate the
passage of low molecular weight negatively charged protein
into the urine; cationic and higher molecular weight
proteins are not present.

This is in agreement with the theory of anionic charges
and with the study of urinary elimination of dextrans of
similar molecular weights but different electrical charges9.
This type of proteinuria related to the decrease parietal
electrical charges generally disappears within two months
of steroid therapy.

A high urine protein selectivity index is associated with
the presence of high molecular weight proteins such as
IgG, which are positively charged in urine10. Such a
nonselective profile might reflect intra-glomerular
hemodynamic disturbances affecting a variable proportion
of the nephrons because any change in intraglomerular
flow leads to an increase in trans-capillary diffusion with
the passage of the majority of plasma protein in particular
IgG.

Conclusion:
It can be concluded that proteinuria selectivity index is a
simple but useful method for prediction of steroid
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sensitivity in nephrotic syndrome patients. The lower the
sensitivity index the high the steroid responsiveness ,
irrespective of the histological type of primary
glomerulonephritis.
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Comparative clinical prospective therapeutic study
between cyclophosphamide, cyclosporine and azathioprine
in the treatment of lupus nephritis.

EL-SEHEMY MS, AL-SAARAN AM, BADDOUR NM,
ADAM AG, MOEZ PE.

Department of Internal Medicine, Unit of Nephrology,
Dialysis & Transplantation, Faculty of Medicine,
University of Alexandria, Egypt.

Systemic Lupus Erythrematosus (SLE) is an inflammatory
autoimmune disorder that may affect multiple organ
systems. The clinical course is marked by spontaneous
remission and relapses. Severity may vary from mild
episodic disorder to a rapidly fulminant life threatening
illness. Clinical manifestations of Lupus Nephritis (LN)
are varied according to the renal pathologic lesions.
Treatment of LN remains controversial. As a chronic
disease with periods of remission and relapses, it is unclear
whether relapses should be treated as the initial
presentation of the disease. This prospective study was
designed to compare between three different modalities
of therapy for treating LN patients. The study includes all
systemic lupus patients seen in Alexandria University
Hospital since January 2004 for 6 months. Forty-three
patients with SLE were presented to us by SLE, only 31
had LN and 22 were included in the study. The patients
were classified randomly into 3 arms. All patients received
steroid therapy plus from the beginning either
Cyclophosphamide (CYP) [Group I, n=7], or Cyclosporine
(CsA) [Group II, n=7], or Azathioprine (AZA) [Group III,
n=8], Full history and examination were done. Laboratory
investigations included routine and immunological studies
of ANA, Anti-DNA, C3 and C4. Renal biopsy was done in
all patients. After 6 months of follow up; Serum creatinine
was stationary in CYP group from 2.2 +/- 1.1 to 2.1 +/- 1.7;
while significantly decreased in CsA from 2.8+1.7 to 1.0 +/
- 0.5 mg/dl. Moreover; while proteinuria decreased in CYP
from 2.7 +/- 0.7 to 1.8 +/- 2.2; there was more pronounced
decreased from 6.9 +/- 10.0 to 2.4 +/- 1.2 g/24 hr in CsA
group despite very huge increase in glomerular filtration
rate (GFR). 2 out 7 cases of CsA group; while 2 of 6 of CYP
group did not show improvement. Moreover; 3 of 6 of
CYP group and 1 of 6 of AZA group needed to be shifted
to CsA group because of side effects and/or no response
to CYP and showed good response. These patients were
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either class V or IV. However; only one case in this study
with signs of acute CsA toxicity was reversed by
monitoring the dose. In conclusion, CsA in this study
proved to be superior over CYP in LN at least in the short
term follow up; provided to be given with appropriate
doses even if it is used in class IV, which was thought to
be very responsive to CYP.

Egypt J Immunol. 2006;13(1): 39-52.

Association of hydrocarbon exposure with
glomerulonephritis in nigerians: a case control study.

ISHOLA AD, AROGUNDADE AF, SANUSI AA,
AKINSOLA A.

Renal unit, Department of Medicine, Obafemi Awolowo
Univeristy Teaching Hospital, Ile-lfe, Nigeria.

Glomerulonephritis (GN) is a major cause of CRF in
Nigerians. Experimental evidence and clinical studies
mostly in Caucasian subjects have associated
hydrocarbon (HC) exposure with GN. We conducted a
case-control study using a questionnaire-based
quantitative HC exposure measurement to compare lifetime
HC exposure levels between Nigerian patients with GN-
induced CRF and matched healthy control subjects. Fifty
consecutive patients with CRF from GN were compared
with age and sex matched group of 45 healthy controls. A
questionnaire designed to assess the sources, duration
and intensity of HC exposure was used to compute an HC
exposure score (HES) for each participant and the scores
for the two groups were then compared. The HES was
significantly higher in the patients (score +/- SEM) of
2307.5 +/- 698.8 vs. 53.4 +/- 16.5; p < 0.001. The HES was
dichotomised by classifying all study subjects within the
upper third of scores as a high-exposure sub-group. A
significantly higher proportion of patients had high
exposure (p<0.002). Logistic regression analysis excluded
age and gender as confounding factors and determined a
greater than four-fold risk of GN-induced CRF with high
HC exposure (OR 4.3; 95% CI 1.7 - 11). In conclusion, our
findings suggest that HC exposure is a significant risk
factor for GN in Nigerians with CRF. Exposure limitation
could help to reduce the burden of CRF in the country.

Saudi J Kidney Dis Transpl. 2006 Mar;17(1):82-9.
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The relationship between hypertensive pregnant
women’s hypertension self-care knowledge and
hypertension control at a reference in Harare,
Zimbabwe

MAHAKA HT

Department of Health Sciences, Bindura University of

Science Education, Bindura.

Objectives: To determine hypertensive self-care knowledge

possessed by outpatient pregnant hypertensive women

and to establish the relationship between their knowledge

and their hypertension control. DESIGN: Descriptive

correlational study.

Setting: A Harare antenatal clinic, a national reference

centre, Harare, Zimbabwe. SUBJECTS: Mild hypertensive

pregnant women, not on antihypertensive drugs, attending

the antenatal clinic on repeat visits as outpatients, (n =

75).

Methods: Interviewer-administered structured interview

schedule on indicators of hypertension self-care

knowledge and blood pressure measurement using a

syphygmanometer and stethoscope.

Main outcome measures: Selected indicators of

hypertension self-care knowledge and diastolic blood

pressure readings. Pearson’s correlational analysis and

simple regression analysis used for the relationship.

RESULTS: The total possible score for hypertension self-

care knowledge was 40 (100%) Scores ranged from 11

(27.5%) to 38 (95%). The mean total knowledge score

was 32.7 and the standard deviation was 4.24. The score

range was from 11 to 38. Of blood pressure readings,

85.3% of the outpatients had a diastolic blood pressure

of 90 mmHg and below. Only 14.7% had a diastolic blood

pressure reading above 90 mmHg. The range was from

60 mmHg to 110 mmHg and the mean was 89.7 mm Hg.

Pearson’s correlational analysis revealed a relationship

between hypertension self-care knowledge and diastolic

blood pressure which was significant (r = -0.25, p < 0.001).

Simple linear regression analysis revealed a negative

relationship (p < 0.001) suggesting that hypertension

self-care knowledge has a negative effect on

hypertension.

Conclusions: Hypertension self-care knowledge seems to

assist in the control of hypertension in pregnancy.

Cent Afr J Med. 2006 May-Jun; 52(5-6):58-62.

Body mass index and change in blood pressure over a 7-
year period in older Mexican Americans

AMADOR LF, AL SNIH S, MARKIDES KS, GOODWIN
JS.

Department of Internal Medicine, University of Texas
Medical Branch at Galveston, TX, USA. lfamador@utmb.edu

Obesity and hypertension are major public health concerns
in the US. We examined the relationship between body
mass index (BMI) and blood pressure in older Mexican
Americans using data from the Hispanic Established
Population for the Epidemiological Study of the Elderly
(EPESE), a longitudinal study of Mexican Americans aged
65 and over residing in the southwestern US. The study
sample was 2404 older Mexican American adults with a
mean age of 72.6 years of age at baseline (1993-4). Both
systolic and diastolic blood pressures were higher in
subjects with high BMI categories. The rate of change in
systolic blood pressure and diastolic blood pressure were
-0.11 mm Hg and -0.32 mm Hg per year over a 7-year period,
respectively. The rate of decline in systolic and diastolic
blood pressure over a 7-year period was greater in subjects
with BMI categories of 25- < 30 kg/m2 and 30- < 35 kg/m2
as compared with those subjects with in the lowest and in
the highest BMI categories. Hypertension is one of the
most prevalent medical conditions affecting older adults.
Understanding possible modifiable risk factors that may
play a role in the management of hypertension will be
beneficial.

Clin Interv Aging. 2006; 1(3):275-82.

Effect of losartan on the mRNA expressions of MT3-MMP
and TIMP-2 in diabetic kidneys.

DING HL, XU MT, GUO Y, CHEN L, ZHANG SL, LI F, FU ZZ

Department of Endocrinology, The Second Affiliated
Hospital, Sun Yat-Sen University, Guangzhou 510120,
China. helinding@tom.com

Background and objectives: The renin-angiotensin system
plays a critical role in circulatory homoeostasis. Evidence
has emerged that suggests a pathologic role for
angiotensin II in patients with kidney disease. Losartan is
an antagonist of angiotensin II and blocks the angiotensin
II type-1 receptor. Thus it may reduce proteinuria and delay
the progression of renal disease in diabetic nephropathy.
We investigated the effects of losartan on the mRNA
expressions of membrane-type3 matrix metalloproteinases
(MT3-MMP) and the tissue inhibitor of metalloproteinase-
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2 (TIMP-2) in diabetic kidneys in order to evaluate
degradation and remodeling of the extracellular matrix.
METHODS: Male Wistar rats were divided into 3 groups.
Group A was the control group containing healthy rats (n
= 11), group B comprised diabetic rats without any therapy
(n = 11), and group C consisted of diabetic rats treated
with losartan (n = 9). 24-hr urine samples were collected in
order to measure urinary albumin excretion (UAE). After a
period of 18 weeks, the kidneys were extracted from all
rats in order to measure the mRNA expressions of MT3-
MMP, TIMP-2 and transforming growth factor-beta1 (TGF-
beta1) by RT-PCR. We also examined the glomerular
basement membrane thickening and the mesangial matrix
(MM) density (MM area/mesangial area). RESULTS: The
expression of renal MT3-MMP mRNA in group B (1.37 +/
- 0.96) was significantly higher than that in group A (0.75
+/- 0.34, p < 0.05), but also significantly higher than in
group C (0.75 +/- 0.30, p < 0.05). Similarly, the mRNA
expression of renal TIMP-2 in group B (0.73 +/- 0.37) was
significantly increased compared to that in group A (0.32
+/- 0.19, p < 0.05), but also higher than in group C (0.34 +/
- 0.17, p < 0.05). In addition, subjects in group B showed
abundant TGF-beta1 mRNA expression and UAE
compared to groups A and C, as well as significantly higher
glomerular basement membrane thickening and MM
density (all p < 0.05). CONCLUSIONS: We conclude that
MT3-MMP and TIMP-2 production in the renal cortex of
diabetic kidneys is increased. Losartan can prevent the
development of diabetic nephropathy by decreasing MT3-
MMP and TIMP2 production in diabetic kidneys.

Rev Diabet Stud. 2005 Winter;2(4):216-20. Epub 2006
Feb 10

Effect of sulodexide on albuminuria, NAG excretion and
glomerular filtration response to dopamine in diabetic
patients.

SULIKOWSKA B, OLEJNICZAK H, MUSZYÑSKA M,
ODROWAZ-SYPNIEWSKA G, GADDI A, SAVINI C,
CICERO AF, LAGHI L, MANITIUS J.

Department of Nephrology, Hypertension and Internal
Medicine, Nicolaus Copernicus University in Toruñ,
Bydgoszcz, Poland.

Background: Albuminuria is the best and most readily
available marker for glomerular damage and progressive
renal function loss in patients with diabetic nephropathy.
Recently, administration of the oral glycosaminoglycan
sulodexide (a mixture of 80% fast-moving heparin and 20%

dermatan sulphate) was shown to effectively decrease
albumin excretion rate in diabetics with nephropathy.
AIMS: To evaluate whether the hypoalbuminuric effect of
sulodexide is associated with improvement of the renal
vascular or tubule function. METHODS: Forty-five type 1
diabetic patients, affected by diabetic nephropathy with
albuminuria for at least 5 years, were randomly allocated
to sulodexide or untreated. Those allocated to sulodexide
were given 100 mg of sulodexide daily for 120 days. Renal
vascular function (DIR) and N-acetyl-beta-D-
glucosaminidase (NAG) excretion were estimated before
and at the end of the study, the former in thesulodexide
group only. DIR was measured as two Cr(cl) lasting 120
min (before and during 2 mug/kg b.w. i.v. dopamine).
RESULTS: The analysis of trends during the study
demonstrated a marked reduction of albuminuria in the
sulodexide group (from 126.1 +/- 15.41 to 93.6 +/- 13.7 mg/
day). DIR rose from 13.2 +/- 2.1% to 15.44 +/- 1.9% (relative
increase: +16.9%), and NAG excretion showed a
decreasing trend decreased in the sulodexide group only
(from 5.1 +/- 0.62 to 4.7 +/- 0.40 U/g(creat)). CONCLUSION:
The findings presented in this study indicate for the first
time that orally available sulodexide may favorably affect
the renal vascular function in type 1 diabetic patients with
nephropathy and microalbuminuria. The effect of
sulodexide on NAG is strongly influenced by the baseline
NAG values, with a significant NAG reduction in the
patients with the highest baseline NAG values. Copyright
2006 S. Karger AG, Basel.

Am J Nephrol. 2006;26(6):621-8. Epub 2006 Dec 21.

Beneficial effect of TGFbeta antagonism in treating
diabetic nephropathy depends on when treatment is
started

BENIGNI A, ZOJA C, CAMPANA M, CORNA D,
SANGALLI F, ROTTOLI D, GAGLIARDINI E, CONTI S,
LEDBETTER S, REMUZZI G.

Mario Negri Institute for Pharmacological Research,
Bergamo, Italy. abenigni@marionegri.it

Background: In diabetic rats with maximal activation of
RAS induced by uninephrectomy, late treatment with anti-
TGFbeta antibody limited renal injury only when combined
with ACE inhibitor. We investigated whether in a two-
kidney diabetic model the time at which treatment started
predicted the response to TGFbeta antagonist.
METHODS: 27 weeks after streptozotocin injection,
animals had mild proteinuria and were randomized to
receive irrelevant antibody, anti-TGFbeta antibody (1D11)

Bangladesh  Renal  Journal Vol. 25, No. 1, June 2006

22



or enalapril till 52 weeks (early treatment). The effect of
agents alone or combined was also evaluated at the time
of overt proteinuria (late treatment, 52-61 weeks).
RESULTS: When given early, 1D11 displayed marked
antihypertensive and antiproteinuric effects.
Glomerulosclerosis was reduced to the extent that a
remarkable percentage of glomeruli without sclerosis
appeared after treatment. Podocyte number was
normalized. Renoprotection of 1D11 was comparable to
enalapril. Despite control of blood pressure, in late
treatment single agents did not reduce proteinuria
significantly. Glomerulosclerosis and podocyte loss were
partially limited by 1D11 or enalapril, but full protection
was achieved by combination. CONCLUSIONS:
Renoprotective effect of TGFbeta antagonism crucially
depends on the time at which treatment started.
Effectiveness of early treatment with 1D11 would indicate
that TGFbeta is a major mediator of damage in early
diabetes. To tackle the renal damage in the phase of
advanced disease, a combined treatment with ACE inhibitor
is needed..

Nephron Exp Nephrol. 2006;104(4):e158-68. Epub
2006 Aug 10.

Frequency and prognostic significance of QT
prolongation in chronic renal failure patients.

VOICULESCU M, IONESCU C, ISMAIL G.

Fundeni Clinical Institute, Center of Internal Medicine-
Nephrology, Bucharest, Romania. mih@xnet.ro

Cardiovascular mortality and morbidity are high in chronic
renal failure (CRF) patients. Previous studies on non-
uraemic patients with heart failure (HF), hypertension or
diabetes mellitus (DM) showed that QT and QTc
prolongation and dispersion represent cardiovascular risk
factors. The patients with long QT interval have more
often ventricular premature beats and sudden death than
those with normal QT interval. The aim of our study was
to evaluate the frequency and predictive value of QT and
QTc prolongation in CRF patients, included or not in a
chronic dialysis programme. On 68 patients (M/F = 36/32,
mean age = 47.6 years), with CRF we analyzed QT and QTc
interval with a digital 12 lead electrocardiogram-CARDIAX.
8/68 patients (11.8%) had long QT interval (>0.45"). After
having calculated QT corrected (QTc) interval according
to the heart rate, 28/68 patients (41.2%) had QT
prolongation (>0.45"). Multivariate statistical analysis of
clinical factors, but also of biological, electrocardiographic,

echocardiographic data and 24 hours of ECG and blood
pressure monitoring showed that QT prolongation is
statistically significant (p < 0.05) correlated with: number
of years of renal failure (p = 0.0001), serum concentrations
of potassium and calcium (p = 0.0001) and diastolic BP (p
= 0.05). QT prolongation in CRF patients is not dependent
on the level of uremia or the type of chronic renal
substitution (hemodialysis or continuous ambulatory
peritoneal dialysis). There were no statistically significant
correlations between QT prolongation and serum
concentrations of Mg, PO4, HCO3 and Hb. Long QT
interval was not dependent either on the dipper/nondipper
profile of mean BP values or ejection fraction of left
ventricle. In our study long QT interval was not statistically
significant correlated with arrhythmias or sudden death.
Despite the high incidence of QT prolongation in CRF
patients (41.2%), short-term consequences are not as
severe as those in cardiac patients. This is possibly
explained by the different pathogenic mechanisms of
arrhythmia in CRF when electrolytic disorders are the main
cause for the development of arrhythmia. During a mean
follow-up of 3.8 months (3-5.5) there were no cases of
sudden death on patients with QT prolongation, and
arrhythmia incidence was not statistically significant higher
than in subjects with normal QT interval.

Rom J Intern Med. 2006;44(4):407-17.

A cohort study to assess the impact of depression on
patients with kidney disease.

ZIMMERMANN PR, CAMEY SA, MARI JDE J.

Pontifícia Universidade Católica do Rio Grande do Sul.
przimmer@terra.com.br

Aims: This study assessed the impact of depression on
mortality and quality of life of patients with kidney disease.

Material: This study was conducted at Hospital São Lucas
of Pontificia Universidade Católica of Rio Grande do Sul,
Porto Alegre, Brazil, with a cohort of 125 patients seen
from 1996 to 2004. (mean follow-up = 77.6 months). Patients
undergoing renal replacement therapy were asked to fill in
the Beck Depression Inventory (BDI). At the completion
of follow-up, 72 patients were alive, and 56 answered the
BDI and the Medical Outcome Study Short Form General
Health Survey (SF-36) to assess quality of life. Main
outcome measures were mortality and quality of life.

Results: Initial analysis showed that mortality was
associated with age, treatment modality-continuous
ambulatory peritoneal dialysis (CAPD) or hemodialysis
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(hd)—and depression. When controlling for age, gender,
depression, and treatment modality in a multiple regression
analysis, transplantation (tx), gender and age was
associated with lower mortality. However, levels of
depression at the end of follow-up were strongly associated
with quality of life. CONCLUSIONS: Depression was not
associated with mortality of patients with kidney disease
when controlling for gender, age, and treatment modality.
Transplantation was the main factor associated with lower
mortality. Depression was, however, a strong predictor of
quality of life. Number of depressive symptoms was directly
associated with lower quality of life in most of the items of
the SF-36.

Int J Psychiatry Med. 2006;36(4):457-68.

The angiotensin receptor blocker eprosartan mesylate
reduces pulse pressure in isolated systolic hypertension.

TEITELBAUM I, CHILVERS M, REIZ RJ.

Yorkview Medical Centre, Downsview, Canada.

Background: Isolated systolic hypertension (ISH) is a
common and particularly poorly controlled form of
hypertension.

Objective: To assess the effect of eprosartan 600 mg tablet
once daily on blood pressure (BP), pulse pressure, BP
response, compliance and safety in subjects with ISH
compared with subjects with combined systolic-diastolic
hypertension (non-ISH).

Patients and methods: The present study is a post hoc
evaluation of a prospective, randomized, open-label,
multicentre study. Subjects 60 to 84 years old with ISH
(systolic BP 140 mmHg or greater with diastolic BP less
than 90 mmHg) (n=97) or non-ISH (systolic BP 140 mmHg
or greater with diastolic BP 90 mmHg or greater) (n=98)
received 10 weeks of treatment with either eprosartan alone
or eprosartan plus home BP monitoring. RESULTS:
Eprosartan significantly reduced systolic BP at the study
end point from baseline in both the ISH group and the
non-ISH group (-17.5+/-14.5 mmHg and -20.6+/-14.1 mmHg
[mean +/- SD], respectively; P<0.0001). The reduction in
diastolic BP was significantly greater in subjects with non-
ISH than in those with ISH (-12.2+/-8.1 mmHg and -5.0+/-

7.9 mmHg, respectively; P<0.0001). Mean pulse pressure
was significantly reduced from baseline in both groups
(P<0.0001), but was reduced to a significantly greater
degree in the ISH group than in the non-ISH group (-
12.5+/-12.3 mmHg and -8.4+/-11.1 mmHg, respectively;
P<0.05). The most common adverse events were dizziness,
headache and fatigue.

Conclusions: Eprosartan effectively lowered BP and pulse
pressure in all subjects. The magnitude of pulse pressure
reduction was significantly greater in the ISH group, and
the diastolic BP reduction was greater in the non-ISH
group, suggesting that eprosartan may be especially
suitable in the treatment of subjects with ISH.

Can J Cardiol. 2004 Oct;20 Suppl C:11C-16C.

COX-2 and the Kidney

HARRIS RC

Division of Nephrology, Department of Medicine,
Vanderbilt University School of Medicine, Nashville, TN
37232, USA. ray.harris@vanderbilt.edu

Nonsteroidal anti-inflammatory drugs (NSAIDs) are widely
used for the treatment of pain and inflammation.
Nonselective NSAIDs inhibit both cyclooxygenase (COX)-
1 and COX-2. Nephrotoxicity of nonselective NSAIDs has
been well documented. The effects of selective COX-2
inhibitors on renal function and blood pressure are
attracting increasing attention. In the kidney, COX-2 is
constitutively expressed and is highly regulated in
response to alterations in intravascular volume. COX-2
metabolites have been implicated in the mediation of renin
release, regulation of sodium excretion, and maintenance
of renal blood flow. Similar to nonselective NSAIDs,
inhibition of COX-2 may cause edema and modest
elevations in blood pressure in a minority of subjects.
COX-2 inhibitors may also exacerbate preexisting
hypertension or interfere with other antihypertensive
drugs. Occasional acute renal failure has also been
reported. Caution should be taken when COX-2 inhibitors
are prescribed, especially in high-risk patients (including
elderly patients and patients with volume depletion).

J Cardiovasc Pharmacol. 2006;47 Suppl 1:S37-42.
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15th International Vicenza Course on Peritoneal Dialysis
May 30–June 2 2006

Congress Center Ente Fiera, Via dell’Oreficeria, 36100
Vicenza, Italy

The deadline for registration is May 10, 2006. For
information please contact: Dr. Anna Saccardo

E-mail: infonefro@ulssvicenza.it

Website: http://www.nefrologiavicenza.it

The 4th Renal Failure Academy 1–3 June 2006, Sinaia,
Romania

 The 4th Renal Failure Academy is an official course of
ERA-EDTA and of ISN/COMGAN.Interested
nephrologists should submit their CV as a WORD
attachment to an email to Professor Adrian Covic, MD,
PhD (acovic@xnet.ro)  and to Dr. Paul Gusbeth
(paulgusbeth@yahoo.com).

Website www.rfa.ro.

Kidney Biopsy Course for Pathologists and Nephrologists
June 21–25, 2006 Dubingiai, Lithuania

Organized by: International Society of Nephrology,
Lithuanian Association of Nephrology, Dialysis and
Transplantation National Centre of Pathology, Lithuania

For more information, please contact: Dr. Arvydas
Laurinavièius

E-mail: lauar@vpc.lt ,Arvydas.Laurinavicius@vpc.lt

The 11th Congress of the International Society for
Peritoneal Dialysis (ISPD 2006) 25–29 August 2006
Hong Kong; Organized by the International Society for
Peritoneal Dialysis

Host Organizer: Hong Kong Society of Nephrology
.Abstract Submission Deadline: 15 March 2006 Early Bird
Registration Deadline: 15 May 2006

For more information, please contact: ISPD 2006 Congress
Secretariat c/o International Conference Consultants, Ltd.
Unit 301, The Centre Mark, 287–299 Queen’s Road Central,
Hong Kong

E-mail: info@ispd2006.org

Website: www.ispd2006.org

Announcements

13th Budapest Nephrology School (Nephrology,
Hypertension, Dialysis, Transplantation) 25 August–30
August 2006 under the Auspices of ISN and ERA-EDTA

For further information please write to: László Rosivall, MD,
PhD, DSc, Professor of Pathophysiology, Institute of
Pathophysiology, Nephrology Research and Training Center,
Semmelweis University, Nagyvarad ter 4, Budapest, Hungary.

E-mail: rosivall@net.sote.hu

Oxford–Ghent Dialysis and Transplantation Summer
School 24–27 September, 2006

Location: Corpus Christi College, Oxford Organised by:
Paul Harden, Oxford, Wim Van Biesen, Ghent, Norbert
Lameire, Ghent

For application:

Mail to Isabel.vandorpe@ugent.be to obtain the official
application  form or contact your local Genzyme
representative for more information.

The XVIII Danube Symposium of Nephrology (September
26–28) followed by the First Serbia and Montenegro
Congress in Nephrology (September 28–30) will be held
in Novi Sad, Serbia and Montenegro, 2006.

For more information please contact:

The President of Scientific Committee Prof. Dr. Nada
Dimkovic E-mail: dim@EUnet.yu

Renal Disaster Relief Task Force (RDRTF): call for
volunteers

The RDRTF takes care of interventions during mass
disasters such as earthquakes whereby large numbers of
acute renal failure (ARF) occur, and support is offered to
the local medical and nephrological communities. The
RDRTF intervened at the Marmara earthquake in Turkey
in 1999, the Bam earthquake in Iran in 2003 and most
recently in Kashmir in Pakistan (see report on page 39).
The RDRTF – European Branch is looking for young
doctors, nurses and dialysis technicians who volunteer
to take part in our actions. Missions last approximately 10
days. People who are interested, with experience in acute
renal failure and/or intensive care nephrology, organising
skills, respect for foreign cultures and diplomatic talent
are asked to contact Raymond Vanholder, the current
chairman of the RDRTF at the following e-mail address:
Raymond.vanholder@ugent.be
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