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ABOUT MALAYSIAN REGISTRY OF RENAL BIOPSY

Renal biopsy remains the main investigation in the diagnosis of renal diseases. In addition, it
plays a major role in determining the management and prognosis of parenchymal renal
disease. The collection of demographic, clinical and laboratory data at the time of biopsy and
the set up of a database are useful tools for studying renal parenchymal diseases.

The development of a renal biopsy registry in each country promotes many advantages and
these include comparison in incidence of renal diseases, identification of different policies
and practices in renal biopsy in different areas, linkage with other registries such as dialysis or
transplant registry and identification of rare renal diseases. Thus, the registry is a source of
epidemiological data and would provide useful information in the planning of health care and
in organizing prospective clinical studies.

The incidence of glomerular disease varies according to population, demographic
characteristics, environmental factors, socio-economic status and the prevalence of
infectious diseases. At present, there is limited information on the prevalence and incidence
of glomerular disease, its potential disease burden and the temporal trend in Malaysia.
Hence, the Malaysian Registry of Renal Biopsy (MRRB) was set up in 2005 to address this
deficiency.

The MRRB collects information about patients who undergo renal biopsy in Malaysia. The
MRRB is a new component of National Renal Registry (NRR), which has been operating the
Malaysian Dialysis and Transplant Registry (MDTR) since 1993.

Objectives

The objectives of the MRRB registry are to:

1. Determine the disease burden attributable to glomerular disease (GD) by quantifying its
incidence and prevalence, and its geographic and temporal trends in Malaysia.

Identify subgroups in the population at high risk of GD to whom preventive efforts should
be targeted.

Identify potential causal and risk factors involved in GD.

Describe the clinical presentation and spectrum of GD.

Stimulate and facilitate basic, clinical and epidemiological research on GD.

Identify causes of allograft failure in our renal transplant population.

To audit the renal biopsy procedure, monitor both complications and quality of specimens
in addition to identifying risk factors associated with complications.
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Organization
The NRR organization is as follows:

Owner
(MSN)
MRRB NRR Advisory | _J Sponsors
Steering Committee (MSN & MOH)
Committee l
NRR co-coordinating office
|
Source Data Producers Target groups or Users

Owner
The Malaysian Society of Nephrology (MSN) is the owner of this registry.

Sponsors
The MRRB is sponsored by the Malaysian Society of Nephrology (MSN) and the Ministry of
Health, Malaysia.

NRR Advisory Committee

This is the committee established by the sponsors. The NRR Advisory Committee’s role is to
ensure that the MRRB stay focused on its objectives and to assure its continuing relevance
and justification.

MRRB Steering Committee
The MRRB Working Committee supervises its operations.

National Renal Registry Office

The NRR coordinating office is the designated coordinating center. It coordinates the data
collection among the Source Data Providers (SDPs). It collaborates with Clinical Research
Centre of Hospital Kuala Lumpur that provides epidemiological and statistical support for
MRRB.

Source Data Producers (SDP)
These are centres that contribute the required data for MRRB. The SDP collects and enters
data directly through the on-line web-base system. The pilot phase of the registry consists of
SDPs from Ministry of Health.

Throughout this initial phase, we have refined and improved the database. This year (2008),
the registry is expanding to a national level to include participation from all nephrologists and
renal physicians in Malaysia who perform renal biopsies. We hope the nephrology community
will support us by submitting information, which is crucial to eventually improve the
management of patients with Chronic Kidney Disease CKD.
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To Participate in MRRB
Centres interested to participate in this registry please write in to NRR officially via post or
you may send an e-mail to NRR nrr@msn.org.my or mrrb@msn.org.my .

The following documents need to be completed and returned to facilitate participation.

¢ Centre Participation Self Reply Form

e Authorization Form

e Information Security Policy/User Agreement . One form per nominee as listed in the Au-
thorization form. Users must have a personal mobile phone to received SMS authentica-
tion.

Upon receiving these documents, the centre shall be registered and each of the users of the
MRRB shall be notified via their e-mail address.

Methodology
All patients from participating centres who undergo any kidney biopsy (native or graft) are to
be enrolled into the registry.

On-line data submission is through MRRB web application or paper CRF. The data variables
collected include demography, clinical presentation, and indication of biopsy, renal function,
and laboratory data at presentation and at the time of biopsy, serological markers, virology
status and histopathological result. In addition, an update on outcomes in terms of significant
end-points such as end stage renal disease or death will be recorded annually.
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FOREWORD

The idea to start a Glomerulonephritis (GN) registry was mooted a few years ago at one of the
annual meetings of the Ministry of Health’s nephrologists. Following the success of the
Malaysian Dialysis and Transplant Registry (MDTR), it was felt that the National Renal Registry
should embark on other renal related registries. Two new registries were proposed i.e. the GN
registry and the Diabetic nephropathy registry. The diabetic nephropathy registry would
involve a larger number of patients and entail greater logistic and other support; hence the
decision to start the GN registry first. Dr. Wan Shaariah was appointed to chair the Steering
Committee in 2005. The group decided to change the name of the registry to the Malaysian
Registry of Renal Biopsy (MRRB) to more accurately reflect the purpose and focus of the
registry. The outcome of the detailed and thorough work of the group is this first report which
marks another milestone and achievement for the National Renal Registry. More importantly, it
highlights a bigger achievement — the nephrology community in the country is ever willing to
work together to promote the advancement of the specialty by contributing and sharing data.

The lessons learned from the MDTR provided valuable guide in initiating and developing the
MRRB. It was felt that initially the MRRB will gather data only from the Ministry of Health
(MOH). The close working relationship amongst the MOH nephrologists and almost similar
work processes within the network facilitate the initial development and testing of case report
forms, data submission processes and data analysis. There were many initial hiccups including
definition of terms used, accuracy of data, incomplete data submission and missing data. The
task of “cleaning” and checking data took a while and definition of certain terminologies
changed along the way, necessitating reanalysis. This onerous task was handled superbly by the
steering committee and the NRR manager and staff. The MRRB now invites nephrologists from
the Universities and the private sector to join in and contribute data to make the MRRB a truly
national registry, very much like the MDTR.

Data on the histological pattern of glomerular diseases in the country were available for nearly
twenty years through publications in local medical journals. They however reflected the cases
seen in a tertiary referral centre. The MRRB gathers data from all hospitals doing renal biopsy.
The publications provided “snapshots” of the patterns of glomerular diseases (GD) with little
information on subsequent clinical course of the patients. The MRRB hopes to do more by
providing details on patient demographics and clinical presentations as well as outcomes. This
will be a challenging task as unlike the dialysis and transplant patients who are “captive
patients”; those with GD may not stay with the same doctor all their lives making assessment
of their long-term outcomes a major task. Nonetheless the MRRB hopes to overcome these
challenges and will count on the commitment of the nephrologists to provide data on these
long term outcomes. Another feature of this registry is the record on the actual biopsy
procedures including the technique used, the number of passes, the adequacy of the tissue
sample and other details. This will help the institutions involved in quality improvement
initiatives.
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FOREWORD (con't)

This first reports confirmed long-held clinical impressions. Adult patients with asymptomatic
urinary abnormalities are more likely to have IgA disease or lupus nephritis. Similarly an adult
female patient presenting with nephritic-nephrotic syndrome is likely to have lupus nephritis. A
purely nephrotic presentation is more often due to minimal change disease or focal segmental
glomerulosclerosis (FSGS). The section of graft biopsies showed similar correlation with clinical
impressions in that the three most common histopathological findings are the usual three most
common clinical diagnoses requiring biopsies for confirmation. They are acute rejection,
calcineurin inhibitor toxicity and chronic allograft nephropathy.

It will take a number of years before the MRRB matures. The NRR committee and the MRRB
Steering Committee thank all contributors for their support and hope they will continue to
show the same commitment and enthusiasm for MRRB as they do with MDTR. We would like
to thank Dr. Wan Shaariah and the committee as well as Ms. Lee Day Guat and her team at
NRR for their tireless efforts in making this registry a success.

Dr. Zaki Morad B Mohd Zaher Dr. Rozina Ghazalli
Co- Chairpersons
National Renal Registry
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REPORT SUMMARY

Chapter 1: Overview of Renal Biopsy in Malaysia

e A total of 2419 renal biopsies were done over 3 years (2005-2007). Twenty-one MOH centers
contributed data and these were analyzed in this first MRRB report.

e However Paediatric Institute, HKL started data collection from 1999 and the Nephrology
department HKL started data collection on renal allograft biopsies from 2004. This will be
discussed in their respective chapters.

e The average ascertainment rate for 2005-2007 was 93.3%.

o 281(11.6%) of these were graft biopsies.

e About a fifth (19%) was done in children under 15 years of age. Majority (75%) was done in
patients between 15 — 55 years of age. Only 4% was done in patients older than 55 years of age.

e 21.3% of the biopsies yielded less than 10 glomeruli; the cutoff number for an adequate biopsy.

e More than half (55%) of the biopsies done were sent out to another (tertiary) centre for
processing and reporting.

e The main indications for biopsy were nephrotic syndrome (46%) and asymptomatic urinary
abnormalities (26%).

e FSGS (26.1%) and minimal change disease (25.8%) were the commonest histopathological
diagnosis in patients presenting with nephrotic syndrome.

e Lupus nephritis (52%) was the commonest histopathological diagnosis in patients who presented
with acute nephritic syndrome.

e The commonest primary GN reported was FSGS (36%) followed by minimal change (32%) and IgA
nephropathy (15%).

e The commonest secondary GN was lupus nephritis (87%).

Chapter 2: Primary Glomerulonephritis

e The commonest primary GN reported was focal segmental glomerulosclerosis (FSGS), followed by
minimal change.

Minimal change disease

e Accounted for 32% of total primary GN.

e Mean age at the time of biopsy was 28.6 + 12.5 years.

e Male to female ratio was 2:1.

e Nephrotic syndrome was the commonest clinical presentation.
e 22% had e-GFR <60 ml/min at time of biopsy.

e There was a higher risk of renal impairment with increasing age.

Focal Segmental Glomerulosclerosis (FSGS)

e Accounted for 36% of total Primary GN.

e Mean age at the time of biopsy was 32.1 + 13.5 years.

e Male to female ratio was 1.3:1.

e Nephrotic syndrome was the commonest clinical presentation.
e 43% had e-GFR < 60 ml/min at time of biopsy.

e There was a higher risk of renal impairment with increasing age.
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REPORT SUMMARY (con’s)

Idiopathic membranous nephropathy

Accounted for only 8% of total primary GN.

Mean age at biopsy was 46 + 15.5 years.

There was bimodal peak in incidence.

Male to female ratio was 1.1:1.

71% presented with nephrotic syndrome.

38% had e-GFR < 60 ml/min at time of biopsy.

There was a higher risk of renal impairment with increase age and male gender.

IgA nephropathy

Accounted for 15% of total primary GN Accounts for only 8% of total primary GN.

Mean age at biopsy was 33.7 + 12.4 years.

There was female preponderance with male to female ratio was 0.8 : 1.

50% presented with asymptomatic urine abnormalities and up to 25% presented with nephrotic
syndrome.

48% had e-GFR < 60 ml/min at time of biopsy.

There was a higher risk of renal impairment with increase age and male gender.

Chapter 3: Secondary Glomerulonephritis

Lupus nephritis

Lupus nephritis was the commonest secondary GN.

The mean age of lupus nephritis in adults (>15 years old) was 30.2 + 10.3.

The female to male ratio was 6.2:1.

The most common clinical presentation of lupus nephritis was urine abnormalities (39%), followed
by nephrotic syndrome (29%).

The commonest histopathological finding was WHO or ISN/RPS class IV or IV+V. (59%).

There were no clear correlation between histopathological findings and clinical presentation.
However, class IV or class IV+V were more likely to present with symptomatic renal disease (52%).
The prevalence of hypertension was higher in class IV or class IV+V .

The prevalence of impaired kidney function correlated with histopathological findings. Class IV are
more likely to have impaired function.

Chapter 4: Paediatric Renal Biopsy

Paediatric Institute Hospital Kuala Lumpur contributed data from 1999. Subsequently 6 other
MOH paediatric nephrology centers submitted data following the establishment of MRRB.

640 renal biopsies were performed in 579 children. 606 (94.7%) were assessed to be adequate for
interpretation.

More renal biopsies were performed in girls (52.2%). This was attributed to the higher number of
biopsies performed on children with lupus nephritis.

Nephrotic syndrome was the most frequent clinical presentation at biopsy.

The commonest histopathological diagnoses were FSGS, lupus nephritis and MCD and this
accounted for 27.2%, 26.1% and 17.8 % respectively.

IgA nephropathy accounted for only 4.4%. This may not be an accurate indicator of incidence of
IgA in Malaysian children due to differences in biopsy practices.



REPORT SUMMARY (con’s)

e Children who presented with acute renal failure at the time of biopsy had histopathological
diagnoses of post infectious GN (29.8%), lupus nephritis (29.8%) FSGS (8.7%) and HUS/TTP (5.8%).
In contrast HUS/TTP is the leading cause of acute renal failure in North America and Europe.

e Children with FSGS had significantly lower creatinine clearance at biopsy. There were also more
Indian children in the FSGS group compared to the MCD group.

e Comparing FSGS and MCD groups there were no differences in the patients’ 3 and 5 years survival
from the time of biopsy. However FSGS had poorer renal survival both at 3 years (92%) and 5
years (82%). Renal survival for the MCD group was 94% at both 3 and 5 years.

¢ In the paediatric lupus group class IV and V+IV was the commonest histopathological finding on
biopsy at 65.7%.

e Complications post-renal biopsy was reported in 5.4%. Gross haematuria was the commonest
complication at 4.5%.

e Risk of complication was highest in those who had dialysis dependant renal failure. Age, Hb, lupus
nephritis and needle size were not found to have any significant impact.

Chapter 5: Renal Allograft Biopsy

e Department of Nephrology, Hospital Kuala Lumpur contributed data since 2004 and by 2005,
submission of data were performed by other MOH hospitals.

e The number of renal allograft biopsy has almost doubled over the last 4 years despite a decreased
in the number of new transplants. This was attributed to the changing trend in the management
of renal transplant recipients.

e 92% of the renal allograft biopsies were performed in 4 centers in the Klang valley. Three of these
centres were actively involved in the care of new recipients in the perioperative and immediate
postrenal transplant period. A large number of transplant recipients were also followed up in
these centers.

e The commonest indication for renal allograft biopsy was impaired renal allograft dysfunction and
acute renal allograft dysfunction.

e There was a marked increased in the number of renal allograft biopsies performed after 1 year
post transplant in both 2006 and 2007. This reflected the increasing importance of chronic
allograft nephropathy.

e Most renal allograft biopsies were performed under ultrasound guidance and this accounted for
84% in 2007.

e Complications were uncommon and major complications requiring intervention occurred in less
than 2%.

e Acute rejection (acute and borderline) has remained the commonest histological diagnosis. This
accounted for 31-34% of all renal allograft biopsies.
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