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Welcome Letter

Remark by
Prof. Lim Vadhana

President of the Cambodian Association of Nephrology,

At the Fourth Annual Conference of the Cambodian Association of Nephrology r\-
August 24, 2019, Phnom Penh, Cambodia B LR

Dear Excellencies, distinguished guests, dear colleagues, friends, ladies and gentlemen. On behalf of the
Cambodian Association of Nephrology, it is my great pleasure to host this event and welcome you to the
annual conference of nephrology. I am very grateful to you for taking time off from your busy schedule to
attend this important conference.

I’d like to begin by giving a brief introduction to CAN and describe what it is that we do here. Cambodian
Association of Nephrology, being legally permitted by Ministry of Interior of Cambodia in April 2016, is cre-
ated by our Cambodian nephrologists with a strong support of Professor TORU HYODO. The main task of
our association is to promote health and welfare of our people in any condition. As you can see the number
of cases of kidney diseases is increasing non-stop worldwide as well as in Cambodia, they become a burden
to the family and the society. In order to solve this problem, our members of CAN are trying very hard to
publicize to our people about the prevention and treatment of kidney diseases. CAN also trains doctors and
medical officers to be able to understand and treat kidney diseases efficiently.

Today, with the participation of our national and international guests, we are very delighted to welcome
you to the third annual conference of nephrology of Cambodia.
I am very honored to announce that the conference starts now. Last, I would like to wish you a very success-
ful conference and a wonderful day. Thank you.

LIM VADHANA
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The Fourth Annual Conference of
Cambodian Association of Nephrology
“Nephrology in Cambodia, One Step
Forward” 2019 Preliminary Program

Date: August 24, 2019 Venu: Phnom Penh Hotel, Cambodia

OPENING SESSION

7:30-8:30 Registration

8:30-8:35 National Anthem

8:35-8:45 Welcome and Introduction by Lim Vadhana, M.D., Ph.D.
8:45-9:00 Opening Speech by MOH Representative

9:00-9:30 Break

SESSION 1 Hemodialysis
Co-Chair: Hideki Kawanishi, M.D., Ph.D., Akihiro Yamashita, Ph.D and Lim

Vadhana, M.D.

9:30-9:45 JRDR, the Japanese Society for Dialysis Therapy Renal Data Registry, Its
History, Significance in Dialysis Practice, and Future Collaboration with CAN
Presented by: Norio Hanafusa, M.D., Ph.D. (Japan)

9:45-10:00 The Importance of Water Quality for Hemodialysis in Improving Patient

Outcome
Presented by: Michael Etter, M.D. (Germany)

10:00-10:15 Clinical Benefits of On-line Hemodiafiltration
Presented by: Kenji Sakurai, M.D., Ph.D. (Japan)

10:15-10:25 Long Term Hemodialysis in Cambodia
Presented by: Assoc. Prof. Chan Sovanndy, M.D. (Cambodia)

10:25-10:35 Sanofi Presentation
10:35-10:45 Roche Presentation
10:45-10:55 Nipro Presentation
10:55-11:10 Questions and Answers

SESSION 2 Renal Transplantation
Co-Chair: Sandeep Guleria, M.D. and Lim Sochun, M.D.

©2019 The Authers
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11:10-11:25

11:25-11:40

11:40-11:50
11:50-12:00
12:00-12:10
12:10-12:20

Development of Kidney Transplantation
Presented by: Junji Uchida, M.D., Ph.D. (Japan)

Renal Transplant on Overview
Presented by: Sandeep Guleria, M.D. (India)

La Renon Presentation
Hetero Presentation
Fresenius Presentation

Questions and Answers

BREAK TIME Lunch

SESSION 3 Chronic Kidney Disease

13:30-13:45

13:45-14:00

14:00-14:15

14:15-14:25
14:25-14:40
14:40-15:00
15:00-15:30

Co-Chair: Cholatip Pongskul, M.D. and Sovann Kanitha, M.D.

Chronic Kidney Disease Prevention: Concept and Practice
Presented by: Dhavee Sirivongs, M.D. (Thailand)

CKD-MBD -~What is Klotho and FGF23?7~
Presented by: Ken Tsuchiya, M.D., Ph.D. (Japan)

Management of CKD
Presented by: Cholatip Pongskul, M.D. (Thailand)

Sanofi Presentation
Questions and Answers
Announcement of Winner

Closing & Summary; Certificate of Appreciation Dissemination

Roche)
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Abstracts

JRDR, the Japanese Society for Dialysis Therapy Renal Data
Registry, Its History, Significance in Dialysis Practice, and Future

Collaboration with CAN

Norio Hanafusa, M.D., Ph.D.

Associate Professor, Department of Blood Purification, Tokyo Women’s Medical University, Tokyo, Japan
Vice Chair, Committee of Renal Data Registry, the Japanese Society for Dialysis Therapy, Tokyo, Japan

The history of Japanese Society for Dialysis
Therapy Renal Data Registry (JRDR) went back to
the year 1968, which is the only several years after
the first hemodialysis treatment was performed in
the patients with chronic renal failure. At first, the
surveys were being performed as facility surveys.
In 1983, the survey was changed into the
combination of facility survey and patient survey,
in which individualized patient data is collected.
The system itself has not changed during the past
35 years.

Questionnaires are sent to all facilities which offer
dialysis treatment in Japan every year at the end
of November. The facilities were asked to fill them
with the facility and patient data as of the end of
the year. The deadline of the collecting data is
usually April to May of the next year. Very high
response rates were observed every year more
than 95%, even though the survey is performed
entirely voluntary basis.

The questionnaire consists of facility survey and
patient survey. The facility survey includes basic
characteristics of the facility, numbers of patients
and staffs, and dialysis fluid quality management
practice. The patient survey includes patient
demographics, outcomes of the patient, clinical
indices potentially relating to outcomes, and other
clinical parameters to be investigated by studies.
Registries have huge impacts on actual clinical
practice. First, JRDR provides the entire picture of
dialysis therapy in Japan both cross-sectionally
and longitudinally. For example, we can recognize
the actual numbers of the dialysis patients or the
age distribution of the population. Second, JRDR

provides many evidences. The Japanese Society

©2019 The Authers
Cambodian Journal of Nephrology

for Dialysis Therapy (JSDT) have publicized
guidelines for dialysis therapy. Among them,
JRDR has been used for providing the evidence on
which the guidelines based. Third, fundamental
data can be provided by JRDR for policy making
for health care planning and for deploying the
clinical resources in the right place. The
government also uses the data obtained from
JRDR to make the future planning in the field of
kidney diseases. Last, the benchmark of the health
care policies also can be obtained from the registry.
For example, we can assess the effect of
intervention such as renin-angiotensin inhibitors
on chronic kidney diseases patients by the changes
in the numbers of the patients or the
characteristics of the population.

As such, JRDR has many strong points in the field
of dialysis clinical practice and provides the
basement on which the Japanese dialysis
community relies. However, skills as well as
efforts are required for collecting data, cleaning
data, and linking data of a facility with ones of
other facilities. In this sense, JRDR has a long
history in which such skills or experience have
accumulated. We, the members of JRDR, believe
in the significance of JRDR and hope to help the
Cambodian Association of Nephrology to develop a

registry in the field of kidney disease in the future.

Vol.4, No.1, August 2019

The Importance of Water Quality for Hemodialysis in Improving

Patient Outcome

Dr. med. Michael Etter MD, MPH, MBA

Senior Vice President Medical Affairs Chief Medical Officer Fresenius Medical Care Asia Pacific

A substantial amount of water is required for
hemodialysis. Hemodialysis patients are
vulnerable to contaminants in the water used to
prepare concentrate and dialysis fluid or in water
used for reprocessing dialyzers. This vulnerability
is due to the following the exposure of
hemodialysis patients to extremely large volumes
of water. The estimated water intake of a healthy
individual is 2 L per day or 14 L per week. By
comparison, during a single dialysis treatment
lasting four hours, performed at a dialysis fluid
flow rate of 800 mL/min, a hemodialysis patient
is exposed to 192 L of water or, if treated three
times weekly, to 576 L per week. Hemodialysis
patients also have inadequate barriers to
waterborne contaminants since the natural
barriers existing in healthy individuals (like GI
tract) are “bypassed” by using an extracorporeal

blood circuit. By comparison, the barrier between

Vol.4, No.1, August 2019

Abstracts

blood and water in hemodialysis patients is the
membrane within the hemodialyzer through
which transfer of contaminants is limited only by
the size of the contaminant. Finally, hemodialysis
patients are unable to excrete renally any
contaminants taken up from the dialysate.

No municipal water can be considered safe for
use in hemodialysis applications in the absence of
a treatment system. All dialysis facilities
therefore require an appropriately designed and
correctly maintained water treatment system to
safeguard patients. The awareness of the
Nephrologist, nursing staff and the patient is
essential to ensure good water quality and it
requires active management of the Nephrologist
in the water quality management. This lecture
will discuss the clinical implications of water
quality as well as mention current concepts for

good water quality management.

©2019 The Authers
Cambodian Journal of Nephrology

7



Abstracts

Clinical Benefits of On-line Hemodiafiltration

Kenji Sakurai, M.D., Ph.D.

Director, Hashimoto Clinic, Sagamihara, Kanagawa, Japan

The number of dialysis patients in Japan was
334,505 at the end of 2017. Of these, 21.1% were
receiving on-line hemodiafiltration (HDF), and
84.4% of the on-line HDF were performed with
pre-dilution mode. The number of HDF patients
1s increasing year by year. In Europe, post-
dilution HDF has been widely used.

The main purpose of HDF is to remove middle-
and large-molecular uremic toxins effectively in
order to prevent and treat complications of
dialysis patients. Therefore, it is very important
to set the appropriate conditions of HDF. When
HDF is performed under suitable conditions, good
therapeutic effects can be obtained against
various complications (i.e. Dialysis Amyloidosis,
Restless Legs Syndrome, Pruritus). However if
the condition for performing HDF are
inappropriate, the removal efficiency of HDF is
almost as same as the performance of

©2019 The Authers
Cambodian Journal of Nephrology

hemodialysis with a supper high-flux dialyzer
and there is no positive impact on patients
conditions. Therefore, it is very important to
evaluate the removal efficiency of HDF.
B2-Microglobulin (MG) (MW:11.8 kDa) is an
important marker of dialysis removal efficiency.
However, B2-MG is a little small as a marker for
evaluation of the removal efficiency of HDF. a1-
MG (MW: 33 kDa), which is removed by
convection, should be used as a marker to assess
the removal efficiency of HDF. The a1-MG
reduction rate of 35% or more is the target
number in HDF.

I will give a presentation about clinical benefits of
on-line HDF on dialysis-related symptoms and
the difference in biocompatibility between pre-
dilution on-line HDF and post-dilution on-line
HDF.

Vol.4, No.1, August 2019

Long Term Hemodialysis in Cambodia

Assoc. Prof. Chan Sovanndy
Vice President, Cambodian Association of Nephrology,

Vice Director, ICU Department, Preah Kosamak Hospital, Phnom Penh, Cambodia

Heamodialysis (HD) treatment for end-stage
renal disease bear a poor prognosis . we present a
case of the patients who do HD in 4 center in
phnom penh for Long heamodialysis Survival of
all patients in 5 centers , in sen sok internation
hospital have 4 machines and 8 patients ,do HD
regular 3 time per week , long term have
3patients 2 years to 5 years have 60% , in
Calmett hospital have 28 machines and 150
patients, do HD regular 3 times per week , long
term have is more than 10 years have 90

patients (60%), for 7 years have 23 patients

Vol.4, No.1, August 2019

Abstracts

(15%), for under 5 years have 23 patients(15%)
and under 1 year have 15 patients (10%) , in
Preah ketomealea hospital have 25 machines and
60 patients ,Jong term have is more than 10 years
have 6 patients (10%) , for 5 years — 6 years have
30 patients (560%) , and short term have (under 1
year) have 24 patients (40%) ,

Preah kossamak Hospital have 10 machines ,and
have 40 patients , long term 3 years to 4 years
have 24 patients (60%) , for under 2 years have
12 patients (30%) , and for under 6 months have
4 patients (10%) .

©2019 The Authers
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Development of Kidney Transplantation Renal Transplant on Overview

Junji Uchida, M.D., Ph.D. Prof. Sandeep Guleria,MS,DNB,FRCS,FRCSEd,FRCP

Associate professor, Department of Urology, Osaka City University Graduate School of Medicine, Osaka, Japan

The steady increase in end-stage kidney disease
(ESKD) incidence is a worldwide public health
crisis. In recent years, the elderly have mostly
accounted for the increase in patients with
ESKD and diabetes kidney disease (DKD) is the
most common causes of end-stage kidney ESKD
in Japan. Kidney transplantation is the optimal
renal replacement therapy for patients with
ESKD because of greater longevity and better
quality of life compared to dialysis therapy.
Previous reports have demonstrated a
significantly longer life expectancy among
patients aged 60 years and older with deceased
donor kidney transplantation compared to
patients aged 60 years and older remained on
dialysis, and the data makes it clear that kidney
transplantation is superior to remaining on
dialysis for patients with diabetes.

However, most patients with ESKD have to
remain on dialysis therapy for many years due
to scarcity of organs from deceased donors. The
rate of living donor kidney transplantation has
steadily increased worldwide over recent years

and has become a valuable treatment option for

©2019 The Authers
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patients with end-stage kidney disease. Living
donor kidney transplantation accounts for
approximately 90% of all kidney transplants in
the Japan. The ABO blood group barrier had
long been considered a contraindication to
kidney transplantation because of the increased
risk for humoral rejection and early graft loss
due to anti-A/B antibodies. Pretransplant
desensitization strategies such as the removal of
anti-A/B antibodies and the depletion of
antibody-producing cells have enabled ABO-
incompatible kidney transplantation. Recently,
ABO-incompatible kidney transplantation has
become an acceptable treatment option in Japan,
accounting for more than 30% of all living donor
kidney transplantation. Excellent outcomes have
been achieved, and the rates of graft survival in
these patients are presently similar to those in
recipients of ABO-compatible grafts.

In this lecture, we would like to discuss
development of kidney transplantation as renal

replacement therapy.

Vol.4, No.1, August 2019

Senior Consultant Surgeon, General Surgery, G.I. Surgery and Transplantation, Indraprastha Apollo Hospitals,

Sarita Vihar, New Delhi, India

Renal transplantation is the treatment of choice
for patients with end stage renal failure. It not
only results in a better quality of life but is also
associated with long term survival and is also
economical.

India has a robust live related donor program.
The donor is the key to this operation and it is
imperative that risks to the donor be kept to as
low as possible. We have recently publisehed
guideinlines for the live renal donor as part of
KDIGO. ( Kidney disease, Improving global
outcomes) in “Transplantation.”

As results in transplantation have improved so
dramatically the gap between demand and
supply has increased . We currently take donors
we would not have accepted a decade ago. These
are old donors, donors with complex anatomy as
well as donors with stones. These are called as
marginal donors and results by using these have
been impressive .

One of the most challenging aspects of
transplantation is pediatric “transplantation and
this group not only is technically demanding but
poses complex problems in the post operative

period. We have been able to demonstarte

Vol.4, No.1, August 2019

1

excellent results in this group of patients

comparable to the best center’s in the world.
Transplant patients pose complex surgical issues
in the post operative period like kinking ,
aneurysms as well as urine leaks and allograft
rupture and require definitive management for
the same.

The long term management of this group of
patients is challenging and involves a fine
balance between rejection and infection. These
patients also have a higher incidence of
malignancy and immunosuppression has to
tailored to each patient. We were among the first
groups in the world to demonstrate the
equivalence of generic tacrolimus in
transplantation .

Other challenging areas have been the ABO
incomaptible renal transplant as well as the
kidney pancreas transplant for patients with
diabetes and renal faliure.

Human organ transplantation ranks as one of the
most outstanding achievements in medical
history. The procedure involves the expertise of
various branches of medicine and is often the

only hope for survival for patients .

©2019 The Authers
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Chronic Kidney Disease Prevention: Concept and Practice

Dhavee Sirivongs, M.D.
Associate Professor, Khon Kaen Medical School, Khon Kaen, Thailand

Chronic kidney disease (CKD) is known as a
worldwide health problem as there has been
international celebration on “World kidney day”
since 2006. Thailand also faces the problem,
number of CKD cases is about 10 million by
estimation based on Thai SEEK project in 2008.
Common causes of CKD are Diabetes mellitus,
drug induced, glomerulonephritis and
nephrolithiasis.

Currently CKD is divided in 5 stages, 6 levels: I,
II, IITa. IIIb, IV and V. As CKD in the early stage
is usually asymptomatic, so the patients have
been detected incidentally with their underlying
disease. Standard cares for CKD include control
of underlying diseases, adequate fluid intake, low
salt and protein diets, and avoidance of over the
counter (OTC) drug uses. Also, ACE-Is/ARBs is
meticulously administered in proper cases. Since
2008, PD first policy was established in Thailand.
All patients may access to treatments depended

on their health scheme insurance. CKD care,

peritoneal dialysis, hemodialysis, kidney
transplantation and palliative care are provided
to the patients.

Regarding CKD care, in Thailand stage I & II
CKD are taken care by a general practitioner at
Primary care unit outside hospital, later stages
by an internist or nephrologist in a public
hospital. As a concept “chronic self-management”
for chronic diseases is transferred to patients, the
first mission of the care is to convince CKD
patients to care themselves. One of the
interesting CKD care model in Thailand is
“Chumphae model”, a community CKD clinic
model. By this model there are 5 stations as
usual, but its outstanding points are “expert
patients” and “reminder sheet”. The outcomes are
quite promising.

In conclusion even doctors and nurses know the
theory of CKD care, but ones who may overcome
CKD problems are the patients themselves using

the concept of chronic self-management.

CKD-MBD ~ What is Klotho and FGF23? ~

Ken Tsuchiya, M.D., Ph.D.

Professor, Department of Blood Purification, Tokyo Women’s Medical University, Tokyo, Japan
General Affairs Chairman, Japanese Society for Dialysis Therapy, Tokyo, Japan

It was reported by Kuro-o et al. in 1997 that
insertion mutant mice of Klotho gene showed
early senescence traits, but remarkably, the gene
expression was strongly recognized in the kidney.
After this report, it has conjugated that FGF23
which is one type of bone-derived fibroblast
growth factor (FGF), has a phosphorus diuretic

action in the kidney, forms a series of FGF23-

©2019 The Authers
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Klotho-axis and regulates calcium /phosphorus
metabolism. Under these circumstances, the link
between them is speculated that they are
involved in the development of chronic kidney
disease (CKD), resulting in the establishing
pathophysiology of CKD-MBD.

Vol.4, No.1, August 2019

Management of CKD

Assoc.Prof. Cholatip Pongskul

Associate Dean, Information Technology, Division of Nephrology, Department of Medicine, Faculty of Medicine, Khon

Kaen University, Khon Kaen, Thailand

Objectives of CKD management are: to screen
CKD in high risk population, slow progression of
kidney disease, evaluation and treatment of CKD
complication, cardiovascular risk reduction, and
preparation for renal replacement therapy.
Urinalysis and sGFR should be used as screening
test for patients with diabetes, hypertension,
autoimmune disease that may affect kidney
function, gout, repeated urinary tract infection,
cardiovascular disease, and elderly people.
Slowing the progression of CKD consisted of
blood pressure control, minimize proteinuria,

glycemic control in diabetic kidney disease, lipid

Abstracts

control, and nutritional advocating. ACEI/ARB is
the drug of choice in proteinuric CKD patient.
Intensive glycemic control should be avoided in
late stage of CKD. Low protein diet may not be
appropriated in Asian population .Management
of CKD complication including anemia, calcium/
phosphate metabolism, and metabolic acidosis.
Patient should be prepared for renal replacement
therapy at time point of CKD 4. Choice of RRT
depends on multifactorial such as patient’s

preferable, co-morbidity, availability of center.

texture, taste and safety.
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@PKISSEI PHARMACEUTICAL CO., LTD.

Nutritional Business Center (Development and sales of therapeutic foods)

As the average age of the population constantly increases, patients who
require in-house healthcare management also goes up and up. Their
health conditions are various and sometimes, serious. Obviously, though,
appropriate nutrition is essential to keep their health condition, it was
difficult to fulfill conflicting requirements among nutrition balance,

Kissei Healtheare Division can offer your complete satisfaction for the all
demands of the any health conditions. Our products cleared the all
difficulties with excellent cuisine preparation for therapeutic purposes. We
ensure full therapeutic performance to support your health condition.

KISSEI PHARMACEUTICAL CO.,LTD
Nutritional Business Center

9637-6Kataoka, Shiojiri-City, Nagano-Pref.,399-0711, Japan
Phone: +81-(0)263-54-5010 FAX:+81-(0)263-54-5022
Protein-reduced Rice “Yumegohan1/25” URL: https://www.kissei.co.jp/health/
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Cambodian Renal Registry 2017 and 2018
(Limited to Phnom Penh)

Thim Pichthida, Toru Hyodo, Phon Elin, Sopheaktra Tan, Samoudum Kim, Sovannbophea
Yim, Hy Chanseila, Chy Tith, Pho Sokhom, Lim Sochun, Kamol Svay, Sovandy Chan, Lim
Vadhana

Cambodian Association of Nephrology, Phnom Penh, Cambodia

[Purpose]

Common renal diseases in Cambodia that can lead to end-stage renal failure are hypertensive nephropathy, diabetic
nephropathy, bilateral renal stones, and glomerulopathy. The true incidence and prevalence of ESRD and HD are not
known because we don’t have an official governmental system that tracks renal diseases, but estimates suggest that the
prevalence may be rising year on year. In 2017, CAN began collecting unofficial data as part of preparations for an official
renal registry. The 2017 data was presented at the Non-Western World Symposium held at the 63rd Annual Meeting of the
Japanese Society for Dialysis Therapy (JSDT) [1].

[Materials and methods]

In August 2017 and 2018, in efforts to collect further data, we conducted a cross-sectional study at the 6 main HD centers
in Phnom Penh. We compared the following data from 407 patients in 2017 [1] with data from 499 patients in 2018: age,
sex, geographic location, underlying diseases, HD frequency per month, HD session duration, the analysis of number of HD
patients, geographic data of HD patients, gender distribution, and the HD patients number in each HD center. Data were
analyzed using SPSS, with numerical and categorical data given as means, medians, and percentages.

[Results]

Of the patients surveyed, 90.7% in 2017 and 91.0% in 2018 had been receiving HD until the previous year; thus, 9.3% in
2017 and 9.0% in 2018 were new HD patients[Fig.1]. In 2017, 55.0% were living in Phnom Penh and 45.0% were living in
the provinces in 2017; in 2018 the numbers were similar, at 57.5% and 42.5%, respectively[Fig.2]. Men accounted for 57.2%
of the total in 2017 and 51.3 in 2018[Fig.4]. The distribution of age, frequency of HD per month, and underlying diseases
are shown in Figs. 4-5 . HD duration per session was 4 hours at all HD centers. Mean HD frequency per month was
7.8+2.4 in 2017 and slightly lower at 7.2+2.5 (mean+S.D.) in 2018. The underlying diseases and the percentages of HD
patients number in each HD center were shown in Fig.6 and 7.

[Discussion]

CKD and renal replacement therapy have been a significant financial burden to patients and their families. That is why
the cost of renal replacement therapy continues to be such a major issue in Cambodia. If a patient receives hemodialysis
twice weekly, they have to pay around 800-900 US dollars per month. For context, the annual household income per capita
is estimated to be 1706 US dollars in 2019 [3]. Patients are totally responsible for their treatment costs, and this does not
include the additional costs of transportation and accommodation for patients who must travel to the city for treatment
from the provinces. This heavy financial burden forces some patients to abandon dialysis therapy and die; others sell
property, such as their house or land, to pay for treatment; some have to live a lower quality of life because of inadequate
dialysis and resulting anemia. This situation is similar to that in Japan before 1972 (the year the Japanese national health
insurance system was established and HD patients started to receiving HD for free). And more HD centers in the rural
areas are needed.

The results of our study indicate the prevalence of ESRD and HD is increasing in Cambodia. Among the issues we
identified was poor adherence to HD treatment, which needs to be tackled. State and private health insurance subsidies
would help with this, and a focus on primary, secondary, and tertiary prevention of hypertension and diabetes mellitus
would also be crucial. We found out the very useful and practical diet therapy to prevent diabetic nephropathy. That is the
basic carbohydrate counting method [4]. We are now spreading this methods to all over Cambodia.
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(n=499)

70%

60%

50%

40% —— |—
=2017
30% —— 2018
20% -

10% F—

0%

Phnom Penh Province
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Median age 55 (IQR 42-63)

15% 2017
=2018

Figure 4. Age distribution of hemodialysis patients in 2017 (n=407) and 2018 (n=499)
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Figure 5. Frequency of HD/month in 2017 (n=407) and 2018 (n=499)
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Figure 6. Underlying diseases of hemodialysis patients in 2017 (n=407) and 2018 (n=499)
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The Outcome of Training Courses to Cambodian Medical
Students and Doctors in Renal Replacement Therapy,
Nephrology, Nutrition, Diabetes, and Clinical Engineering
Supported by Japanese Dialysis Related Societies.

Elin Phon MD', Pichthida Thim MD? Tam Nov MD?, Kenichi Kokubo PhD?*, Haruki Wakai
MD?, Toru Hyodo MD*, Hideki Kawanishi MD*

1) Department of Pediatrics, Sonja Kill Memorial Hospital, Kampot, Cambodia

2) Department of Pediatrics, Angkor Hospital for Children, Siem Reap, Cambodia

3) Department of Internal Medicine, Sonja Kill Memorial Hospital, Kampot, Cambodia
4) NGO Ubiquitous Blood Purification International, Yokohama, Japan

[Backgrounds]

Cambodia is a Southeast Asian nation which has just been free from the civil war within the last two
decades. Therefore, dialysis therapy is still very limited both material and human resources. As a
result, Japanese Assistance Council of Establishing Dialysis Specialist System in Cambodia (JAC-
DSC) was formed to assist building specialist in renal area and education under the support of JAC-
DSC, Japanese Society for Technology of Blood Purification (JSTB) and Japanese Society for Dialysis
Therapy (JSDT) conducted yearly training course in Renal Replacement Therapy, Nephrology,
Nutrition, Diabetes, and Clinical Engineering in Cambodia to Cambodian medical students and
doctors. Furthermore, the outstanding attendees were selected to have a further intensive training in
Japan for two weeks. This study will show the outcome of these training courses in Cambodia and

Japan.

[Materials and methods]

There are two groups of attendee were in the study. Group A is a total of 58 attendees who had joined
the training course in Cambodia in 2018, and all of these attendees were selected for answering a set of
designed questionnaires. Group B is a total of 13 attendees whose 2-week intensive training course
were in Japan in 2013, 2015, 2016, 2017 and 2018, were all selected for phone call interview.

[Results]

Group A’s result. Among 58 attendees, 83% is medical student, 10% is medical doctor, and 7% is
medical resident [Fig.1]. The average pre-test score 6.3 point about CKD while the average posttest is
8.3 [Fig. 2]. After joining the training, there is 70.7% of attendee who interested in the field of
nephrology, dialysis and/or clinical engineering [Fig. 3]. The benefits from attending the training are
more understanding of nephrology lessons and dialysis, sharing knowledges gained from training,
adding-on clinical experiences, being able to educate patients about renal health and nutrition, being
able to provide dialysis information to patients, and understanding about clinical engineer work
[Table].

Group B’s result. Among 13 attendees, 77% were medical students when they got the intensive
training in Japan and only 23% were clinicians [Fig. 4]. Currently, 77% are clinicians which 30.8% of
that are dialysis specialists, and the others are resident in family medicine, pediatric, internal
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Status Distribution of Attendees (n=58)
= Medical Student = Medical Doctor Resident

[Figure 1]

shows among 58 attendees, 83% of attendee is
medical student, 10% is medical doctor, and 7% is
resident.

The Interest of Attendees in Field of Nephrology, Dialysis,
and/or Clinical Engineering after Joining the Training (n=58)
®Yes ¥ No

[Figure 3]

shows among 58 attendees, 70.7% of attendee is
interested in the field of nephrology, dialysis, and/or
clinical engineering after joining the fraining.

Mean Comparison Between Pre-Test and Post-Test

) Pre-Test Post-Test
= Mean 6.3 8.3

[Figure 2]
shows the pre-test mean is 6.3 point while the post-test
mean is 8.3 point.

58 58 0
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58 56 2
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58 53 5
91.4% 8.6%

58 55 3
94.8% 5.2%

58 55 3
94.8% 5.2%

58 51 7

87.9% 12.1%

shows the benefits that attendees get affer joining the
training.

Status Distribution of Attendees Before Joining the Intensive
Training in Japan (n=13)

= Medical Students = Clinicians

Currently Status Distribution of Attendees (n=13)
= Medical Students Clinicians

30.8% is Dialysis
Specialist

15.4% is Family
Medicine Resident
7.7% is Pediatrics
Resident

7.7% Is Internal
Medicine Resident
7.7%is %
Preumology

Resident

7.7% is Psychiatry

Resident

[Figure 4]

shows among 13 attendees, 77% is medical students
during the period of joining the intensive training in
Japan while there is only 23% are clinicians.
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[Figure 5]

shows the current status of attendees are medical
intern 23% and clinicians 77% (30.8% of whom is dialysis
specialists, and the others are resident in family
medicine, pediatric, infernal medicine, pneumology,
and psychiatry)
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medicine, pneumology, and psychiatry [Fig. 5]. Before the training in Japan, only 38% are interested

in dialysis specialty or nephology as their future carrier. After getting back from Japan, 77% is

interested in dialysis specialty which 40% of them are currently working in Dialysis Centers, 20% of

them promisingly want to be Pediatric Nephrologists, 30% of them want to be Nephrologists, and

10% 1is interested in launching dialysis center [Fig. 6, 7].

[Conclusion]

The study has shown that the knowledge of Cambodian medical students and doctors in the area of

CKD and clinical engineering have been improved. In addition, the number of doctors working in

dialysis center or students interested in dialysis and nephrology are significant increased. The

outcome of the training provided benefits for both Cambodian doctors and students to improve the

dialysis therapy in Cambodia.

Interest of Attendees in Dialysis or Nephrology Before and
After Joining the Intensive Training in Japan

mYes No

TT7%

62%

38%

Before After

[Figure 6]

shows that before the intensive training in Japan, only

38% are inferested in dialysis specialty or nephology as
their future carrier. After getting back from Japan, 77%
is interested in dialysis specialty.
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Currently Interest Distribution of Attendees who Interested
in Dialysis and Nephrology after Joining the Intensive
Training in Japan (n=10)

= Currently working in
Dialysis Centers

= Want to be
Nephrologists
Want to be Pediatric
Nephrologists
Interested in launching
Dialysis Centers

[Figure 7]

shows the interest among attendees which 40% of
them is currently working in dialysis centers, 30% of
them want to be nephrologists, 20% of them
promisingly want to be pediatric nephrologists, and
10% is interested in launching dialysis center.
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Introduction to Transplantation -2- Immunosuppressive drugs

Kazunari Yoshida, M.D., Ph.D.

Professor, Division of Organ Transplant and Regenerative Medicine, Department of Advanced Medicine,
Research and Development Center for New Medical Frontiers, Kitasato University School of Medicine,

Sagamihara, Japan
Head, Transplant Support Center, Kitasato University Hospital, Sagamihara, Japan
Director, NGO Ubiquitous Blood Purification International, Yokohama, Japan

Guest Professor, International University, Phnom Penh, Cambodia

Kidney transplant requires immunosuppressive drugs for suppressing transplant rejection caused by
inserting another person’s kidney to a body. If regenerative medicine advances in the future and transplant
with kidney generated by one’s own cells or immune tolerance with not recognizing only transplanted
kidney as a foreign substance is feasible in clinical practice, immunosuppressive drugs would not be required
any more. Yet, it may take approximately 10-20 years for full realization. In the meantime, we will be
hoping for a new immunosuppressive drug.

I consider most of transplanted patients may be taking Steroid, Neoral®, Prograf®, Cellcept as
immunosuppressive drugs, but I would like to describe these drugs from a viewpoint of rejection as well as
usage of new immunosuppressive drugs in recent years. Rejection occurs due to immunity eliminating a
transplanted organ as a foreign object, but it can be broadly classified as 2 types. One of them is “Antibody”
or a type of protein causes “Antigen-antibody reaction” by binding to “Antigen” in transplanted organ as a
foreign object, then a rejection occurs due to organ cell destruction by a chain reaction or cessation of blood
flow by blood coagulation. This is a phenomenon called “Antibody-mediated rejection”. Antibody is a protein
called immunoglobulin which is produced by B-lymphocyte. Antigens such as blood group antigen and
human leukocyte antigen (HLA) exist on the cell surface of organ. Thus, if transplanting a kidney from a
donor with a different blood type, there would be severe antibody-mediated rejection unless controlling
antibody. Therefore, rejection would occur less often when histological type matches as much as possible. If
there is ABO-incompatible transplantation or antibody against a donor, antibody-mediated rejection would
occur within a short period of time from a few minutes to a few days. Therefore, it is also called “Hyperacute
rejection”. Furthermore, some rejections occur depending on a histological type of antibody, but there are
also some chronic rejections caused by accumulated production of antibody even with a long-term
immunosuppression. Thus, it is true that “Chronic antibody-mediated rejection” cannot be sufficiently
controlled yet. Because of chronic rejection, outcome of a long-term kidney transplant (graft survival rate)
does not show much improvement compared to that of a short-term. For that reason, it has been currently
focusing on a immunosuppressive therapy as how B-lymphocyte with antibody production can be controlled.
So, Steroids (Prednisolone, Methylprednisolone) (Predonine®, Medrol®), Antimetabolite (Mycophenolate
Mofetil, Mizoribine, Azathioprine), (CellCept®, Predonine®, Azanin®), m-TOR Inhibitor (Sirolimus,
Everolimus) (Rapamune®, Certican®), Gusperimus (Deoxyspergualin, Supanijin®), Molecularly-targeted
drug against B-cell (Rituximab, Bortezomib) (Rituxan®, Velcade®) are available as an immunosuppressive

drug for this purpose.

Those with a kidney transplant should be taking some of these drugs.

©2019 The Authers
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In contrast, because several types of cells (e.g. T-cell, macrophage, and dendritic cell) in a body recognize
transplanted organ as a foreign object, “T cell-mediated rejection” would occur as attacking or damaging
the transplanted organ by producing lymphocytes for playing an attacking role. A type of lymphocyte
called T-lymphocyte will be playing the main role. It will take approximately one week for the attacking
processes such as recognition of transplanted organ as a foreign object by T-lymphocyte, transmission of
the information to a weapon factory, and production of cytototxic T lymphocyte for initiation of attack.
This is called “Acute rejection”. The mechanism of this T cell-mediated acute rejection has been well
clarified, and various reaction inhibitors have been developed and used so far. The major inhibitors are
cyclosporine and tacrolimus as a calcineurin inhibitor. Steroid and antimetabolic drug for suppression of
B-lymphocytes also can suppress T-lymphocyte. In addition, there are other drugs like basiliximab or
anti-human thymocyte immunoglobulin as an antibody to suppress T-lymphocyte by binding to it, and
alemtuzumab (Campath-1H) as an antibody destroying T-lymphocyte and B-lymphocyte by binding to
them. Since it might require a slightly-different information transmission called costimulatory signal in a
series of T cell-related acute rejections, there is a drug called belatacept for blocking this signal. In the
immune system, because T-lymphocyte and B-lymphocyte work as being associated with each other, there
would be a damage on transplanted organ due to antibody production by sending a signal from

T-lymphocyte to B-lymphocyte.

Immunosuppressive drugs may cause some side effects such as damaging transplanted kidney, developing
metabolism disorders (e.g. hypertension, diabetes, and hyperlipidemia), easily causing an infection due to
immunosuppression, and increasing occurrence rate of malignant tumor. Thus, a sensitive adjustment
might be required for sufficiently suppressing rejection by minimizing side effects. For achieving such
procedure, it is important to pay attention to measure a blood level of drug and receive medical
examination or periodical health check, and also necessary to have a diet therapy after transplant as well

as proper medical examination and medication.

As explained above, immunosuppressive drugs are briefly described from a viewpoint of rejection

mechanism.
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Cambodian/Japanese language journal published by Reiseikai Media (Cambodia) Co., Ltd
(“Company”). The purpose of the Journal is to widely introduce medical achievements in the
fields of basic and clinical medicine on nephrology and thereby to contribute to the develop-

ment of medicine and human beings.

sinki and ethical consideration must have been fully taken into. Experiments involving ani-
mals must have been conducted in the manner giving careful consideration to animal protec-
tion. Where the content of the submitted manuscripts involves interest of particular
individuals or organizations/bodies, authors are requested to expressly write down such in-

terest or possible conflict of interest in the text of the manuscripts.
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submit to the Journal, manuscripts that contain substantially the same part(s) of the content
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reproduction, so as to avoid any violation of ethics as researchers. Authors are requested to
state citations (name of author, name of book, year of publication, page number etc.) in the

text of the manuscripts where suitable.
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