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Welcome Letter

Remark by
Prof. Lim Vadhana
President of the Cambodian Association of Nephrology,
At the Third Annual Conference of the Cambodian Association of Nephrology
December 01, 2018, Phnom Penh, Cambodia

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
created 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 from Vietnam and Japan, 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

successful conference and a wonderful day. Thank you.
LIM VADHANA
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Arrival of National and International participants and speakers (Register)
National Anthem
Welcoming and Opening Speech by LIM Vadhana, M.D., President of CAN

Chairman: LIM Vadhana, M.D., Toru Hyodo, M.D., Ph.D.
Blood Pressure Control and Water and Sodium Restriction in Hemodialysis Patients
Presented by: Toru Hyodo, M.D., Ph.D., Tokyo, Japan

Manageable Risks in Hemodialysis Infection Prevention and Control
Presented by: Michael Etter, M.D., MBA, MPH, Germany

Current Status and New Challenges in Home Hemodialysis Therapy
Presented by: Haruki Wakai, M.D., Tokyo, Japan

Roche Presentation
Fresenius Presentation

Questions and Answers
Coffee Break

Chairman: LIM Sochun, M.D., Ziad A. Massy, M.D., Ph.D., Pham Van Bui, M.D., Ph.D.

New Insight on Uremic Toxicity in CKD
Presented by: Ziad A. Massy, M.D., Ph.D., FERA

Comprehensive Strategy to Prolong CKD Progression with Competitive Indications
Presented by: Pham Van Bui, M.D., Ph.D., Ho Chi Minh City, Vietnam

The Current Status and Future Challenges of ERSD in Cambodia
Presented by: Svay Kamol, M.D., Vice President of CAN, Cambodia
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Questions & Answers
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Blood Pressure Control and Water and Sodium Restriction

in Hemodialysis Patients

Toru Hyodo, M.D., Ph.D.

1) Department of Urology, Kitasato University School of Medicine, Sagamihara, Japan

2) Japanese Society for Dialysis Therapy Human Resource Development Program Committee for

Dialysis Specialist in Developing Country, Tokyo, Japan

Dialysis patients cannot excrete urine if the
residual renal function is completely diminished.
Therefore, the amount of drinking water is equal
to all weight gain.

Since the weight gain is a factor related to life
prognosis, it must be properly managed.

For this reason, we must know the relationship
between the weight gain and salt intake.

The salt intake between the inter-dialysis can be
calculated by using the following formula based
on the serum salt concentration in HD patients
(approximately 140 mEq/L): The increase in the
body weight (Kg) X 140 X molecular weight of salt
(58.5)/1,000 = The increase in the body weight
(Kg) X approximately 8 g.

In other words, the formula means the
consumption of salt at approximately 8 g per 1.0
kg weight gain (water retention of 1.0 L).

This formula should be introduced to hemodialysis
patients and make them utilize it.

The rationale of this formula will be opened in

this lecture.
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Manageable Risks in Hemodialysis Infection Prevention and
Control

Michael Etter, M.D., MBA, MPH, Germany

Senior Vice President Medical Affairs FMC-AP
Chief Medical Officer FMC-AP

Dr. med. (MD) Technical University Munich, Med. School
MBA University of applied science Neu Ulm/Germany
MPH University of applied science Emden/Germany
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New Insight on Uremic Toxicity in CKD

Ziad A. Massy, M.D., Ph.D., FERA

Chief, Division of Nephrology
Ambroise Paré Hospital
Paris-Ile-de-France-Ouest University (UVSQ)

La mortalité cardiovasculaire des patients atteints
d’'une maladie rénale chronique reste un probléme
majeur. A coté des facteurs de risque traditionnel,
les toxines urémiques, participent de fagon non
négligeable a ce surcroit de mortalité, en générant
et en entretenant un état inflammatoire chronique
dit de bas grade. Ces molécules sont I'objet d'un

intérét croissant depuis quelques années et une

Vol.3, No.1, December 2018

Abstracts

grande partie des toxines urémiques associées a
cette surmortalité cardiovasculaire ont été
identifiée. Néanmoins; les effets bénéfiques de
stratégies thérapeutiques qui tentent de moduler
les taux de ces toxines sur la morbi-mortalité chez
les patients en maladie rénale chronique restent a

démontrer.

©2018 The Authers
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Current Status and New Challenges in Home Hemodialysis Therapy

Haruki Wakai??? Natsumi Abe?? Rika Yamanaka"? Toru Hyodo?? RN

Kazunari Yoshida®? Hideki Kawanishi?

1) Reiseikai Medical Corporation Shinagawa Garden Clinic, Tokyo, JAPAN

4 rd
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X

h .

2) Kitasato University School of Medicine, Urology, Sagamihara, JAPAN
3) Kitasato University School of Medicine, Research and Development Center for New Medical Frontiers, Sagamihara, JAPAN
4) NGO Ubiquitous Blood Purification International, Yokohama, JAPAN

Home hemodialysis (HHD) is rapidly becoming
more widespread as it has the potential to
dramatically ameliorate the quality of life and
survival rate of chronic dialysis patients. In
conventional in-center hemodialysis given thrice
weekly for 4 h/session, the compensated renal
function as estimated by creatinine clearance is
almost 10 ml/min, whereas in nocturnal home
hemodialysis (NHD) it is >40 ml/min. In NHD,
sufficient removal of uremic toxins and
normalization of body fluid balance can achieve
the same survival rate as with renal
transplantation from a cadaver donor. One more
important feature of HHD is that patients can
arrange their dialysis schedule to suit their own
lifestyle and daily schedule. HHD patients benefit

from valuable time saved compared with patients
receiving in-center HD.

Also, HHD can be implemented at a patient’s
home with no medical practitioner in presence.
Therefore, this method is useful in a large country
where patients cannot easily find a nearby
outpatient dialysis facility or in a country with so
few such facilities that patients cannot have access
to it in their neighborhood.

For many merits, HHD is an effective medical
treatment in both of developed and developing
countries.

In this presentation, I will explain the current
status of HHD and refer to a variety of new

approaches.

©2018 The Authers
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The Current Status and Future Challenges of ERSD in Cambodia ISMOVTU]S §ﬁﬁ§lﬂﬂ[§iﬂiﬁ§8’lm ﬂjﬁS’lﬁﬁ%SﬁijJﬁLﬁhiS'lﬁ
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Kamol S99, Vadhana L. 9, Pichthida T.”?%9, Sochum L.?9, Elin P.799 Chanseila H.??,
Sovandy C.Y97, Sambo Y.?9, Tith C.»?, Sokhom P.??, Kanitha S.,Turo H.'Y, Haruki W.'7,

Kamol 879, Vadhana L. »%, Pichthida T"?»%, Sochum L.”%, Elin P""Y, Chanseila H?>?, Sovandy C."%7,
Sambo Y%, Tith C.””, Sokhom P77, Kanitha S.,Turo H."”, Haruki W.!V, Satoshi E." Kuok Y., Taing L."”

Satoshi E.'V Kuok Y.?, Taing L.

1) School of Medicine, International University, Phnom Penh, Cambodia

2) Angkor Hospital for Children, Siem Reap, Cambodia
3) Cambodian Association of Nephrology

4) Cambodian Pediatric Association

5) Sonja Kill Memorial Hospital, Kompot, Cambodia

6) Calmette Hospital, Phnom Penh, Cambodia

7) Preah Kossamak Hospital, Phnom Penh, Cambodia

8) Health Science Institute of Royal Cambodian Armed Forces (RCAF) Hospital

9) Yi Kuok clinic
10) Khmer-Soviet Friendship Hospital

11) Japanese Assistance Council of establishing Dialysis Specialist System in Cambodia

Each year between 2.3 and 7.1 million mainly in
low and middle income countries need renal
replacement therapy. In Cambodia the burden of
the end stage renal disease (ESRD) and
hemodialysis have been increasing yet there is no
national registry currently.

According to a research of the Cambodian
Association of Nephrology, the number of dialysis
patients in Cambodia has over 600 persons in
2018. It means that this number increases from
10 to 20% over 2017.

Cambodia has its own obstacles to promote a
better hemodialysis. In this Third Medical
Conference of Cambodian Association of
Nephrology, the history of creation of municipality
hemodialysis centers and provincial hemodialysis
centers, present condition, and issues of

hemodialysis will be discussed.

©2018 The Authers
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Comprehensive Strategy to Prolong CKD Progression with
Competitive Indications

Pham Van Bui, M.D., Ph.D., Ho Chi Minh City, Vietham

Professor Bui Van PHAM (M.D., Ph.D.)

e Head of the Department of Nephrology-Urology-Transplantation, Pham Ngoc Thach University of Medicine,
Vietnam

o Invited Professor, Department of Geriatric Medicine, University of Medicine and Pharmacy at Ho Chi Minh City,
Vietnam

 Visiting Professor, Liege University, Belgium

The management to retard the progression of — Correction of acid-base disorders
CKD needs multi-faced approach including: — Management of immune-mediated diseases
— Control high blood pressure — Nutrition management.
— Control high blood sugar The lecture will discussion how to manage these
— Adequate anemia management conditions to delay the progression of CKD.
— Control proteinuria

— Management of dyslipidemia

— Management of CKD-MBD

— Control hyperuricemia
iRangnbminspiginiimismiimvasinpaimehii (ckp) hywsh

ANANGY B NS §w , [UIeaniiaamy, M.D., Ph.D.

Professor Bui Van PHAM (M.D., Ph.D.)

e Head of the Department of Nephrology-Urology-Transplantation, Pham Ngoc Thach University of Medicine,
Vietnam

o Invited Professor, Department of Geriatric Medicine, University of Medicine and Pharmacy at Ho Chi Minh City,
Vietnam

« Visiting Professor, Liége University, Belgium
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Introduction to Transplantation -1- Rejection

Kazunart Yoshida, M.D., Ph.D.
1) 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
2) Head, Transplant Support Center, Kitasato University Hospital, Sagamihara, Japan
3) Director, NGO Ubiquitous Blood Purification International, Yokohama, Japan

4) Guest Professor, International University, Phnom Penh, Cambodia

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

In this lecture, I will talk about rejection.

In recent years, the outcomes of kidney transplantation have improved, and now they are pretty good.
Ten-year patient survival rate after living kidney transplantation, which means the rate at which the
transplanted patient is alive after ten years, is now 95% or more. Ten-year graft survival rate, which
means the rate at which the transplanted kidney still functions after ten years, has also reached nearly
90%. The main reason for this is that the rejection has decreased owing to the emergence of new
immunosuppressants. However, rejection remains to be the most serious complication of kidney
transplantation. In another words, rejection still remains to be the biggest problem in kidney
transplantation.

Rejections are classified into hyper-acute, acute, and chronic types depending on the temporal
differences of its occurrence. Hyper-acute ones occur within a few minutes to several hours, acute ones
within one week to several months, and those occurring later are chronic. Recently, rejections are
classified into antibody-mediated and T-cell-mediated rejections based on the mechanisms of rejection,
and each of them is further classified into acute and chronic types.

Human has immune systems, which are the mechanisms trying to eliminate foreign bodies invading
from outside. Since the transplanted kidney is non-self, that is, foreign body, rejection normally occurs
after kidney transplantation. Reaction occurs even between parents and children, as well as between
brothers or sisters. The only cases where rejections do not occur are the transplantations between
identical twins. This is because they have exactly the same sets of genes. The first kidney transplantation
in the world was performed between identical twins in 1954 in Boston, the United States. Transplanted
kidney is recognized as a foreign body because respective human individuals have different tissue types.
And, markers for different tissue types are presented on cell surface. In human, these tissue types are
called HLA, which stands for human leucocyte antigen. Unlike blood types, there are numerous types in

HLA. Upon bone marrow transplantation, we look for a person who matches the recipient in HLA type.

©2018 The Authers
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Normally, we can find a person who matches quite well at a rate of about one among tens of thousands
of people. People with similar HLA are less likely to be rejected, so people with more matched HLA are
preferentially chosen as donors in the case of deceased donor kidney transplant. On the other hand, in
the case of living-donor kidney transplantation, the donor has already been decided, so adequate
suppression of rejection is essential. In the rejections due to the differences of HLAs, lymphocytes called
T cells play an important role, so this type of rejection is called T-cell-mediated rejection (TMR). The
mechanism of TMR has been well studied, and various immunosuppressive drugs against it have been
developed. To date, owing to the advancement of immunosuppressive drugs, we can perform
transplantation well even when HLA does not match at all. However, on a long-term basis, better
outcomes (longer graft) can be obtained when HLA matches as much as possible. That is because chronic
rejection cannot be sufficiently suppressed by current immunosuppressive therapy. Since only one
kidney is transplanted, kidney transplantation results chronic kidney disese by definition. In addition,
transplanted kidneys may be damaged in the long time, especially if hypertension, hyperglycemia,
hyperlipidemia and so on are not properly controlled after transplantation. Also, as the transplanted
kidneys continue to be foreign bodies, immune systems may generate antibodies, mostly anti-HLA
antibodies, which in turn causes disorders in the transplanted kidneys and makes them gradually lose
kidney functions. This is chronic antibody-mediated rejection (AMR). In post-transplant patients should
have blood tests periodically, and if anti-HLA antibodies, especially donor-specific antibodies, are
recognized, we need to consider special treatment as soon as possible. As rejection progresses,
pathologically, renal tubules of grafted kidney are atrophied and replaced by fibrous tissues, and the
nephrons including glomeruli eventually disappear. Once glomeruli disappear, they never regenerate.
Unfortunately, some immunosuppressive drugs have side effects that promote fibrosis. Development of
new immunosuppressive drugs with little side effects is expected, however, it still remains difficult at
present. Acute antibody-related rejection occurs when antibodies to transplanted kidney are already
present in recipient’s blood or they generate in a short duration. Once this happens, its control is very
difficult, so we check it for its prevention to confirm that there are no such antibodies. Recently, kidney
transplantations from donors with different blood types are often performed; this is called blood-type
incompatible transplantation. Blood-type antibody can also be a problem in these cases. By eliminating
and/or reducing such antibody and by controlling B lymphocytes that produce them, which is called
desensitization therapy, we can now perform blood-type incompatible transplantation with good
outcomes. However, controlling anti-HLA antibodies is still difficult. Strong immunosuppression
prevents rejection, however, it can bring about bacterial or viral infection. A solution to this problem
would be to establish a state called “immune tolerance” in which rejection is avoided only in transplants,
however, it still needs substantial researches to establish this approach.

Previously, symptoms of rejection included swelling, pain, fever, hematuria, and decreased urine
volume due to transplanted kidney, and the rupture of transplanted kidney in some severe cases,
however, such events seldom occur recently. There are almost no symptoms with only small increase of
serum creatine values (about 30% increase) in many cases. It is very important that we keep on watching

the decrease of urine volume and the increase in serum creatine value. Unfortunately, however, these
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events also occur with nephrotoxicity of drugs and viral infection, this is why the biopsy of transplanted
kidney 1s still employed for their differential diagnosis. Kidney biopsy requires hospitalization and bed
rest, in addition to its high invasiveness, so we want to avoid it whenever possible. However, weak
rejection may be occurring even if no symptom is observed, so we perform kidney biopsy somewhat
regularly. Kidney biopsy is also necessary for the diagnosis of chronic rejection. Previously, bed rests for
24-hour were necessary after kidney biopsy, but recently only a few hours is enough. Proteinuria is also
suggestive of the impairment of transplanted kidney, so we need to consider potential rejection when it
is observed. The finding of interrupted blood flow in transplanted kidney by ultrasonography also
suggests rejection. Ultrasound examination is performed frequently because it is simple and less
invasive.

When diagnosed as rejection, immunosuppression needs to be fortified. When steroid mass therapy
(steroid pulse), increase of immunosuppressive drugs, and antibody-mediated rejection are suspected,
we apply the elimination of antibodies, B cell inhibitor administration, and high-dose administration of
immunoglobulin, and so on. However, treatments still remain difficult for chronic rejection or when
donor-specific antibodies have developed.

In this lecture, I briefly explained about rejection in kidney transplantation.

Immunosuppressant
FRAEREEEE
= CMI e, TAC
— IL-2fW 3R (mTORI) rapamycin, everolimus
N
- FREFRMEMSHEE cPA
— purinet® B & AL AZA
~ de nove purine (A S ALEEER MIZ, MME
— de novo primidine B & RCEEER leflunomide, malenitrilamides|FK778)
Y ERFE AR R (i)
- s ALG, ATG, ATGAM, Thymoglobulin
- D3 oKT3,
— IL-2 recepter {IL-2R: CD25) basiliximak, daclizumab
- D52 alemtuzumab (Campath-1H)
- Ch20 rituximab
—  CD28/CDEO/CTLA4 belatacept
Ol
— Steroids PSL, MPL
— HSPT7OFRE deoxyspergualin
- THRRFEMEmL ETY720
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