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PAT VAN PE

1. Tinh cép thiét cia dé tai

Bénh than man 12 mot van dé sic khoe toan cau hién dang duogc
quan tdm trong y hoc vi ty 1é méi méc va ty 1¢ hién mic ngay cang ting,
tang ganh nang chi phi diéu tri, chat lugng cudc sdng giam.

Bénh nhan bénh than man ngay cang duoc chim séc tot hon vé
nhiéu phwong dién, tudi tho cua bénh nhin ngay cang duoc ning cao
va tién luong bénh c6 cai thién dang ké. Tuy nhién, ty 18 tir vong &
bénh nhan bénh than man giai doan cudi van con cao, trong d6 dang
quan tAm nhét 1a tir vong do bién ching tim mach. Trén thé gidi, nhiéu
nghién ctru d cho thay vai tro ctia suy dinh dudng, viém, xo vita dong
mach va nhit 1a sy két hop cia ca 3 thanh td lién quan mat thiét voi
cac bién cd tim mach, tin suét nhdp vién va tir vong ¢ nhitng bénh
nhan nay. bay 1a mot van dé thoi sy ma cac nha than hoc quan tam
nham nang cao chat lugng diéu tri, chat luong cudc sdng va giam thiéu
tir vong ¢ bénh nhan bénh than man. Xuit phat tr thuc té trén, chung
t6i tién hanh dé tai: “Nghién civu déic diém va gid tri tién lwong ciia
hoi chirng suy dinh dwéng - Viém - xo vita ¢ bénh nhdn bénh thin
man giai doan cudi”.

2. Muc tiéu nghién ciru

Muc tiéu 1: Nghién ctu ty 1€, dac diém cac thanh t6 va mot sb
yéu t6 lién quan dén hoi ching suy dinh dudng - viém - xo vita dong
mach ¢ bénh nhan bénh than man giai doan cudi.

Muc tiéu 2: Khao sat mot s6 bién cd tim mach, ty 16 va gia tri
tién lwong cua hoi ching suy dinh dudng - viém - xo vira dong mach
dbi voi cac bién ¢ tim mach va tir vong trong 18 thang theo d&i ¢ ddi

tugng nghién cuu trén.
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3. Y nghia khoa hoc va thue tién ciia luan 4n

Y nghia khoa hoc: Huéng nghién ciru vé hoi chimg suy dinh
dudng - viém - xo vita dong mach ¢ bénh nhan bénh than man la van
d8 thoi sy ma cac nha than hoc trén thé gidi dang quan tim. Hoi chimg
suy dinh dudng - viém - xo vita dong mach dé dua dén nguy co tir
vong cao cho bénh nhan bénh than man. Nghién ctru ndy gép phan lam
sang td thuc trang ty 1& mic, dic diém va gia tri tién lugng cua hoi
ching suy dinh dudng - viém - xo vita dong mach trén bién cb tim
mach va tir vong & bénh nhan bénh thin man giai doan cudi.

Y nghia thuc tién: Két qua nghién ctru s& giup cac thay thudc
lam sang quan tim hon dén viéc phat hién hoi chimg suy dinh dudng -
Viém - xo vira ddng mach ¢ bénh nhan bénh than man giai doan cudi
dé can thiép som hoi chimg nay nham nang cao chat luong diéu tri cho
bénh nhan.

Viéc xac dinh cac yéu t6 lién quan véi hoi chimg suy dinh
dudng - viém - xo vira dong mach trong bénh than man s& giup cac
béc si diéu chinh cac yéu t6 nay: didu tri suy dinh dudng, chéng viém,
dam béo hiéu suit loc mau va nang cao chét luong cude séng cho bénh
nhan, giam ty 1 tir vong ... trong viéc diéu tri cu thé & timg bénh nhan
bi bénh than man.

4. Péng gop ciia dé tai

Pay Ia luan an dau tién tai Viét Nam nghién ctru vé hoi ching
suy dinh dudng - viém - xo vira dong mach & bénh nhan bénh than
man giai doan cudi.

Nguy co ¢6 bién ¢ tim mach ting cao theo s6 thanh t6 trong hoi
chimg suy dinh dudng - viém - xo vira dong mach. Panh gia soém hoi
chimg suy dinh dudng - viém - xo vira dong mach s€ giup tién lugng

bénh tir 46 dé ra chién luoc diéu tri can thiép thich hop, gitp giam
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thiéu nguy co bién cb tim mach va ti vong trén bénh nhin bénh than

man giai doan cudi.
CAU TRUC CUA LUAN AN

Luan an c¢6 141 trang v6i 4 chuong, 61 bang, 8 hinh, 7 so dd, 13
biéu do, tai liéu tham khao: 169 (tiéng Viét: 23, tiéng Anh: 146). it
van d&: 3 trang. Tong quan: 30 trang. Pdi tugng va phwong phap
nghién ciru: 26 trang. Két qua nghién ctru: 41 trang. Ban luan: 38
trang. Két luan: 2 trang. Kién nghi: 1 trang.

Chuong 1
TONG QUAN TAI LIEU

1.1. BENH THAN MAN, BENH THAN MAN GIAI POAN
CUOI VA CAC BIEN CO TIM MACH O BENH THAN MAN
1.1.1. Bénh thin man

Bénh than man (BTM) 14 tinh trang ton thuong than vé ciu truc
hodc chirc ning, ton tai trén 3 thang, biéu hién boi albumin niéu
hodc cac bat thuong vé hinh anh hoc hodc suy giam chirc ning than
duogc xac dinh thong qua muc loc cAu than < 60 ml/phat/ 1,73 m?
1.1.2. Bénh than man giai doan cudi

Bénh than man giai doan cudi twong ing véi bénh than man giai
doan 5 (MLCT < 15ml/phut/1,73m?) hodc bénh nhan di duogc diéu
tri thay thé than.
1.1.3. Cac bién ¢6 tim mach ¢ bénh nhéan bénh thin man

Céc bién ¢b tim mach & bénh nhan bénh than man rat da dang, bao

gdm mot sb bién ¢ chinh sau: tang huyét ap, suy tim, nhdi mau co
tim, tai bién mach mau nao, hdi chung vanh ce"ip, bénh mach mau

ngoai vi, ngung tim djt ngot.
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1.2. HOI CHUNG SUY DINH DUONG - VIEM - XO VUA
PONG MACH (HQI CHUNG MIA) VA PAC PIEM CAC
THANH TO CUA HQI CHUNG MIA

1.2.1. Pai cwong

Nam 1999, mot nghién ciru dugc tién hanh boi Stenvinkel P. va
cong su cho théiy c6 sy tuong tac 1an nhau giita bénh tim mach, viém
va cac chi s6 dinh dudng & bénh nhan bénh than man chua loc mau.
Xuat phat tir nghién ciru ndy, cac tac gia da dwa ra mot hoi ching bao
g@)m suy dinh dudng, viém va xo vita dong mach dugc goi la hoi
chimg MIA (Malnutrition-inflammation-atherosclerosis syndrome).
1.2.2. Pic diém cac thanh t6 ciia hdi chirng MIA
1.2.2.4. Lién quan giita cdc thanh té trong hi chirng MIA
a. Lién quan viém va suy dinh dudng trong bénh than man

- Viém la nguyén nhan gay suy dinh dudng trong bénh than man:
viém gy chan an, ting tiéu hao niang lugng lic nghi, ting dé khang
insulin, hoat hoa con dudng ubiquitin - proteasome phu thugc ATP.

- Suy dinh dudng 1a nguyén nhan gay viém trong bénh thin man:
suy dinh dudng 1am ting stress oxy hoa, giy rdi loan co ché mién dich
lam cho co thé d& bi viém, nhiém khuan.

b. Lién quan suy dinh dudng va xo vita ddng mach trong BTM

Suy dinh dudng phdi hop véi sy gia ting stress oxy hoa lam suy
yéu mang trong ciia mach méu, tir 46 lam giam loi ich sinh hoc cia
NO. Pay c6 thé 1a co ché gop phan gia ting bénh tim mach & bénh
nhan BTM.

c. Lién quan viém va xo vita dong mach trong bénh than man

Tinh trang viém man s& gy ton thuong ndi mac mach méau va thic

déy nhanh tién trinh xo vira dong mach & bénh nhan BTM giai doan cudi.
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CU'U

Nghién ctru dugc tién hanh tir thang 12/2013 dén thang 2/2017 tai
khoa No¢i Than - Co Xuong Khép va khoa Than nhéan tao Bénh vién
Trung vong Hué.

Chung t6i thuc hién khdo sat 174 bénh nhan BTM giai doan cudi
duoc chia lam 3 nhom: nhom chua loc mau (57 bénh nhan), nhém thAm
phan phiic mac (56 bénh nhan), nhom lgc méau chu ky (61 bénh nhan).
2.1.1. Tiéu chuén chon doi twgng

Bénh nhan bénh thian man do viém cdu thian man va viém than
bé than man, > 18 tudi, ddng ¥ tham gia nghién ctru.
2.1.1.1. Nhém chwa loc mau: Bénh nhan bénh than man véi MLCT <
15 ml/ph(t/1,73m* (MLCT dugc tinh theo cong thire CKD-EPI 2009).
2.1.1.2. Nhém tham phén phiic mac: Tham phan phic mac lién tuc
ngoai tru 6n dinh it nhat da dugc 2 thang.
2.1.1.3. Nhom lpc mdu chu ky: Loc mau 6n dinh it nhat d3 duoc
3 théng.

2.1.4. Tiéu chuin chin doan hdi chimg MIA
2.1.4.1. Tiéu chin chin dodn hi chirng MIA

Theo tac gia Stenvinkel P. va cong su, hoi chung MIA & bénh
nhan bénh than man giai doan cudi bao gém ba thanh td: Suy dinh
dudng (M: Malnutrition), viém (I: Inflammation), xo vita dong
mach (A: Atherosclerosis).
2.1.4.2. Tiéu chudn chin dodn tieng thanh té trong hji chitng MIA

a. Tiéu chuan chan doan suy dinh dudng (M): khi c6 tinh trang suy
dinh dudng dugc dénh gia theo SGA 7 thang diém (néu cac myc danh
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gid < 5 diém kém véi khong c6 cic biéu hién cua dinh dudng binh
thuong) két hop véi ndng do albumin huyét thanh < 40g/1.

b. Tiéu chuan chan doan viém (I): khi nong do hs-CRP huyét
thanh > 5 mg/l két hop nong do IL-6 huyét thanh >5,53 pg/ml.

c. Tiéu chuén chin doan xo vita dong mach (A): khi IMT > 0,9
mm va/hodc c6 hién dién mang xo vita (Theo huéng dan cua Hoi Ting
huyét 4p Chau Auw/ Hoi Tim mach Chau Au nim 2003).
2.1.4.3. Phin nhém MIA theo sé thanh t6

MIA3 (c6 du 3 thanh t6), MIA2 (c6 2 thanh t6 bat ky), MIAT (c6 1
thanh t6 bat ky), MIAO (khong co thanh t6 nao).

2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru

Ap dung phuong phap nghién ctru tién ctru (bénh nhan dugc theo
ddi trong 18 thang ké tir khi bt dau nghién ciru).

2.2.2. Phwong tién nghién ciu

- May Cobas e 501 duoc dung dé xét nghiém cac chi s sinh hoa,
méay IMMULITE 2000 XPI ciia hing SIEMENS duoc ding dé dinh
lwong IL-6 huyét thanh.

- Méy siéu am Doppler mau hiéu Siemen Acuson X500.

2.2.4. Céc bién s6 nghién ciru
2.2.4.1. Lam sang

- C4c théng tin chung: tudi, gidi tinh.

- Thoi gian loc mau, thoi gian TPPM, thoi gian phat hién bénh
(d6i v6i nhom chura loc mau).

- Panh gia tinh trang dinh dudng: phuong phap SGA 7 thang
diém, chi s6 khdi co thé (BMI).

- Lién quan dén bién cb tim mach trong thoi gian theo ddi 18
thang: suy tim, con THA (THA cap ciru, THA khan cép), tai bién

mach mau ndo, hdi ching vanh cap, tir vong.



2.2.4.2. Can ldm sang

- Cac chi sb sinh hoa: albumin, prealbumin, hs-CRP, IL-6,
cholesterol toan phan (TC), triglycerid, HDL-C, LDL-C.

- Chi s6 huyét hoc: hemoglobin (Hb).

- Chi s6 IMT dong mach canh, hién di€n mang xo vita (danh gia
qua siéu am Doppler dong mach canh).

2.2.5. Quy trinh nghién ciru
2.2.5.2. Thu thip cdc bién cé tim mach va tie vong trong qud trinh
theo d6i 18 thang

a. Déi v6i nhém CLM:

- Vi bénh nhan nghién ctru do vay ching t6i lién hé voi bénh nhan
qua sb dién thoai, bénh nhan duoc tai khdm mdi thang mot lan. Qua
d6, ching t6i c6 thé nim bat duoc cac thong tin quan trong vé dién
bién bénh (bao gém cac bién ¢b tim mach, tir vong), sy tuan thu diéu
trj ciia bénh nhén, tim tu va nguyén vong vé lwa chon phuong phap
diéu tri ctia bénh nhan va gia dinh.

- Trong qué trinh theo ddi, ching t6i chi nghién clru quan sat,
khong can thiép diéu tri (nhitng trudng hop bénh nhan bat budc c6 chi
dinh loc mau thi chung t6i s€ rat khoi nghién ctu).

- Trong nhom bénh nhén nay qua theo ddi trong 18 thang, co6 su
bién d6i s6 luong nhu sau:

+ C6 28 bénh nhan dugc didu tri thay thé than suy bang TPPM va
LMCK.

+ Con lai 29 bénh nhéan:

* 19 bénh nhan va gia dinh lic dau tir chdi diéu tri thay thé than
suy va xin tri hodn loc mau. Nhom bénh nhan nay sau 18 thang cling

da duoc loc mau.



* Con lai 10 bénh nhan ¢c6 MLCT tir 10-15ml/phat: chua c¢o tri¢u
ching ting uré mau, bién chimg (qua tai thé tich, rdi loan chuyén hoa
nang...) nén chua chi dinh loc mau. Nhém bénh nhan nay van duoc
bénh vién diéu tri va theo ddi dinh ky. Chinh vi vdy, trong 18 thang
con ton tai 29 bénh nhan diéu tri ndi khoa, cac bénh nhan nay sau do
cling da duoc loc mau.

b. P6i voi nhom tham phan phiic mac: theo ddi thong qua kham
ngoai tru theo lich hen mdi thang tai khoa N¢i Than - Co xuwong khop.

¢. B6i v6i nhom LMCK: theo ddi thong qua mdi dot loc mau.
2.2.6. Cac phwong phap danh gia cac bién s 1am sang
2.2.6.5. Phwong phdp thuc hién dinh gid tinh trang dinh dudng bang
SGA 7 thang diém

Noi dung bang diém bao gdbm 4 muc: thay doi trong lwong, triéu
chimg da day ru6t, mat 16p m& dudi da va teo co. Mdi muc duge danh gia
theo thang diém tir 1 dén 7.
2.2.6.7. Tiéu chudn chén dodn cdc bién co tim mach

- Suy tim: Chan doan theo khuyén cdo ctia Hiép hoi Tim mach
Chau Au (European Society of Cardiology) 2012.

- Tai bién mach mdu ndo: C6 dau than kinh khu tra, xudt hién
dot ngdt; khong co tién st chan thuong so ndo; CT scanner s ndo:
c¢6 hinh anh ton thwong giam ty trong (nhdi mau ndo), ting ty trong
(xuét huyét ndo).

- Con tang huyét dp: THA cép ctru (Tinh trang huyét 4p ting cao
> 180/120 mmHg kém theo cac biéu hién de doa hodc ton thuong co
quan dich dang tién trién), THA khén cip (HA ting cao don thuin, cac
triéu chimg kém theo nhu nhirc dau, chong mat, lo léng nhiéu. .., nhung
khong co ton thuong co quan dich).

- Hoi chirng vanh cdp: khi c¢6 mot trong hai nhom bénh (Pau that
nguc khong 6n dinh va nhdi mau co tim).
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2.2.7. Cac phwong phap danh gia cac bién s6 cin lAm sang
2.2.7.1. Quy trinh thuc hi¢n cdc xét nghi¢m

- Nguyén tic chung: Cac mau xét nghiém déu duoc thuc hién bubi
sang lac bénh nhan nhin d6i, iy mau trude loc (d6i véi nhém tham
phan phic mac va loc méau chu ky).

Chwong 3
KET QUA NGHIEN CUU

Qua nghién ctru trén 174 bénh nhan gém 57 bénh nhan bénh than
man giai doan cudi chua loc mau, 56 bénh nhan thAm phan phuc mac
va 61 bénh nhan loc mau chu ky, c6 theo ddi trong vong 18 thang,
chung t6i thu duoc nhitng két qua nhu sau:

3.1. PAC PIEM CHUNG

71,3% bénh nhan & d6 tudi 18 - 59; khong co sy khac biét vé gidi;
60,3% BTM do viém cau than man.

3.2. TY LE, PAC PIEM CAC THANH TO VA MQT SO YEU TO
LIEN QUAN PEN HOI CHUNG SUY DINH DUONG - VIEM -
XO VUA PONG MACH (HQOI CHUNG MIA) O BENH NHAN
BENH THAN MAN GIAI POAN CUOI

3.2.1. T 1§, diic diém céc thanh t6 trong hi chirng suy dinh dudng
- Viém - xo vira dong mach (hdi chirng MIA) & bénh nhin BTM
giai doan cudi

3.2.1.1. Ty I¢ cdc thanh to trong hi chitng MIA theo nhém nghién ciru

- Suy dinh dudng (M): Ty 1€ suy dinh dudng ¢ nhdém nghién ctu
14 36,8%. Khong co su khac biét c6 ¥ nghia théng ké vé ty 1& suy dinh
dudng gitra 3 nhém bénh.

- Viém (I): Ty 1¢ viém ¢ nhom nghién ctru chiém 21,3%. Khong

c6 su khac biét co y nghia thong ké vé ty 1¢ viém giita 3 nhom bénh.
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- Xo vita dong mach (A): 50,6% bénh nhan c6 tinh trang xo vita
dong mach. Ty 1¢ bénh nhan c6 hién di¢én mang xo vira chiém 33,3%.
Khong c6 sy khac biét vé tinh trang xo vita dong mach ¢ 3 nhom bénh.
3.2.1.2. Phiin bé sé thanh t6 ciia hgi chitng MIA

- C6 73,6% bénh nhén trong nhom nghién ctru c6 it nhat 1 thanh t6
ctia hoi chung MIA. Khong tim thay sy khac biét c6 ¥ nghia vé ty 18
¢6 it nhat 1 thanh t6 ciia hoi ching MIA gitra 3 nhém bénh.

- Ty 18 bénh nhan c6 3, 2, 1 thanh té 1an lugt chiém 4,0%; 27%;
42,5%. C6 26,5% bénh nhan khong co thanh t6 nao trong hoi chimg
MIA. Khong co6 su khac biét vé sb thanh t6 trong hoi ching MIA giira
3 nhém bénh.

~__

SDD (M)
n=64 (36,8%)

MIAO
n=46 (26,5%)

viem (1)
n=37 (21,3%)

XVDM (A)

\ n=88 (50,6%)

Hinh 3.1. Lién quan giita cic thanh t6 trong hdi chimg MIA

0 nhom nghién ctru chung
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Nhdn xét: - Ty 1& bénh nhan suy dinh dudng chiém 36,8% trong d6 cé:
7,5% bénh nhan kém theo viém; 20,7% bénh nhan kém theo xo vira
dong mach; c6 12,6% bénh nhan suy dinh dudng don thuan.

- Ty 1& bénh nhén viém chiém 21,3% trong d6 chi c6 6,9% bénh
nhan viém don thuin; 10,9% bénh nhan kém theo xo vira dong mach.
3.2.1.3. Diic diém cdc thanh té theo nhém MIA

Bang 3.1. Pic diém tinh trang suy dinh dudng (M) theo nhém MIA

Suy dinh dudng (M) M1 MO
Nhom MIA n % n %
MIA3 (n=7) 7 100,0 0 0,0
MIA2 (n=4T7) 35 74,5 12 25,5
MIAL (n=74) 22 29,7 | 521 | 70,3
MIAOQ (n=46) 0 0,0 46 | 100,0
p p<0,001*

* Kiém dinh Fisher
Nhan xét: Ty 1€ suy dinh dudng & nhom MIA3 cao hon so voi MIAO,
MIA1, MIA 2 ¢6 ¥ nghia thong ké.

Bang 3.2. Pic diém tinh trang viém (I) theo nhom MIA

Tinh trang viém (I) 11 10
Nhom MIA n % n %
MIAS3 (n=7) 7 100,0 0 0,0
MIA2 (n=47) 18 38,3 29 61,7
MIAL (n=74) 12 16,2 62 83,8
MIAOQ (n=46) 0 0,0 46 100,0
p p<0,001*

* Kiém dinh Fisher
Nhdn xét: Ty 1& viém tang theo sb thanh t6 trong hoi chimg MIA ¢6 y
nghia thong ke.
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Bang 3.3. Dac diém xo vira dong mach (A) theo nhom MIA

Thong so Day IMT MXV A
Nhém Co6 | Khéng | CO6 | Khéng Co Khéng
MIA nf% |{n| % (n| % |n| % |[n| % |[n| %

MIA3 (n=7) | 3 429|4 | 57,1 |4 (57,1/3|42,9|7(100,0{0| 0,0

MIA2 (n=47) (10|21,3|37| 78,7 |31|66,0|16| 34,0 |41| 87,2 (6| 12,8

MIA1 (n=74) (17|23,0|57| 77,0 |23|31,1|51| 68,9 |40| 54,1 (34| 45,9

MIAO (n=46) | 0| 0,0 |46/100,0| 0 | 0,0 {46/100,0|/ 0 | 0,0 |46/100,0

P p<0,05* p<0,001* p<0,001*

* Kiém dinh Fisher

Nhan xét: Ty 1¢ day IMT, hién dién MXV cling nhu ty 1€ xo virta dong
mach ting theo s6 thanh t6 trong hoi chimg MIA.

3.2.2. Mt s6 yéu t6 lién quan dén hdi chirng MIA

- Ty 18 nhe cén, suy dinh dudng (danh gia bang SGA), viém (danh
gi4 bang hs-CRP va IL-6 huyét thanh) & nhom MIA3 cao hon so v6i
MIAO, MIA1, MIA2 cé ¥ nghia thong ké.

- Sb thanh té ctia hoi chimg MIA cang ting, BMI va nong do
albumin HT cang giam.

- 100% bénh nhan nhom MIA3 c6 ting nong do hs-CRP va IL-6
huyét thanh. O nhém MIAO, c6 17,4% bénh nhén ting ndéng do hs-
CRP huyét thanh; 41,3% bénh nhan ting ndng d6 IL-6 huyét thanh.

- Khong tim thidy mdi lién quan giita tudi, gidi, rdi loan lipid méau
va thiéu mau; thoi gian phat hién bénh va thoi gian loc mau véi s6

thanh t6 ciia hoi chimg suy dinh dudng - viém - xo vira dong mach.
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3.3. MOT SO BIEN CO TIM MACH, TY LE VA GIA TRI TIEN
LUQNG CUA HOQI CHUNG SUY DINH DUONG - VIEM - XO
VUA PONG MACH (HQI CHUNG MIA) TREN CAC BIEN CO
TIM MACH VA TU VONG TRONG 18 THANG THEO DOI

- Trong qua trinh theo ddi, nhom chua loc mau c6 sy bién doi s6
lugng bénh nhin nhu sau: 10 bénh nhan chuyén sang diéu tri tham
phan phic mac, 18 bénh nhan chuyén loc mau chu ky, con lai 29 bénh
nhan tiép tuc diéu tri ndi khoa.
3.3.2. Pic diém bénh nhan c6 bién ¢ tim mach va gia tri tién luong

ciia hi chirng MIA trén bién c6 tim mach é nhém nghién ctru

Mhomiv
0
m1ao

XaC = D-censored

1 D-censored

1.09

suat 05

khong J,
cobién o
¢b tim
mach
cong ' !
A 02+
don

Thoi gian (thang)
Biéu dd 3.4. Xac suat khong co bién cb tim mach theo thanh t& M
trong thoi gian 18 thang
Nhdn xét: Xac suat xuét hién bién cb tim mach & nhom bénh nhan suy
dinh dudng cao hon so v&i nhém bénh nhén dinh dudng binh thuong

c6 ¥ nghia thong ké.



Xéc
suat
khong
c6 bién
¢b tim
mach
cong

don
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0.8

0.6

0.4

0.2

0.0

A
M0
1.0
= 0-censored
+—1.0-censored

Thoi gian (thang)

Biéu d0 3.6. Xac suat khong co bién cb tim mach theo thanh t6 A

trong thoi gian 18 thang

Nhan xet: Xac suat xuat hién bién co tim mach & nhom bénh nhan xo vira

dong mach cao hon so véi nhdm bénh nhan khong c6 xo vira ddng mach.

Bang 3.4. Két qua phan tich hdi quy logistic nhi phan cta céc thanh té

trong hoi chimg MIA dbi véi nguy co xuat hién bién c6 tim mach

Qua két qua phan tich Kaplan-Meier cac thanh t6 trong hoi

ching suy dinh dudng - viém - xo vita dong mach, chiung t6i chi tim

thdy thanh t6 M va A c6 y nghia tién lwong bién ¢ tim mach. Vi vay,

chung t6i dua cac bién sd co y nghia nay vao phan tich hdi quy.

Thanh t6 B p OR (KTC 95%)
M1 1,51 <0,001 4,52 (2,10-9,71)
Al 0,75 <0,05 2,12 (1,05-4,27)

Hang s6 -0,88

Nhdn xét: Phuong trinh hoi quy: Nguy co xut hién bién c¢6 tim mach

=151xM1+0,75x A1-0,88
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Bang 3.5. Phan tich hdi quy COX thanh t6 M va A ciia hoi chimg MIA lién

quan dén nguy co xuat hién bién c¢6 tim mach trong nhém nghién ctru

Thanh t6 HR KTC 95% p
M MO 1 Tham chiéu
M1 2,15 1,35-3,42 <0,05
A0 1
A Al 1,59 0,99-2,54 >0,05

Nhdn xét: - Nguy co xut hién bién cb tim mach ting & nhom bénh
nhén suy dinh dudng véi HR (KTC 95%) 14 2,15 (1,35-3,42).
- Thanh t6 xo vira dong mach khong con lién quan dén nguy

co xuat hién bién ¢b tim mach trong phan tich hdi quy COX.

Nhém MIA
1.0
Xac ~io
20
A 30
Suét 0.8 —+— .0-censored
’ +—1.D-censored
2.0-censored
khéng J- t—3.0-censored
r A 0.67
c6 bién
+
co tim
0.4-
mach
céng 0.2-
don
0.0

T T T T T
o 50 100 150 200

Thoi gian (thang)

Biéu do 3.8. Xac suat khong co bién cb tim mach theo nhom MIA
trong thoi gian 18 thang
Nhdn xét: - 100% bénh nhan & nhém MIA3 déu gip bién cb tim mach.
- Xéc suét xuit hién bién cb tim mach ting theo sé thanh tb

ctia hoi chimg MIA c6 ¥ nghia théng ké.
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Bang 3.6. Két qua phan tich hoi quy COX cac nhom MIA lién quan

dén nguy co xuat hién bién co tim mach trong nhdém nghién ctru

Nhém MIA HR KTC 95% p
MIAO 1 Tham chiéu
MIA3 3,78 1,48-9,63 <0,05
MIA2 2,32 1,16-4,64 <0,05
MIA1 1,67 0,85-3,27 >0,05

Nhdn xét: - Nhitng bénh nhan c6 tir 2 thanh t ctia hoi chimg MIA tro
1én ¢6 nguy co xuat hién bién ¢ tim mach cao hon so véi nhirng bénh
nhan khong c6 thanh t6 nao ctia hoi chirng MIA.

- Pang cht y 13 nhitng bénh nhan c6 ca 3 thanh t6 cia hoi
ching MIA c6 nguy co xuat hién bién c¢b tim mach 1a 3,78 1an so véi
nhing bénh nhan khong c6 thanh t6 ndo cia hdi chimg MIA.

3.3.3. Pic diém bénh nhan tir vong va gia tri tién lwgng tir vong
ctia hgi chimg MIA trén nhém nghién ciru

1070 £

!I- Al_“\DD
Xac o4
suat —,
X 0.6
song
con

0.4+

cong

d6n 0.2

Thoi gian (thang)
Biéu d6 3.9. Xac suét song con theo thanh t6 M trong thoi gian 18 thang
Nhdn xét: Xac suat sbng con & nhém bénh nhan suy dinh dudng thap hon

s0 voi nhom bénh nhén dinh dudng binh thudng c6 ¥ nghia théng ké.
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Bang 3.7. Két qua phan tich hdi quy COX thanh t6 M lién quan dén tir

vong trong nhém nghién cuu

Thanh t6 M HR KTC 95% p
MO 1 Tham chiéu
M1 5,90 2.46-14,14 <0,001

Nhdén xét: Nhitng bénh nhéan suy dinh dudng co nguy co tir vong gap

5,90 14n so voi nhitg bénh nhan dinh dudng binh thudng.

Nhém MIA
1.0 —
I ! f i
1 20
. 130
, 08 w —+ D-censored
Xac : +-1.0-censored
2.0-censored
X t=3.0-censored
suat
A 0.6
song +
con
A 0.4
cong
don

0.2+

Thoi gian (thang)

Biéu d6 3.13. Xac suat song con theo nhém MIA trong thoi gian 18 thang
Nhdn xét: Xac suat sdng con giam theo sd thanh té ciia hoi chimg MIA
(p<0,05).
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Bang 3.8. Két qua phan tich hdi quy COX cac nhom MIA lién quan

dén nguy co tir vong trong nhom nghién ciru

Nhém MIA HR KTC 95% p
MIAO 1 Tham chiéu
MIA3 13,16 2,20-78,86 <0,05
MIA2 5,58 1,22-25,48 <0,05
MIA1 3,39 0,74-15,50 >0,05
Nhan xét:

- So v6i nhom bénh nhan khong c¢é thanh té nao ctia hdi ching
MIA, nguy co tir vong ting & nhom bénh nhan c6 tir 2 thanh té trg 1én.

- Pang chti y 13 nhitng bénh nhan c6 ca 3 thanh t6 cia hoi
ching MIA thi nguy co tir vong ting gip 13,16 lan so v6i nhirng bénh
nhan khong co thanh t6 nao ctia hoi chimg MIA.

Chuong 4
BAN LUAN

4.1. PAC PIEM CHUNG
Pdc diém tudi

Két qua nghién ctru cho thiy c6 71,3% bénh nhan ¢ do tudi 18 -
59. So sanh véi két qua clia cac tac gia khac & Viét Nam nhu Nguyén
An Giang va cong su, Nguyén Hoang Thanh Van, Nguyén Thi Huong,
chung t6i nhan thiy d6 tudi trung binh giita cac nghién ciru trong nudc
khong cé su khac biét.
Pdc diém gici

Vé gi6i tinh nghién ciru, ty 1& nam nit mac bénh gan nhu twong
duong nhau, trong ty nhu két qua nghién ciru cta cac tac gia khac

trong nudc.
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4.2. TY LE, PAC PIEM CAC THANH TO VA MOT SO YEU TO
LIEN QUAN PEN HQI CHUNG SUY DINH DUONG - VIEM -
XO VUA PONG MACH (HOI CHUNG MIA) O BENH NHAN
BENH THAN MAN GIAI POAN CUOI
4.2.1. Ty 1§, dic diém cac thanh t6 trong hdi ching suy dinh duéng
- Viém - xo vira dong mach (h¢i chirng MIA) & bénh nhan BTM
giai doan cudi
4.2.1.1. Ty Ié cdc thanh t6 trong hji chitng MIA

Két qua nghién ctru ciia chung t6i cho thay ty 18 suy dinh dudng
chiém 36,8% trong nhom nghién ctru. Trong bénh than man, nguy co
thiéu hut dinh dudng ting dan theo tién trién cia bénh va tré nén
nghiém trong & giai doan cudi. Khi muc loc cau than con 20-
30ml/phiit, suy dinh dudng chiém 20-28% va ty 1¢ nay ting lén dén
40% khi mirc loc cau than giam dudi 15ml/phut. Doi voi bénh nhan da
duge diéu tri thay thé than suy, ty 1€ suy dinh dudng van con cao, tir
20-70% & bénh nhan LMCK va 18-56% & bénh nhan TPPM

Ngoai ra, khong c6 su khac biét vé ty 18 viém giita bénh nhan BTM
giai doan cudi chua loc mau véi bénh nhan TPPM va LMCK goi y chinh
ban than BTM 14 nguyén nhan lam ting ndng d6 cytokin hon 1a do cac
yéu t6 lién quan diéu tri loc mau hay TPPM.

Nghién ctru cta ching t6i cho thiy khong cé su khac biét vé ty 1&
day IMT va hién dién MXV gitta nhom CLM véi LMCK va TPPM.
Két qua nay phu hop véi cac nghién ctru trén thé gidi ching t6 qua
trinh xo vita dd xay ra trude khi diéu tri LMCK hay TPPM.
4.2.1.2. Phiin bé so thanh to ciia hgi chirng MIA

Két qua nghién ctru cua chung t6i cho thay: C6 73,6% trong nhom
nghién ctru ¢6 it nhat 1 thanh t6 ctia hoi chimg MIA; 26,4% bénh nhan

khong c6 thanh t6 nao cta hoi ching MIA. Trong nhém bénh nhan c6
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it nhat 1 thanh t6 ctia hdi chimg MIA, ty 1& bénh nhan ¢6 3, 2, 1 thanh
t6 1an lugt chiém 4,0%; 27%; 42,5%;.

Nghién ctru cta Stenvinkel P. va cong su (Thuy Dién) trén 109
bénh nhan BTM giai doan cudi chua loc mau: ty 16 MIA3, MIA2,
MIAL, MIAQ 22%, 27%, 29%, 22%.

Renée de Mutsert va cong sy (Ha Lan) khi nghién ctu trén 815
bénh nhan LMCK nhan théy ty 16 MIA3, MIA2, MIA1, MIAO lan lugt
chiém: 6%, 22%, 35%, 37%.

Mot nghién ciru khac cia Wang A.Y. va cong su (Trung Qudc) trén
238 bénh nhan TPPM: MIA3: 36 bénh nhan (15,1%), MIA2: 62 bénh
nhan (26,1%), MIA1: 81 bénh nhan (34%), MIAO: 59 bénh nhan (24,8%).

Chung t6i nhan thiy c6 sy khac biét vé ty 1¢ phan bd s thanh t6
giita két qua nghién ctru cia ching t6i v6i cac tac gia trén. Nguyén
nhén cua su khéac biét co thé lién quan dén tiéu chuan chan doan hoi
ching MIA va dbi tuong nghién ciru (& nudc ngoai nguyén nhan cua
BTM do dai thdo duong va ting huyét 4p chiém ty 1& dang ké trong khi
d6 ¢ nude ta chit yéu 12 viém cu thdn man va viém than bé than man).
Ngoai ra, chung toc ciing 1a mot yéu td lién quan dén ty 16 viém va xo
vira dong mach.

MGéi lién quan gitta suy dinh dudng, viém va xo vita dong mach lai
tiép tuc duoc khéng dinh qua sy chéng 1§p vé su hién dién céc thanh to
nay trong hoi chitng MIA (thé hién qua hinh 3.1).

Nghién ctru Stenvinkel P. va cong su: mét ty 1€ dang ké bénh nhan
BTM c¢6 xo vira dong mach kém theo suy dinh dudng (24%), viém
(13%) hay ca hai (30%). Phan 16n bénh nhan viém (97%), suy dinh

dudng (89%) co6 hién dién mang xo vira ddng mach canh.
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Tuong ty, mdi lién quan giita suy dinh dudng, viém va xo vita
dong mach ciing dugc khing dinh & bénh nhian BTM do dai thao
duong diéu tri TPPM.
4.2.1.3. Dic diém cdc thanh té theo nhém MIA

Nhiing bénh nhan MIA3 trong nghién ctru cta chung t6i co tinh
trang suy dinh dudng, viém va xo vira dong mach ning né hon nhiing
bénh nhan MIAO, MIA1, MIA2 c6 ¥ nghia théng ké. Két qua nay c6
thé goi ¥ rang mdi mot thanh t6 nay vira 1a nguyén nhan dong thoi
cling 1 hau qua cia thanh t khac trong hoi ching MIA.

4.2.2. Lién quan hdi chirmg MIA véi mdt s6 diic diém bénh nhén
Khi xét mbi lién quan giita hoi chimg MIA v&i mot sé dic diém

ctia bénh nhan, chiing t6i nhan thiy rang nhitng bénh nhan MIA3 c6
nhiéu yéu t6 nguy co hon dé la: Ty 18 nhe cin (BMI<18,5 kg/m?), suy
dinh dudng (danh gia bang SGA), viém (d4nh gia bang hs-CRP va IL-
6 huyét thanh) & nhém MIA3 cao hon so v6i cac nhom MIAO, MIA1,
MIA2 c6 y nghia. Nguoc lai, ty 1¢ giam ndng d6 albumin huyét thanh
tang dan theo sb thanh té trong hoi chimg MIA. Chinh nhiing yéu t6
nay s& gop phan lam ting nguy co bénh tat va tir vong do bénh tim
mach & d6i tugng nay.
4.3. MOT SO BIEN CO TIM MACH, TY LE VA GIA TRI TIEN
LUQNG CUA HQI CHUNG SUY DINH DUONG - VIEM - XO
VUA PONG MACH (HQI CHUNG MIA) TREN CAC BIEN CO
TIM MACH VA TU VONG TRONG 18 THANG THEO DOI

Xét vé gia tri tién luong bién cb tim mach cling nhu t& vong cua
hoi chirng MIA ¢ bénh nhan bénh than man giai doan cudi, cac nghién
ctru trén thé giéi nhu nghién ctru ciia Akdag I. va cong su; Qureshi

A.R. va cong su; Wang A.Y. va cong su déu ching toé mdi thanh t6 déu
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c6 y nghia tién lugng doc lap. Trong nghién cuu nay, chiing toi chi
chung to duoc suy dinh dudng 13 yéu té doc lap tién luong bién cb tim
mach va tir vong khi phén tich hdi quy COX da bién. Nguyén nhan c6
thé anh huong dén két qua nghién ctru cta chiing t6i ¢ thé 1a do:

- Nong d6 hs-CRP va IL-6 huyét thanh chi dugc danh gia mot 1an
nén chua dai dién dugc cho tinh trang viém man.

- Nguyén nhan bénh than man cta dbi tugng nghién ciu cua
chung t6i 12 viém cau than man va viém than bé than. Trong khi do,
dbi twong nghién ciru ¢ cac nude trén thé gidi chu yéu 1a bénh nhan
bénh than man do dai thdo duong va ting huyét ap.

- Thoi gian nghién ciru chua di dai dé theo ddi bién ¢b tim mach
(18 thang).

Tuy nhién, diém manh trong nghién ctru nay 1a chung t6i ciing da
khao sat thém vai trd cua cac thanh td gop dugc cho 13 co tic dong
hiép dong v6i nhau trong hoi chimg MIA. Két qua cho thiy nguy co
xudt hién bién c¢6 tim mach va tir vong ting & nhom bénh nhén c6 tir 2
thanh t6 tré 1én. Pang chd ¥ 1a nhom MIA3, nguy co xuat hién bién ¢
tim mach ting gép 3,78 1an va nguy co tir vong ting gip 13,16 1an so
v6i nhom bénh nhan khong c6 thanh t6 nao cua hoi chimg MIA. Cac
nghién ciru trén thé giéi nhu Qureshi A.R. va cong su; Renée de
Mutsert va cong su; Sueta D. va cong sur ciing cho thdy nguy co gip tir
vong ting theo s6 thanh t6 trong hdi chimg MIA.

4.4. HAN CHE CUA NGHIEN CcUU

Dé tai chi chung to duoc gia tri tién lugng ctia hdi ching MIA trén
tr vong chung & bénh nhan BTM giai doan cudi. Nghién ctru chua di
sdu vao phan tich mdi lién quan giita hoi chimg MIA véi tir vong do

bénh tim mach.
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KET LUAN

Qua nghién ctru hoi ching suy dinh dudng - viém - xo vira dong
mach trén 174 bénh nhan bénh than man giai doan cudi (57 bénh nhan
chua loc mau, 56 bénh nhan thim phéan phtic mac va 61 bénh nhan loc
mau chu ky), c6 theo dai trong 18 thang tai khoa Noi Than - Co xuong
khép va khoa Than nhan tao, Bénh vién Trung vong Hué, chung t6i
rat ra mot s6 két ludn sau:

1. Ty 1§, diic diém cac thanh t6 va mdt s6 yéu to lién quan dén hoi
chirng suy dinh dudng - viém - xo' vira dong mach ¢ bénh nhan
bénh thin man giai doan cudi

- Ty 1& cao (73,6%) bénh nhén c6 it nhit 1 thanh té cua hoi ching
MIA, trong d6: Suy dinh dudng chiém 36,8%: viém chiém 21,3%; xo
vita dong mach chiém 50,6%. C6 4,0% bénh nhan c6 ca 3 thanh td;
27,0% bénh nhan c6 2 thanh t; 42,5% bénh nhéan ¢6 1 thanh té.

- C6 mdi lién quan c6 ¥ nghia gitra BMI; nong d6 albumin huyét
thanh; ty 1 suy dinh dudng (d4nh gia bang SGA) va viém (d4nh gia qua
hs-CRP va IL-6 huyét thanh) v6i sb thanh t cua hoi chimg MIA.

- Khong tim thiy méi lién quan giita tudi, gidi, rdi loan lipid mau
va thiéu méau; thoi gian phat hién bénh va thoi gian loc méau véi sb
thanh t5 ctia hoi chig suy dinh dudng - viém - xo vira dong mach.

2. Mot s6 bién ¢b tim mach, ty 1é va gia tri tién lwong cia hdi
chitng suy dinh dudng - viém - xo vira dong mach trén bién c6 tim
mach va tir vong chung sau 18 thang theo doi

- Xéc suat gap bién c¢b tim mach va tir vong chung lién quan co y
nghia voi su hién dién va s thanh t6 ciia hoi ching suy dinh dudng -
viém - xo vira dong mach.

- So v6i nhimg bénh nhan khong c6 thanh té ndo ctia hoi ching

suy dinh dudng - viém - xo vira dong mach, nhitng bénh nhan c6 ca 3
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thanh t6 thi nguy co gap bién cb tim mach ting 1én 3,78 1an va c6 nguy
co tir vong tang t6i 13,16 lan.

- Trong cac thanh té ctia hoi ching suy dinh dudng - viém - xo
vira dong mach, chi c6 thanh té suy dinh dudng la yéu t6 tién luong
ddc 1ap nguy co xuat hién bién cb tim mach va tir vong chung voi HR
(KTC 95%) lan luot 1a 2,15 (1,35-3,42) va 5,90 (2,46-14,14).

KIEN NGHI

Qua két qua nghién ciru, chung t6i dé xuat kién nghi nhu sau: Cac
thay thudc 1am sang nén quan tdm va danh gia som hoi ching suy dinh
dudng - viém - xo vira dong mach (hoi chirng MIA) ¢ bénh nhan bénh
than man giai doan cudi ma trong d6 dac biét chu y dén tinh trang dinh
dudng. T d6, cac thay thubc c6 hudng didu tri som va tich cuc hon
nham goép phan ning cao chat lugng cudc song, giam thiéu nguy co

bién co tim mach va tir vong cho ngudi bénh.
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PREFACE

1. Urgency of the thesis

Chronic kidney disease is a global health problem, which has
received much attention in medicine because the incidence is more and
more increasing. This enhances treatment costs and decreases life
quality.

Patients with chronic kidney disease have received better care in
terms of such many aspects, advanced patients' lifespan and
considerably improved disease prognosis. However, mortality rate of
patients with end-stage renal disease (ESRD) is still high, of which
deaths associated with cardiovascular events are the most concerned.
In the world, many researches showed the role of malnutrition,
inflammation, atherosclerosis and most particularly the combination of
the three factors were closely related to cardiovascular events,
hospitalization frequency and death in these patients. This is a current
issue about which nephrologists concern for treatment and life quality
advance and minimization of mortality rate in patients with chronic
kidney disease. From this fact, we carried out a study with the
title: “Research on the characteristics and prognostic value of the
malnutrition- inflammation - atherosclerosis syndrome in patients with
end-stage renal disease”.

2. Objectives

Objective 1: Research on the proportion, characteristics of
components and the relationship between some factors with
malnutrition - inflammation - atherosclerosis syndrome in patients
with end-stage renal disease.

Objective 2: Examine some cardiovascular events, proportion and
prognostic value of the malnutrition - inflammation - atherosclerosis
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syndrome for cardiovascular events and mortality during 18 months
were investigated on the same patients with end-stage renal disease.

3. Scientific significance and practical meaning

Scientific significance: Research on malnutrition - inflammation -
atherosclerosis syndrome in patients with chronic kidney disease is a
current issue which receives much attention from nephrologists in the
world. Malnutrition - inflammation - atherosclerosis syndrome easily
leads to high fatal risks for these patients. This study was carried to
give a better understanding of incidence, characteristics, and prognosis
of malnutrition - inflammation - atherosclerosis syndrome based on
cardiovascular events and mortality in patients with ESRD.

Practical meaning: The findings of the study draw attention from
clinical physicians to early detection for malnutrition - inflammation -
atherosclerosis syndrome in patients with ESRD for an early
intervention, by which treatment quality is advanced.

Identifying relevant factors of malnutrition - inflammation -
atherosclerosis syndrome in chronic kidney disease will help
physicians to make an adjustment to such factors as: malnutrition
treatment, anti-inflammation, quality assurance in dialysis and life
quality improvement, fatal rate reduction....in treatment of a certain
patients with chronic kidney disease.

4. Contributions of the thesis

This is the first thesis of malnutrition - inflammation -
atherosclerosis syndrome in patients with ESRD in Vietnam. There are
risks of cardiovascular events, which increase highly together with
factors in malnutrition - inflammation - atherosclerosis syndrome.
Early evaluation on malnutrition - inflammation - atherosclerosis
syndrome facilitates prognosis. Thanks to this, there will be an



3

appropriate intervention for minimization risk of cardiovascular events
and of fatal rate in patients with ESRD.

STRUCTURE OF THESIS

Thesis has 141 pages with 4 chapters, 61 tables, 8 figures, 13
charts, references: 169 (Vietnam: 23, English: 146). Preface: 3 pages
Overview: 30 pages. Subjects and methods: 26 pages. Results: 41
pages. Discussion: 38 pages. Conclusion: 2 pages. Recommendation:
1 pages

Chapter 1
OVERVIEW

1.1. CHRONIC KIDNEY DISEASE, END-STAGE RENAL
DISEASE, CARDIOVASCULAR EVENTS IN CHRONIC
KIDNEY DISEASE
1.1.1. Chronic kidney disease

CKD is defined as abnormalities of kidney structure or function,
presenting for over 3 months, manifested by albuminuria, or imaging
abnormalities or deterioration in renal function which is determined by
glomerular filtration rate <60 ml/min/1.73 m?.
1.1.2. End-stage renal disease

There is a correspondence between ESRD and stage 5 CKD
(glomerular filtration <15ml/ min/1,73m?) or patients who are treated
with kidney replacement therapy.
1.1.3. Cardiovascular events

Cardiovascular events in patients with chronic kidney disease are
varied, including some of the following: hypertension, heart failure,
cerebral infarction, cerebrovascular accident, acute coronary
syndrome, peripheral vascular disease, sudden cardiac arrest.
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1.2. MALNUTRITION - INFLAMMATION - ATHEROSCLEROSIS
SYNDROME AND THE CHARACTERISTICS OF COMPONENTS
1.2.1. Overview

In 1999, a study of Stenvinkel P. et al. found a correlation
between cardiovascular disease, inflammation and nutritional
parameters in predialysis patients. Based on this study, the authors
presented a syndrome called MIA syndrome (Malnutrition-
Inflammation-Atherosclerosis Syndrome).

1.2.2. Characteristics of components of MIA syndrome
1.2.2.4. Relationship among components in MIA syndrome

a. Relationship between inflammation and malnutrition in CKD

- The role of inflammation as a cause of malnutrition in CKD:
inflammation induce anorexia, increased energy consumption at
rest, increased insulin resistance, activation of the ATP-dependent
ATP-dependent proteasome.

- The role of malnutrition as a cause of inflammation in CKD:
malnutrition may lead to oxidative stress, decrease host resistance
and predispose to latent or overt infection, which is an
inflammatory disorder.

b. Relationship between malnutrition and atherosclerosis in CKD

Malnutrition increased oxidative stress, weakens the vascular
endothelium, thereby reducing the benefits of NO, which may be a
mechanism contributing to increased cardiovascular disease in
patients with CKD.

c. Relationship between inflammation and atherosclerosisin CKD

Chronic inflammation may cause endothelial injury and
contribute to accelerated atherosclerosis.
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Chapter 2
SUBJECTS AND METHODS

2.1. RESEARCH SUBJECTS

This research was performed at the department of nephrology and
rheumatology and the department of dialysis, Hue Central Hospital
from December/2013 - February/2017. A total of 174 patients with
end-stage renal disease (include: 57 non-dialysis patients, 56
peritoneal dialysis patients, 61 hemodialysis patients) were enrolled.
2.1.1. Population

Patients with chronic glomerulonephritis and pyelonephritis, > 18
years old, agreed to participate in the study.
2.1.1.1. Non-dialysis patients: Patients with glomerular filtration
<15ml/min/1,73m* (eGFR based on formula of CKD-EPI 2009)
2.1.1.2. Peritoneal dialysis patients: Continuous ambulatory
peritoneal dialysis patients has been stable for at least 2 months.
2.1.1.3. Hemodialysis patients: Hemodialysis patients has been
stable for at least 3 months.
2.1.4. Diagnostic criteria MIA syndrome
2.1.4.1. Syndrome MIA

MIA syndrome include 3 components: M (malnutrition), |
(Inflammation) and A (Atherosclerosis) (Stenvinkel P. and al 1999).
2.1.4.2. Diagnostic criteria MIA components

a. M (Malnutrition): was defined as malnutrition was measured
with the 7-point SGA (if items SGA < 5 points with no
manifestations of normal nutrition) combined with serum albumin
level <40g/I.
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b. I (Inflammation): was defined as serum hs-CRP level > 5 mg/I
combined with serum IL-6 level >5,53 pg/ml.

c. A (Atherosclerosis): was defined as IMT > 0,9 mm and/or
presence of plaque.
2.1.4.3. MIA groups by number of components

MIA3 (with 3 components), MIA2 (with 2 components), MIA1
(with any component), MIAO (no component).
2.2. METHODS
2.2.1. Method of research: prospective observational cohort study,
patients were evaluated at a 18-months follow-up.
2.2.2. Techniques in the research

Machine of Cobas e 501 for quantifying chemo-biological indices,
of IMMULITE 2000 XPI for quantifying plasma IL-6 levels.

Acuson X500 Ultrasound Machine for diagnosis atherosclerosis of
carotid artery.
2.2.4. Variables in the research
2.2.4.1. Clinical variables

Age, sex, nutrition status (7-point SGA and BMI), dialysis
vintage, time of CKD detection (predialysis group), cardiovascular
events (hypertensive crisis, heart failure, cerebrovascular accident,
acute coronary syndrome).
2.2.4.2. Paraclinical variables

- Chemo-biological indices: albumin, prealbumin, hs-CRP, IL-6,
Total Cholesterol, triglycerid, HDL-C, LDL-C.

- Hematological indices: Hemoglobin (Hb).

- IMT, presence of plaque.


http://www.providianmedical.com/ultrasound-machines/acuson/acuson-x500/
http://emedicine.medscape.com/article/463147-overview

2.2.5. Research process
2.2.5.2. Get information of cardiovascular events and mortality
during the follow-up of 18 months

a. Non-dialysis patients

We had contact with the patients by phone. They received
reexamination once a month. Thanks to this, we could collect
important information of disease progress (including cardiovascular
events, death), treatment compliance, patients’ and their
families' thoughts and desires of treatment choices for kidney failure.
In this group of patients, through monitoring for eighteen months we
found a change of quantity as follows:

+ 28 patients received renal replacement therapy with peritoneal
dialysis and hemodialysis.

+ The others (29 patients):

* 19 patients and their families at first refused renal replacement
therapy and asked for dialysis delay. 18 months later they also
received dialysis.

* The others (10 patients) had glomerular filtration rate at 10-
15ml/minute: because there had not been symptoms associated with
uremia yet, events (volume overload, metabolic abnormalities..), there
was no indications for dialysis. This group was periodically treated
and monitored. Therefore, for 18 months there had still been 29
patients who received medical treatment, and then dialysis.

b. Peritoneal dialysis patients: monitored through appointments
per month.

c. Hemodialysis patients: monitored through each dialysis session.
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2.2.6. Methods for evaluating clinical variables

2.2.6.5. Method of assessing nutritional status 7-point scale SGA
7-point scale SGA include 4 components: weight change,

gastrointestinal symptoms, signs of fat and muscle wasting. Each

component was rated on a scale of 1 to 7.

2.2.6.7. Diagnostic criteria cardiovascular events

- Heart failure: based guidelines for diagnostic of heart failure of
ESC 2012.

- Cerebrovascular accident: is signified by a sudden onset of focal
neurologic deficit, no history of traumatic brain injury, computed
tomography scanning (high density in haemorrhage, diminished
density in cerebral infarction).

- Hypertensive crisis: include hypertensive urgency and
hypertensive emergency.

- Acute coronary syndrome: acute myocardial ischemia and
unstable angina.

2.2.7. Methods for evaluating paraclinical variables
Time for taking blood sample: breakfast and patients were fasting, blood
samples were collected before dialysis.

Chapter 3
RESULTS

By studying 174 people, including: 57 non-dialysis patients, 56
peritoneal dialysis patients, 61 hemodialysis patients, we have
obtained the following results:

3.1. CHARACTERISTICS OF SUBJECTS

71,3% of patients are aged 18-59; There is no gender difference;

60,3% of CKD due to chronic glomerulonephritis.


http://stroke.ahajournals.org/content/28/10/1913

3.2. PROPORTION, CHARACTERISTICS OF COMPONENTS
AND THE RELATIONSHIP BETWEEN SOME FACTORS WITH
MALNUTRITION - INFLAMMATION - ATHEROSCLEROSIS
SYNDROME (MIA SYNDROME) IN PATIENTS WITH ESRD
3.2.1. Proportion, characteristics of components of MIA
syndrome in patients with ESRD

3.2.1.1. Proportion of components of MIA syndrome of subjects

- Malnutrition (M): Proportion of patients with malnutrition in
the study group was 36,8%. There was no significant difference in
the proportion of malnutrition between the three groups.

- Inflammation (I): Proportion of patients with inflammation in
the study group was 21,3%. There was no significant difference in
the proportion of inflammation between the three groups.

- Atherosclerosis (A): 50,6% of patients have atherosclerosis.
The proportion of patients with plaque was 33,3%. There was no
significant difference in the proportion of atherosclerotic between
the three groups.
3.2.1.2. The distribution of components in MIA syndrome

- 73,6% of patients had at least one component of MIA
syndrome. There was no significant difference in the proportion of
at least 1 component of MIA syndrome among the 3 disease groups.

- The proportion of patients with 3, 2, 1 component accounted
for 4,0%; 27%; 42,5%. There were 26,5% of patients with no
component of MIA syndrome. There is no difference in the number
of components of MIA syndrome among the 3 disease groups.



Malnutrition (M) — MIAOQ
n=64 (36,8%) ' n=46 (26,5%)

Atherosclerosis (A)
n=88 (50,6%)

Inflammation (1)
n=37 (21,3%)

Figure 3.1. Relationship among components in MIA syndrome in
the research group
Comment:

- The proportion of malnourished patients accounted for 36,8%
of which: 7,5% of patients accompanied by inflammation; 20,7% of
patients with atherosclerosis; There were 12,6% of malnourished
patients.

- The rate of inflammatory patients accounted for 21,3% of
which only 6,9% of the patients had inflammation alone; 10,9% of
patients accompanied by atherosclerosis.
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3.2.1.3. Characteristics of components in MIA groups
Table 3.1. Characteristics of malnutrition (M) in MIA groups

Malnutrition (M) M1 MO
Group n % %
MIA3 (n=7) 7 100,0 0 0,0
MIA2 (n=47) 35 74,5 12 | 255
MIAL (n=74) 22 29,7 | 521 | 70,3
MIAO (n=46) 0 0,0 46 | 100,0
p p<0,001*

* Fisher's exact test

Comment: Proportion of malnutrition of MIA3 group was higher
than of MIAO, MIA1, MIA2 group (p<0,001).

Table 3.2. Characteristics of inflammation (I) in MIA groups

Inflammation (1) 11 10
Group % %
MIA3 (n=7) 7 100,0 0 0,0
MIA2 (n=47) 18 38,3 29 | 61,7
MIAL (n=74) 12 16,2 | 62 | 838
MIAQ (n=46) 0 0,0 46 | 100,0
P p<0,001*

* Fisher's exact test

Comment: The rate of inflammation

components of MIA syndrome.

increased with number of



https://en.wikipedia.org/wiki/Fisher%27s_exact_test
https://en.wikipedia.org/wiki/Fisher%27s_exact_test
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Table 3.3. Characteristics of atherosclerosis (A) in MIA groups

ndex IMT>0,9mm Plaque A

Yes No Yes No Yes No

Group % In|l % [n| % n| % [n| % [n| %

MIA3 (n=7) | 34294 |57,1 |4 (57,113 |42,9 |7 (100,00 0,0

MIA2 (n=47) |10|21,3|37| 78,7 |31|66,0/16| 34,0 |41| 87,2 |6 | 12,8

MIA1 (n=74) (17|23,0|57| 77,0 |23|31,1|51| 68,9 |40| 54,1 (34| 45,9

MIAO (n=46) | 0| 0,0 |46/100,0| 0 | 0,0 {46/100,0| 0 | 0,0 |46/100,0

P p<0,05* p<0,001* p<0,001*

* Fisher's exact test

Comment: The percent of IMT >0,9mm, of presence of plaque as
well as of atherosclerosis increased with the number of components of
MIA syndrome.

3.2.2. Relationship between some factors with MIA syndrome

- The MIA3 group had the proportion of underweight, of
malnutrition (assessed by SGA), of inflammation (assessed by serum
hs-CRP and IL-6 levels) higher than the MIAO, MIA1l and MIA2
group.

- BMI, serum albumin levels decreased with the number of
components in MIA syndrome.

- 100,0% of patients in the MIA3 group have elevated serum hs-CRP
and IL-6 levels. In the MIAO group, 17,4% of patients increased serum
hs-CRP levels; 41,3% of patients increased serum IL-6 levels.

- There was no relation between age, sex, dyslipidemia, anemia,
length of time on dialysis, length of time to detect the disease and the
number of components of MIA syndrome.



https://en.wikipedia.org/wiki/Fisher%27s_exact_test
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3.3. SOME CARDIOVASCULAR EVENTS, PROPORTION
AND PROGNOSTIC VALUE OF THE MALNUTRITION
INFLAMMATION-ATHEROSCLEROSIS SYNDROME (MIA
SYNDROME) FOR CARDIOVASCULAR EVENTS AND
MORTALITY DURING 18 MONTHS FOLLOW-UP PERIOD

- The change of patients in non-dialysis group during a 18-month
follow-up period: 10 patients treated with peritoneal dialysis, 18
patients treated with hemodialysis, 29 patients continued conservative
treatment.
3.3.2. Characteristics of patients with cardiovascular events and
the prognostic value of MIA syndrome for cardiovascular events
in the study group

N
g
110
= D-censored
+—1 D-censored

0.8

0.6

0.4+

0.2+

0.0

Probability of absence of cardiovascular events

Time (months)

Chart 3.4. Probability of absence of cardiovascular events according
to M component during 18 months follow-up
Comment: Probability of occurrence of cardiovascular events in
patients with malnutrition was significantly higher than patients
without malnutrition.


https://www.ncbi.nlm.nih.gov/pubmed/21624071
https://www.ncbi.nlm.nih.gov/pubmed/7579082
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0.89

0.4

0.2

Probability of absence of cardiovascular events

0.09

A

]
)
= D-censored
t—1.0-censored

Time (months)

Chart 3.6. Probability of absence of cardiovascular events according

to A component during 18 months follow-up

Comment: Probability of occurrence of cardiovascular events in
patients with atherosclerosis was significantly higher than patients
without atherosclerosis.

Table 3.46. Binary logistic for cardiovascular events according to

components M and A of MIA syndrome

Component B p OR (95% CI)
M1 1,51 <0,001 4,52 (2,10-9,71)
Al 0,75 <0,05 2,12 (1,05-4,27)
Constant -0,88

Comment: Probability of presence of cardiovascular events = 1,51 x

M1 +0,75x A1-0,88



http://phantichspss.com/huong-dan-thuc-hanh-phan-tich-hoi-quy-nhi-phan-binary-logistic.html
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Table 3.5. Cox proportional hazards analysis of M and A components
of MIA syndrome predicting cardiovascular events

Component HR 95% ClI p
M MO 1
M1 2,15 1,35-3,42 <0,05
A0 1
A
Al 1,59 0,99-2,54 >0,05
Comment:

- The HR (95% CI) for patients with malnutrition was 2,15 (1,35-3,42).
- Component A was not an independent predictor in the Cox model.

MIA group

0.5

2.0-censored

t=1.0-censored
J_ t—3.0-censored

0.6
0.4

0.2

0.0

Probability of absence of cardiovascular events

Time (months)

Chart 3.8. Probability of absence of cardiovascular events according
to components of MIA syndrome
Comment:
- 100% of patients in the MIA3 group have cardiovascular events.
- Probability of cardiovascular events increases with the number of
MIA components
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Table 3.6. COX proportional hazards analysis for cardiovascular

events according to MIA groups

MIA group HR 95% CI p
MIAQ 1
MIA3 3,78 1,48-9,63 <0,05
MIA2 2,32 1,16-4,64 <0,05
MIA1 1,67 0,85-3,27 >0,05

Comment: The risk of cardiovascular events increased in patients with
2 or more elements in MIA syndrome. The HR (95% CI) for patients

with group MIA3 was 3,78 (1,48-9,63).

3.3.3. Characteristics of non-survival patients and the prognostic
value of MIA syndrome for mortality in the study group

0.6

0.4+

Probability of survival

0.2+

0.0

50

T
100

Time (month)

MNhomb

1.0
= 0-censored
+—1.0-censored

Chart 3.9. Probability of survival according to M component during

18 months follow-up

Comment: Probability of survival in patients with malnutrition was
significantly lower than patients without malnutrition.
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Table 3.7. COX proportional hazards analysis for mortality according
to component M

Component M HR 95% CI p
MO 1
M1 5,90 2,46-14,14 <0,001
Comment:

The risk of mortality increased in patients with malnutrition
(HR: 5,90; 95% CI: 2,46-14,14).

0.67

0.6

0.4

Probability of survival

0.2+

0.0

Time (month)

MIA group

-0
1o
20
30
— D-censored
+—1.0-censored
2.0-censored
t=3.0-censored

Chart 3.13. Probability of survival according to MIA groups
Comment: There was an decrease of probability of survival associated
with elevation of the number of components of MIA syndrome

(p<0,05).
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Table 3.8. COX proportional hazards analysis for mortality according
to MIA groups

MIA group HR 95% ClI p
MIAO 1
MIA3 13,16 2,20-78,86 <0,05
MIA2 5,58 1,22-25,48 <0,05
MIAL 3,39 0,74-15,50 >0,05

Comment: Compared to patients without 3 components of MIA
syndrome: The risk of death increased in patients with 2 or more
components. Notably, patients with 3 components was higher 13,16
times risk of mortality.

Chapter 4
DISCUSSION

4.1. THE CHARACTERISTICS OF THE SUBJECTS

Age of patients, no gender difference in this research was the same
as results of Nguyen An Giang, Nguyen Hoang Thanh Van, Nguyen
Thi Huong.
4.2. PROPORTION, CHARACTERISTICS OF COMPONENTS
AND RELATIONSHIP BETWEEN SOME FACTORS WITH
MALNUTRITION - INFLAMMATION - ATHEROSCLEROSIS
SYNDROME (MIA SYNDROME) IN PATIENTS WITH ESRD
4.2.1. Proportion, characteristics of components of MIA
syndrome in patients with ESRD
4.2.1.1. Proportion of components of MIA syndrome of subjects

Proportion of patients with malnutrition in the study group was

36,8%. Malnutrition developed during the course of chronic kidney
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disease (CKD) and become seriously among patients with advanced
CKD. When eGFR is 20-30ml/min/1,73 m?, malnutrition accounts for
20-28% and this rate increased to 40% when the eGFR <15ml/min/1,73
m” According to published reports roughly 20-70% of patients on
maintenance haemodialysis or 18-56% of patients on peritoneal
dialysis suffer from malnutrition.

There was no significant difference in the proportion
of inflammation between the three groups. This result may argue
that the ‘‘uremic inflammation’> determine the basal level of
inflammation and that the dialysis procedure per se has some, but
not extensive additional impact.

We found that there was no significant difference in
the proportion of atherosclerotic between the three groups in this
research was the same as other researches’results. One may suggest that
atherosclerosis occurred prior to maintenance haemodialysis or
peritoneal dialysis.
4.2.1.2. The distribution of components in MIA syndrome

We found that: 73,6% of patients had at least one component
of MIA syndrome, the proportion of patients with 3, 2, 1
component accounted for 4,0%; 27%; 42,5%, there were 26,4% of
patients with no component of MIA syndrome.

Stenvinkel P.’s research in 109 predialysis patients presented the
proportion of patients with MIA3, MIA2, MIA1, MIAO accounted for
22%, 27%, 29%, 22%.

The research of Renée de Mutsert et al. in 815 patients with
maintenance haemodialysis showed the proportion of patients with
MIA3, MIA2, MIA1, MIAO accounted for 6%, 22%, 35%, 37%.



20

Other result of Wang A.Y. et al. in 238 patients with peritoneal
dialysis had: MIA3: 36 patients (15,1%), MIA2: 62 patients (26,1%),
MIAL: 81 patients (34%), MIAO: 59 patients (24,8%).

We found that there was a difference in the distribution of the
number of components between the results of our study and those
of the authors. The cause may be due to the criteria for the
diagnosis of MIA syndrome and the research subjects (in foreign
countries, there was a significant proportion of the cause of CKD
due to diabetes and hypertension while in our country, mainly
chronic glomerulonephritis and chronic pyelonephritis). In addition,
race is also a factor related to the inflammation and atherosclerosis.

Strong association between malnutrition, inflammation and
atherosclerosis is further confirmed by the overlap in the presence
of these components in MIA syndrome (Fig 3.1).

Stenvinkel P.’s research showed that a considerable portion of
chronic renal failure patients with carotid plaques had signs of
either malnutrition (24%), inflammation (13%), or both (30%).
Note that a vast majority of patients with inflammation and
malnutrition (97% and 89%, respectively) had carotid plaques.

Similarly, the association between malnutrition, inflammation
and atherosclerosis is also confirmed in patients with CKD due to
diabete on peritoneal dialysis.
4.2.1.3. Characteristics of components in MIA groups

Compared with MIAO, MIA1, MIA2 group, the proportion of
malnutrition, inflammation and atherosclerosis in MIA3 group was
significantly higher than. This result may suggest that each of these
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components is both a cause and consequence of another component of
MIA syndrome.
4.2.2. Relationship between some factors with MIA syndrome

When considering the relationship between MIA syndrome and
some characteristics of patients, we found that patients with MIA3 had
more risk factors: the proportion of underweight, of malnutrition
(assessed by SGA), of inflammation (assessed by serum hs-CRP and
IL-6) higher than MIAO, MIA1 and MIA2 group. In contrast, serum
albumin levels decreased with the number of components in MIA
syndrome. These factors are associated with higher risks of mortality
and morbidity.
4.3. SOME CARDIOVASCULAR EVENTS, PROPORTION AND
PROGNOSTIC VALUE OF THE MALNUTRITION
INFLAMMATION-ATHEROSCLEROSIS SYNDROME (MIA
SYNDROME) FOR CARDIOVASCULAR EVENTS AND
MORTALITY DURING 18 MONTHS FOLLOW-UP PERIOD

Considering the predictive value for cardiovascular events as
well as mortality of MIA syndrome in patients with ESRD, studies
in the world such as those of Akdag I. et al.; Qureshi A.R. et al.;
Wang A.Y. et al. demonstrated that each component was
independent prognostic significance. In this study, only
malnutrition was a strong predictor of mortality in the univariate
analysis. The reasons affect our results may due to:

- Serum hs-CRP and serum IL-6 levels were evaluated only
once, thus not yet representative of chronic inflammation.

- The cause of chronic kidney disease of our subjects is
chronic glomerulonephritis and pyelonephritis. Meanwhile,
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research subjects in countries around the world are mainly
patients with chronic kidney disease due to diabetes and
hypertension.

- Study time is not long enough to evaluate cardiovascular
events and mortality (18 months).

However, we had investigated synergistic effects of
compoments in MIA syndrome which were the strengths of this
study. Our results showed that the risk of cardiovascular events
and mortality increased in patients with 2 or more components.
Notably, the MIA3 group, the risk of cardiovascular events
increased by 3,78 times and the risk of mortality increased 13,16
times compared to patients with no component of MIA syndrome.
Other studies in the world such as Qureshi A.R. et al.; Renée de
Mutsert et al.; Sueta D. et al. also found the risk of mortality
increases with the number of elements in MIA syndrome.

4.4. LIMITATIONS OF THE STUDY

Our data only indicated the clinical value of the malnutrition-
inflammation-atherosclerosis (MIA) syndrome for prediction of all-
cause mortality in patients with end-stage renal disease. The study did
not analyze the association between MIA syndrome and death from
cardiovascular disease.
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CONCLUSION

By studying 174 patients (including: 57 non-dialysis patients, 56

peritoneal dialysis patients, 61 hemodialysis patients), during the 18-
months follow-up period, we have conclusions as following:
1. The proportion, characteristics of components and the
relationship between some factors with malnutrition -
inflammation - atherosclerosis syndrome in patients with end-
stage renal disease.

- High proportion (73,6%) of patients had at least one
component of MIA syndrome: The proportion of patients with
malnutrition, inflammation, atherosclerosis accounted for 36,8%;
21,3%; 50,6%. The proportion of patients with 3, 2, 1 component
accounted for 4,0%; 27,0%; 42,5%.

- There was significantly relation between BMI, malnutrition
(assessed by SGA), of inflammation (assessed by serum hs-CRP and
IL-6 levels) and the number of components of MIA syndrome.

- There was no relation between age, sex, dyslipidemia, anemia,

length of time on dialysis, length of time to detect the disease and the
number of components of MIA syndrome.
2. Proportion and prognostic value of the malnutrition -
inflammation - atherosclerosis syndrome for cardiovascular events
and mortality during 18 months were investigated on the patients
with end-stage renal disease.

- The probability of cardiovascular events and mortality was
significantly associated with the presence and elevation of the number
of components of malnutrition - inflammation - atherosclerosis
syndrome.
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- Compared to patients with no component of MIA syndrome:
patients with 3 components had a 3,78 times increase in risk of
cardiovascular events; had a 13,16 times increase in risk of mortality.

- Only malnutrition was a strong predictor for cardiovascular
events and mortality with HR (95% CI): 2,15 (1,35-3,42) and 5,90
(2,46-14,14).

RECOMMENDATION

From the findings of the research, we gave our recommendations
as follows: clinical physicians should pay more attention to and give
an early assessment of malnutrition-inflammation-atherosclerosis
syndrome (MIA syndrome) in patients with ESRD. Of all, they should
care for nutrition condition, by which they can give an early and
positive treatment. This makes contributions to life quality advance,
and decrease in cardiovascular events and mortality rate in patients.
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