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Muc tiéu: Nghién ctiru nham muyc tiéu xac dinh nong d6 Asymmetric Dlmethylarglnlne (ADMA)
huyét tuong & benh nhén bénh thén man giai doan cudi (BTMGBC) danh gla moi li€n quan gilta nong
d6 ADMA v&i nong d6 creatinin huyét thanh va d6 loc cau than wdc tinh. Péi tweng va Phwong phap
nghién ciru: Pay 1 1 nghién ciru cit ngang c6 d6i chimg. Nong d6 ADMA huyét twong va cac thong
s6 khac dugce do ¢ 27 bénh nhan BTMGPBC diéu tri bao ton va 21 ngudi khoe manh ddi ching. Nong
d6 ADMA huyét trong dugc xac dinh bang phwong phap phan tich hip thy mién dich lién két enzyme
(ELISA) trén may Evolis™ Twin Plus. Céac két qua dugc xir Iy bang phan mém SPSS 19.0. Két qua:
Nong d6 trung binh ADMA huyét twong & nhdém bénh nhan BTMGBC 1a 0,77+ 0,12 pmol/L va
nhém nguoi khée manh lam ddi chimg 1a 0,48 + 0,17 pmol/L (su khac biét nay co ¥ nghia théng ké
v6i p <0,001). Nong d6 ADMA cta nam va nir 1 0,69 + 0,19umol/L va 0,61 £ 0,20pumol/L theo thir
tu (p>0,05). Khong c6 mbi twong quan giita ADMA véi tudi (r=-0,059, p=0,691). Tuong quan giita
ndéng do6 ADMA véi ndng do creatinine huyét thanh (r=0,459, p<0,001) va d6 loc cau than( r =-0,596,
p<0,001). Két luan: Nong d6 trung binh ADMA huyét twong & bénh nhan BTMGBC cubi ting cao
¢6 ¥ nghia thdng ké so véi nhom ching. C6 mdi twong quan giita ndng do ADMA véi d6 loc cau than
va v6i ndng do creatinine huyét thanh.

Tir khéa: Asymmetric Dimethylarginine, Bénh thdn man giai doan cuoi.
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Objectives: To assess the levels of plasma ADMA in healthy people and in reserved patients
with end stage renal disease (ESRD), the association between plasma ADMA with serum creatinine
concentration and with eGFR. Materials and Methods: A controlled cross sectional study. Plasma
ADMA and other variables were measured in 27 patients with ESRD and in 21 controls. Plasma
ADMA levels were determined by enzyme linked immunosorbent assay (ELISA) using Kkits
provided from immunodiagnostic AG, Germany. Data was analyzed by SPSS 19.0. Results: Mean
ADMA in men- women was 0.69 £ 0.19 pmol/L and 0.61 = 0.20 umol/L, respectively, (p>0.05),
mean ADMA in control and disease were 0.48 = 0.17 umol/L and 0.77+ 0.12umol/L; respectively,
(p <0.001). No correlation between ADMA and age (r=-0.059, p=0.691); correlation between
ADMA with serum creatinine (r=0.459, p<0.001) with eGFR (r=-0.596, p<0.001). Conclusion:
ADMA concentration in healthy people: 0.48 = 0.17 umol/L. ADMA concentration in ESRD:
0.77+ 0.12 umol/L. There was a correlation between ADMA concentration with eGFR and with
serum creatinine concentration.
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1. PAT VAN PE

Su tc ché va diéu hoa tong hop oxit nitric
(NO) boi ADMA da dugc mo ta cach day hon
20 nam [23]. NO 1a mot chat dong vai trd quan
trong trong hoat dong cia cac té bao ndi mac
mach mau. Vi vay, ADMA dugc xem la mot
chat trung gian hoat hoéa cho sy rdi loan chtre
ning ndi mac. ADMA ciling dugc xem la chi
diém doc 1ap cho nguy co tim mach va tir vong
& quan thé n6i chung va & bénh nhan BTMGDC
[19][27]. ADMA la chi diém cho sy tién trién
ctia BTM [8]. Vai tro ctia ndng d6 ADMA huyét
trong gia ting trong rdi loan chic ning ndi
mac va ton thuong mach mau da duogc nghién
ciru & cac tinh hudng khac nhau nhu tién san
giat, dai thao duong, dét quy, bénh mach mau
ngoai bién va bénh mach vanh [2][5][18]. Gia
ting ndng d6 ADMA ciing duoc cho 1a tham gia
vao sy tién trién cia BTM [15][25][26]. Nong
d6 ADMA gia tang theo su suy giam chirc nang
cua than. Cac bénh nhan BTMGDC véi néng
d6 cao ADMA c6 1 tién lugng lau dai khong t6t
[27]. Vi vay, viéc lam giam ndng d6 ADMA c6
thé 1a 1 muc tiéu diéu tri dé 1lam cham su tién
trién cia BTM [3].

Cac té bao 6ng than dong vai tro 1 phéan
trong chuyén hoa cia ADMA [21]. Céc stress
oxy hoa va giam khdi ong than trong BTMT c¢6
thé lam rdi loan diéu hoa hodc lam giam kha
ning dao thai ADMA [18]. Cac yéu t6 khac nhu
tang homocystein méu hoac tinh trang viém co
thé 1am ton thuong sy thoai bién ADMA. Trong
khi céac liéu phap nhu thudc trc ché men chuyén
héa nguoc angiotensin, N-acetylcysteine co
thé c6 hiéu qua nguoc lai [12][19].

Nhu vy, cac nghién cuu ¢ nudc ngoai da
c6 bang ching chi ra rang chinh sy bién doi
ndng do cia ADMA huyét twong gép phan vio
nhiing bién ddi té bao ndi mac mach mau va
bién chtrng tim mach ¢ bénh nhan BTM. Hién
tai, chua c6 nghién ciru nao & trong nudc vé
ADMA noéi chung va ADMA trén bénh nhan
BTM. Vi vay nghién ctru nay cua chung toi
nhim muyc tiéu: Nghién ciru nong d6 ADMA
huyét twong trén BTMGDC va danh gia mbi
lién quan giita ndong d6 ADMA véi nong do
creatinine va do loc cau than udc tinh & ddi
tuong nghién ctru trén.

2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

27 bénh nhan BTMGDC c¢6 mic loc ciu than
< 15ml/ph/1,73 m? chua loc mau duge kham va
diéu tri tai Bénh vién Trung Uong Hué.

21 nguoi 16n khée manh tham gia vao nhom
dbi chung.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién ciru

Nghién ciru mé ta cit ngang c6 d6i ching
2.2.2Cdc buéc tién hanh nghién ciru

- Lap hd so nghién ciru

- Kham lam sang

+ Khai thac k¥ tién sir, bénh sir

+ Tién hanh kham 1am sang

+ Do huyét ap theo quy dinh cua T chic Y
té thé gioi; danh gia ting huyét 4p theo Phan hoi
Tang huyét ap Qudc gia Viét Nam 2013.

- Tién hanh cac xét nghiém co ban: Cong thirc
mau, xét nghi€ém nudc tiéu, ure mau, creatinine
mau, CRP mau, bilan lipid mau, si€u am than tiét
niéu, XQ hé tiét niéu.

Sau d6 1y 3 ml mau tinh mach roi tach lay mau
huyét tuong tai khoa Hoa sinh Bénh vién Trung
wong Hué. Bao quan miu huyét tuong EDTA ¢ -
20°C trudce khi lam xét nghiém phén tich ELISA.

- Tién hanh dinh lugng ADMA huyét tuong
EDTA tai khoa Hoéa sinh- Bénh vién Trung wong
Hué.

+ Nguyén ly: Phuong phap dinh luong ADMA
1a phuong phap hip thu mién dich lién két enzyme
(ELISA) canh tranh. Nong d6 ADMA dugc biéu
thi bang don vi pmol/L [13].

+ May su dung trong xét nghiém phan tich la
may sinh héa mién dich Evolis ™ Twin Plus, My.

+ Thubc thir dwoc cung cép béi hing
Immundiagnostik AG (ADMA ELISA Kit), Puc.

2.3. Xir Iy s6 liéu

Chung t6i xtr dung phin mém SPSS 19.0 dé xir
1y s6 liéu. Cac phép so sanh c¢6 y nghia khi p<0,05.
So sanh trung binh 2 nhém doc 1ap bang T-test; danh
gia mdi lién hé gitra cac ddi tuong bang y?, danh gia
mdi twong quan giita 2 nhém doc 1ap biang phuong
phap hdi quy.
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3.KET QUA
3.1. Tuoi va gid¢i

Bang 3.1. Mbi lién hé giita tudi va gi6i gitta nhom ching va nhém bénh

. Lo Tudi TB p
Nhom Giéi : (X+SD) (T-test)
Nir 16 76,2 58,3 +£25,6
Nhom chirng
Nam 5 23,8 484+ 11,4
Téng 21 100
Nir 13 48,1 61,1 £0,8 0,59
BTMGDC
Nam 14 51,9 57,0+0,7
Téng 27 100
Nhan xét: Gilta cdc nhdm nam- nit ¢6 d6 tudi gan nhau
Khoéng c6 sy khac nhau vé do tuoi trung binh gira hai nhom bénh va chiing
3.2. Nong d0 ADMA theo gi6i
Bang 3.2. Nong do trung binh cia ADMA theo gidi
Gioi N % X =SD p (T test)
Nir 29 60,4 0,61 0,20 0,19
Nam 19 39,6 0,69 +0,19
Tong 48 100
Nhdn xét: Nong d0 ADMA giita nam va nit khong khac nhau
3.3. Nong dd trung binh ciia ADMA
Bang 3.3. Nong d trung binh cia ADMA
Nhém n % X+ SD p (T test)
Chung 21 43,8 0,48 £0,17
BTMGDC 27 56,3 0,77+ 0,12 <0.001
Téng 48 100

Nhdn xét: Nong do trung binh cia ADMA ¢ nhom bénh cao hon c6 y nghia véi nhém chiing.
3.4. Lién quan giira nong d0 ADMA véi tudi
Bang 3.4. Tuong quan ctia nong d trung binh cia ADMA so vdi tudi

Twong quan Tubi

r -0,06

ADMA p 0,69
N 48

Nhan xét: Khong c6 moi tuong quan gitta ADMA véi tuoi
3.5. Twong quan giira nong do0 ADMA véi nong do creatinine va uré huyet thanh
Bang 3.5. Tuong quan nong do ADMA vo6i PLCT, ndng do creatinine, nong do uré, Hb va Het

Tuong quan bLCT Uré Creatinine Hb Hct

r -0,59 0,55 0,50 -0,48 -0,65

ADMA P 0,00 0,00 0,00 0,00 0,00
N 48 48 48 48 48

Nhdn xeét: Cé tuong quan nghich trung binh gitta ADMA véi PLCT, Hb va Hct.
Tuong quan thuan trung binh cia ADMA véi creatinine va ure huyét thanh.
3.6. Twong quan hdi quy giira ndng d6 ADMA véi dd loc cAu thin
=0,746 — 0,003 x PLCT

Phuong trinh hdi quy: C
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Hinh 3.1. Puong biéu dién hdi quy tuyén tinh
gitta ADMA-DLCT

ADMA

4. BAN LUAN

Két qua ¢ Bang 3.1 cho thdy cic nhém nam- nit
¢ nhom ching va nhém bénh c6 mbi lién hé véi
nhau.Bang ndy ciing cho thay khong co sy khac
nhau vé do tudi trung binh giita cic nhom bénh
nhan va nhém chung.

Trong nghién ctru ctia chiing toi, ndng do trung
binh cia ADMA trong huyét twong giita hai gi6i
nam va nit khong cé sy khac biét (0,69+ 0,19
pmol/L va 0,61 + 0,20 umol/L, p= 0,19). Trong
nghién ctru cia tac gia Tanya I. Deneva-Koycheva
[20]cling cho thiy két qua tuong tu. Renate
Schnabel ciing khong tim thidy mdi lién quan gitra
noéng d6 ADMA véi gidi [17].

Chung t6i cling khong tim thidy méi twong
quan giita néng 46 ADMA véi tudi (bang 3.4,
R=-0,06, p=0,69). Trong nghién ctu cua Jan T.
Kielstein[14], cua Tanya I. Deneva-Koycheva
[20] va Renate Schnabel ciing khong tim thiy méi
lién quan giita ndng dd6 ADMA véi tudi [17].Tuy
nhién tac gia Edzard Schwedhelm lai cho biét c6
mdi tuong quan giita nong 46 ADMA véi tudi. Tuy
nhién moi tuong quan nay rat nho [17].

Lién quan té1i nong d0 ADMA & nhom nguoi
khoe manh va nhém ching cho thay:Nong do
trung binh cia ADMA & nhém bénh nhan 1a 0,77+
0,12 pmol/L tang lén c6 y nghia so v&i nhom
chung 1a 0,48 = 0,17 umol/L (bang 3.3, p=0,001).

N Wahbi tim thdy ndng d¢ trung binh cua
ADMA ¢ bénh nhan BTMGDC 1a 1,04 +
0,17umol/L[14]. Céc tac gia Jian-Rong Zhao, De-
Yu Zhang, De-Zhen Sun, trong nghién ctru cua
minh cho thiy ndng d6 trung binh ctia bénh nhan
BTMGBC cubi 1a 4,7 £+ 1,2 pmol/L. Tse-Min Lu

O Observed
1.207 — Linear

tim thdy ndng d¢ trung binh ADMA & bénh nhan
BTM giai doan 3-4 1a 0,49 + O 11 pmol/L [22].

Jill Melendez Young cho biét nong d¢ trung binh
cua ADMA ¢ cac bénh nhan STM giai doan 3-4
120,70 + 0,25 pmol/L [17]. Nhiéu nghién ctru cho
thiy nong ¢ ADMA & ngudi suy than man c6 thé
tang tir 2-12 1an so véi nguoi khoe manh [13][16].

O nguoi 16n khée manh, Tanya I. Deneva-
Koycheva cho thdy ndng d¢ trung binh cia ADMA
la 0,48 £ 0,13 pmol/L [20]. Edzard Schwedhelm
cho biét néng d6 trung binh cua ADMA la 0,52
+ 0,11 pmol/L[17]. Atzler D. cho két qua nghién
ctru nong d6 ADMA ¢ ngudi khée manh nam giGi
la 0,41 0,95 pmol/L va cho nir gidi 1a 0,430,96
umol/L [1].

Nhu vay, mic du khoang gi4 tri nong do cta
ADMA c6 su khac nhau gilta cac nghién ctu
nhung luén luén c6 1 sy khac nhau o rét gitra
nong 3o ADMA & ngudi khoe manh va ngudi méic
bénh than man tinh trong mdi nghién ctru. Diéu
nay cho thdy ADMA 1a 1 yéu t6 gitip danh gia mirc
d6 suy than.

Nghién ctru ctia ching t6i ciing cho thdy c6 mdi
trong quan thudn mirc d6 trung binh giita ndng
d6 ADMA huyét tuong voi nong do creatinine
huyét thanh (Bang 3.5; r= 0,46, p<0,01, n=48).
Nghién ciru cia Mustafa Celik cho két qua ¢ mdi
lién quan yéu giita nong 46 ADMA vé6i ndng do
creatinine huyét thanh (r= 0,173, p< 0,05) [13].
Tuy nhién, trong nghién ctru cua N. Wahbi cho
thdy khong c6 méi lién quan giita nong 6 ADMA
v6i nong do creatinine huyét thanh.Tse-Min Lu
cho thay c6 su khic nhau vé nong do creatinine &
nhoém bénh nhan c6 nong d6 ADMA 0,47umol/L
s0 v6i nhom > 0,47 pmol/L nhung khong cho biét
c6 mdi twong quan hay khong[22]. Aleksandra
Jazwiniska-Kozuba cho thiy khong c6 su tuong
quan giira 2 bién s6 nay & tré em khoe manh [1].
Mot phan tich tong hop ctia Johannes Jacobi cho
blet khong c6 moi twong quan gitta ADMA véi
ndng do creatinine (r=-0,19)[10].

Nghién ciru clia ching t6i ciing cho thiy mdi
lién quan nghich mirc do trung binh giita nong
d6 ADMA véi d6 loc cau than (PLCT) (r=-
0,57, p<0,00) (Hll’lh 3.D). Nghién cuu cua Jan
T Kielstein cho thidy mdi twong quan yéu giira
ndéng do6 ADMA va DLCT [14] Tuong tu, Edzard
Schwedhelrn cling thdy c6 mbi twong quan yéu
gilra nong do ADMA va BLCT[17].

Chiing ta biét ring, ADMA gia ting & bénh nhan
¢6 ton thuong chirc nang than.Mic d6 twong quan
yéu cia ADMA v6i PLCT ¢ 1 s6 nghién ctru duoc
giai thich nhu 1 co ché ty didu hoa PLCT [17].
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Nghién ctru cua chung toi ciing cho thiy c6

mdi twong quan giita nong 46 ADMA véi ndng do
Hb va Hct (r=-0,48 va r=-0,65) (Bang 3.5).

5. KET LUAN

- Nong do trung binh ADMA huyét tuong

0 bénh nhan bénh thin man giai doan cudi: la

(p < 0.001) so v6i ndng d¢ trung binh ADMA
huyet tuong & nguoi khée manh: 0,48 + 0,17
pumol/L.

- Tuong quan nghich mirc d¢ trung binh gitra

ndng d6 ADMA huyét twong véi d6 loc cau than.

- Tuong quan thudn muc d¢ trung binh gitra

nong 46 ADMA huyét twong v6i ndng do creatinin

0,77+ 0,12 pmol/L cao hon cé y nghia thong ké  huyét thanh.
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