VAI TRO CUA HOMOCYSTEINE
O BENH NHAN LOC THAN
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TOM TAT

Vai tro ciia homocysteine ¢ bénh nhén loc than. Nong do tHey thiong tang cao
& bénh nhdn loc thdn & bénh vién Nhdat Tan. Sau khi diéu tri bdng Folic acid 5
mg/ngay, vitamin B6 100 mg/ngay, vitamin B12 1000 mg, 1 éng tiém bdp méi lan loc
mdu trong 3 thang thi nhiéu chi so xét nghiém cdi thién ré rét: Nong dé tHcy trung
binh cho ca 2 gioi bénh nhan loc than la 28.84221.37 umol/l trudc diéu tri va
13.32+3.20 umol/l sau khi diéu tri. Hong cau, hematocrit va tiéu cau ting lén trong
khi d6 uré, glucose mau, cholesterol toan phan va tHey giam xuéng c6 y nghia thong
ké voi p=0,01. Vai tro cua tHcy o bénh nhan loc thdn va viéc can thiét trong diéu tri
ha nong do tHey con nhiéu ban cdi VA can dwoc minh chitng qua cdc nghién ciru

khéac.
SUMMARY

The role of homocysteine in patients on dialysis. tHcy concentrations are often
elevated in hemodialysis patients treated at Nhat Tan hospital. After 3-months
treatment with folic acid 5 mg/day; 100 mg vitamin B6/day; 1000 mg vitamin B12, 1
ampoule intramuscularly every dialysis session, There were many laboratory tests
improved markedly: the average concentration of tHcy for total dialysis patients were
28.84 + 21.37 umol/l before treatment and 13.32 + 3.20 umol/I after treatment. Red
blood cells, hematocrit and platelet count increased while urea, blood glucose, total
cholesterol and tHcy dropped with statistical significance at p = 0.05. The role of tHcy
in hemodialysis patients and the treatment necessary in lowering tHcy concentration

was controversial and should be demonstrated by the future studies.
MO PAU
Homocysteine (Hcy) 1a mot axit amin trung gian c¢6 chira sulfur duoc tao thanh

boi su chuyén d6i methionine thanh cysteine tir qua trinh khir methyl ciia methionine.
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Trong mau, phan 1én Hey gin voi protein tao thanh protein-Hcy disulfide (75-85%),
phan con lai ¢ dang ty do (15-25%) tan trong acid. Mot phan Hey tu do bi oxy hoa
trong mau tao thanh Hcy-cysteine disulfide va Homocystine (Hcy-Hcy disulfide). Nhu
véy, Hey toan phan trong mau bao gém: Hey gén proteine (proteine-Hcy disulfide) va
Hey tu do (Hey-cysteine disulfide, Homocystine)®.

Nhiéu thtr nghiém lam _ NH, 2
Albumin-S-S-CH,-CH,-GH HC-CH,-CH,-SH
OOH COOH

sang ngau nhién 16n trén the Protein-Homocysteine disulfide Homocysteine

gidi vé bd sung vitamin BB, M

B12 va folate dé du phong , ) NH, 2

_ HC-CH, -CHQ-S-S-CHQ-E]I-_II H¢-CH2-CH2-S-S-CH2-CH2-]3£I-I
bénh tim mach va dot quy COOH CooH COOH COOH
dang duoc tién hénh(l). Tai Homocysteine-cysteine disulfide Homocystine

Viét Nam, theo Nguyén Vin Tudn va cs, néu ndong d6 tHcy >14 pmol/l thi nguy co dot
quy nhdi mau ndo cao hon nhém chimg 1,71 1an®. Trong nghién ctru ctia Nguyén Ptic
Hoang va cs, ndng d6 tHey mau ting cao & BN tai bién mach mau ndo chiém 77.94%.

xuat huyét ndo 65,63% va nhdi mau nio 57%%,

Theo Rosenson va cs qua mot phan tich gop thi liéu phap bd sung trong 12 thir
nghiém véi 1.114 nguoi bang Folic acid vai lidu 0.5-5.0 mg/ngay lam giam tHcy 25%,
vitamin B12 véi 0.5 mg/ngay gitp giam thém 7%, trong khi vitamin B6 khéng thém
hidu qua®™. Theo Jardine va cs, ha ndng do tHey bang folic acid khong giam cac bién
chirng tim mach ¢ BN bi bénh thén(4).

Ciing theo tong két cuia Rosenson, ndng d6 Hcy huyét twong ting vira phai hay gip
vao khoang 5-7% cong dong. Ting Hcy mau c6 vé 1a mot yéu td nguy co doc 1ap
ddi vai cac bénh mach mau ndo, mach mau ngoai vi va bénh mach vanh tim, cling nhu
bénh huyét khéi tic tinh mach. Tuy nhién, Hcy khong cé vé quan trong nhu cac yéu to
nguy co tim mach khac nhu cholesterol mau, hiit thudc, dai thdo dudng va ting huyét
ap®.

Tan suét cla tinh trang ting tHcy mau & cac BN suy than man trung binh chua
duoc biét 13, tuy nong do tHey dugc ching minh lién quan chit ché véi ndng do
creatinine huyét thanh. Ducloux va cs da bao cao ndng do tHcy cao két hop véi nguy

co cao cua tir vong do tit ca nguyén nhan ¢ BN loc than®.
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POI TUQNG VA PHUONG PHAP NGHIEN CUU

Poi twong nghién ciru: Tat ca cac BN loc than dugc dua vao nghién ciru. Poi twong
loai trir: Trong tong sb 79 BN loc than, chi ¢6 54 BN tham du (30 nam, chiém 55,6%,
tudi thap nhét 20, cao nhit 78) xét nghiém twong ddi day du va duoc chon vao nghién
ctru. Nhung trong sb nay, ¢6 20 BN khong 1am xét nghiém lipid méu.

Thiét ké nghién ciru: tién ciru

Xét nghiém: Cac xét nghiém thuc hién trén hé thong Cobas 4000, Mindray 3200,
dugc hiéu chuan mdi ngay va da dat ching nhan ngoai kiém hang nim cua Trung tam
Kiém chuan Xét nghiém TP. HCM. Xét nghiém Homocyteine: Pay 1a Hey toan phan
(tHcy) bao gom tt ca cac dang cua Hey nhu dang gan két voi protein, dang tu do va
dang oxid hoa. Theo Lé Xuan Long, nong d6 tHcy =4.45-12.42 pmol/l dugc xem
binh thuong”

Phwong phap tién hanh:

Xét nghiém dot 1: Thang 3/2015. Trudc chay than, xét nghiém: Cong thirc mau,
hemoglobin, hematocrit, uré, creatinine, MDRD, ion do, glucose, tHcy, cholesterol,
HDL-C, LDL-C, Triglycerides. Sau d6 BN duoc diéu tri: Folic acid 5 mg/vién/ ngay,

vitamin B6 100 mg/ngay, vitamin B12 1000 mg, 1 6ng tiém bap mdi lan loc mau.
Xét nghiém dot 2: Thang 6/2015. Xét nghiém lai 1an 2 cac xét nghiém trude day.

Xir Iy théng ké: Dung phan mém SPSS 16.0. Cac s liéu lién tuc duogc biéu thi bang
sb trung binh £ dg 1éch chuan . So sanh cac bién s6 trude va sau khi diéu tri duoc 3
thang bang kiém dinh T véi mau bat cip. One-way ANOVA duogc ding dé so sanh
cic gia tri giita 2 nhoém bién sd. Cac bién s6 khong co phan phdi chuan dung kiém dinh
phi tham s Mann-Whitney. Sy khéac biét trude va sau diéu tri c6 ¥ nghia thong ké khi
p<0,05.
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KET QUA NGHIEN CU'U

Bing 1. Tudi va gi6i cdc BN loc thin. Tudi va giéi khong khac biét co ¥ nghia,

p>0.05
Gi6i Lira tuoi )
MM 039 049 50-59 >70 “one
Nit 3 2 7 5
Nam 12 5 7 3
Cong 15 7 14 8

Bang 2. Néong dé tHcy ciia nir (n-24) va nam (n=30) trwéc va sau diéu tri

Bién s6 Nong do trung binh chung Nir Nam P

24.35+6.83 32.44+27.70 0.169
13.08+3.35 1352+3.13 0.626

28.84 +21.37
13.32 + 3.20

tHey trude diéu tri

tHcy sau diéu tri

Bang 3. So sanh thai gian BN loc than <1 nim (14 BN) va >1 nam (40 BN), c4c bién sd
khac khong c6 ¥ nghia thong ké, khong néu ra day.

Bién sb Thot gian diéu tri <1 nam loc than >1 nam loc than P
Trude diéu tri 8.00 + 2.03 9.16 + 1.63 0.038
Hemoglobin .
Sau diéu tri 9.23 +2.63 9.32+2.26 0.906
Trude diéu tri 23.91 +6.01 27.56 +7.04 0.031
Hematocrit .
Sau diéu tri 29.71 +8.35 30.55 + 5.85 0.684
Trude diéu tri 8.31+5.16 6.75+ 5.64 0.368
MDRD .
Sau diéu tri 9.63+4.8 6.59 + 2.92 0.007
Trude diéu tri 21.95+6.31 31.25 +24.17 0.163
tHcy .
Sau diéu tri 11.42 +3.17 13.97 +2.99 0.011

Bang 4. So sanh nong dp tHcy ¢ BN ting huyét dp véi cdc BN khong ting huyét dp

Bién s6 Tang huyét ap (n-43) Khong tang huyét ap (n=11) P
tHey truée diéu tri  30.57 + 23.56 22.10£5.02 0.242
tHcy sau diéu tri 14.02 + 3.02 10.58 +2.90 0.001
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Bang 5. Kiém dinh T trudc va sau diéu tri (Xét nghiém lipid chi c6 34154 BN).

Trung binh + SD

olip Cac cap trudc va sau diéu tri S(A’;\lca Tt dida - Sau didu i P
1 Bach cau (mm?) 54  5.93+2.0 6.27+2.4 0.294
2 Hong cau/mm® 54  3.17+0.67 3.32+0.73 0.034
3 Hemoglobin g/dl 54 8.86+1.80 9.30+2.33 0.051
4 Hematocrit % 54 26.62+5.49 30.33+6.52 0.000
5 Tiéu cAu/mm® 54 170.37456.54  195.44+60.87 0.001
6  Ure mmol/l 54  20.96%8.20 17.68+6.98 0.006
7 Creatinin pmol/l 54 829.9£357.3  763.99+337.09 0.114
8 MDRD 54 7.15+5.52 7.37+3.71 0.787
9 Natri mmol/I 54 133.52+3.41  129.04+28.50 0.241
10  Kali mmol/I 54 4.11+1.02 4.11+0.80 0.989
11 Calci mmol/l 54 1.12+0.15 1.13+0.17 0.569
12 Glucose mmol/l 54  7.16%3.26 6.24+2.34 0.010
13 tHcy pmol/l 54 28.84+21.3 13.32+3.20 0.000
14 T-cholesterol mmol/l 34  4.08%1.04 3.36+0.87 0.000
15 HDL-C mmol/l 34 0.98+0.26 1.03+0.31 0.260
16  LDL-C mmol/l 34 2.62+0.86 2.54+0.78 0.425
17 Triglycerid mmol/l 34 1.26+0.61 1.45+1.18 0.180
BAN LUAN

Tong s6 54 BN duoc nghién ciru, nam 30 chiém 55,6%. Tudi tir 20 dén 78, tudi
trung binh 54,3 + 14.9. Sau khi duoc tuyén chon, ching toi 1y mau xét nghiém céc
thong s6 vé huyét hoc, sinh hoa, mién dich. Cac BN duogc diéu tri sau dé véi Folic
acid 5 mg/ ngay, vitamin B6 100 mg/ngay, vitamin B12 1000 mg, 1 6ng tiém bap mdi

lan loc mau.

Sau 3 thang, xét nghiém lai thi thiy nhu sau: Nong do tHcey trung binh cho cé 2
gidi 14 28.84+21.37 pmol/l trudc diéu tri va 13.32+3.20 pmol/l sau khi diéu trj. Nong
d6 tHey & nir va nam trude va sau khi diéu tri khong khéac biét ¢6 ¥ nghia thong ké véi

p>0,05. Pay 1a ndng do tHey ¢ BN loc than nén néng do kha cao. Theo Huynh Vin
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Nhuén, ¢ ngudi 16n binh thudng, ndng do tHey mau trung binh 12 9,45 + 1,87 umol/I,
giéi nam 10,47 + 1,83 pmol/l, cao hon nit 8,65 + 1,56 umol/l va tang dan theo tudi®.
Theo Rosenson va cs thi néng do tHcy trung binh & ngudi binh thuong 1a 5-15

umol/1®,

L& Xuan Long khéo st trén BN diéu trj ngoai tra thi thdy trong s6 46 BN c6 8
(17,4%) c6 ndng d6 tHey cao hon 12,42 pmol/l. BN diéu tri c6 3 BN duoc diéu trj

bang folate, vitamin B6 va vitamin B12 thi ndng do tHcy giémm.

Nong d6 tHey trung binh cho ca 2 gidi 1a 28.84+21.37 umol/l trude diéu trj va
13.32+3.20 pmol/l sau diéu tri. Khi so sanh thoi gian BN loc than <1 nim va >1 nim,
tinh trang truéc diu tri ciia hemoglobin (8.00 + 2.03 va 9.16 + 1.63 g/dl) va
hematocrit (23.91+6.01 va 27.56 +7.04 %) va tinh trang sau diéu tri cia MDRD (9.63
+ 4.8 va 6.59 + 2.92) va tHcy (11.42 + 3.17 va 13.97 + 2.99 umol/l) khac biét ¢o y
nghia théng ké vdi p<0,05. Cling nhu nhan dinh cua Huynh Van Nhuefln(g), néng do
tHecy khong tuong quan véi thoi gian chay than.

Nong do tHey & BN tang huyét 4p thuong cao hon BN khéng ting huyét ap
(30.57 £ 23.56 va 22.10 + 5.02 pmol/l) nhung khong khac biét c6 y nghia trude khi
diéu tri, trong khi d6 nong do tHey & ca 2 nhoém sau diéu tri thap (14.02 + 3.02 va
10.58 + 2.90 umol/l) nhung khac biét c6 y nghia, p<0,05. Nghién ctru cia Huynh Van
Nhu4n nhén thay ndng d6 tHey ¢ nhom BN ting huyét p cao hon so véi nhom khong
tang, p <0,0001.

Céc chi s6 huyét hoc cai thién 16 sau 3 thang diéu trj véi hong cau tir 3.17+0.67
Ién 3.32+0.73/mm?, p<0,05; hematocrit tir 26.62+5.49 1én 30.33+6.52% va tiéu cau tir
170.37+56.54 1én 195.44+60.87/mm?®, co ¥ nghia p<0,001. Trong khi d6 bach ciu va
hemoglobin lai khong thay ddi khac biét, p>0,05. Day la thudc tao mau gop phan.

Glucose mau giam tir 7.16£3.26 mmol/l xudng con 6.24+2.34 mmol/l sau diéu
tri, khac biét c6 ¥ nghia voi p=0,01. Duong Thi Tuyét va cs nghién ciru trén 57 BN dai
thao duong va 46 BN nhom ching thi thdy tHey & nhom bénh nhan TP cao hon so

v6i nhom ching va cho ring DTD kéo theo nhiéu RLCH khac trong dé c6 tHey™?.
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Uré ciing ¢ cai thién giam tir 20.96+8.20 mmol/l xubng 17.68+6.98 mmol/I,
khac biét co y nghia thong ké véi p<0,006. Trong khi creatinin va MDRD khong giam
thi ndng d6 tHcy (28.84+21.37 con 13.32+3.20 umol/l) giam nhiéu.

Cholesterol toan phan (4.08+1.04 con 3.36+0.87 mmol/l) giam nhiéu véi
p<0,001. C4c thanh phan m& mau khac nhu HDL-C, LDL-C va trilyceride khdng khac
biét c6 y nghia. Cac ion trong mau nhu natri, kali va calci cling khong khac biét c6 y

nghia.

Cac két qua trén gan tvong tu nhu cong trinh cua Jakovljevic va cs. Trong cong
trinh nay, cac thong sd duoc thir nghiém, tHcy, hong cau, Hb, creatinine, total
cholesterol, HDL va LDL déu cao hon & BN loc than so voi cac BN trude khi loc. Chi
c6 ion trong huyét thanh 1a khong khac biét c6 ¥ nghia giita 2 nhém BN nay. Cac
thong s6 huyét hoc duoc giam sat vé thiéu mau (hdng cau, Hb, Hcey) thi thip hon &
cac BN trude khi loc than do ho chua dugc diéu tri bﬁng erythropoietin dugc dung dé
diéu chinh tinh trang thiéu mau & BN loc than. Nong d6 creatinine va lipid huyét thanh
cao hon ¢ BN loc than do giai doan suy than man cao hon va cac roi loan chuyén hoa

tién trién hon?,

Dé két luan, chung t61 nhan thiy nong do tHcy c6 thé 6 vai trd ¢ bénh nhan loc
than va ich loi cua viéc ha néng do tHey can dugc minh ching trong cac nghién ctru
khac.
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