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MO PAU

1. Tinh cép thiét

Ti 1& nguoi cao tudi trén thé gidi ngdy cang gia ting [128], ti 1& ngudi
cao tudi & Viét Nam ciing khong ndm ngoai xu hudng d6. Theo két qua diéu
tra dan s ciia Tong cuc théng ké (2008), ti 1& ngudi cao tudi (tir 60 tudi tré
lén) ¢ Viét Nam chiém 9,9%, du bao ting dot bién dat 15,41% vao nim 2025
va 28,45% vao nam 2030 [28],[26]. Qua trinh 130 hoa lam ting nguy co bénh
tat va tan phé, do d6 1am gia ting ganh ning cho toan xa hoi. Theo Trung tdm
thong ké y té qudc gia Hoa Ky (2006), ting huyét ap 1a bénh pho bién nhét &
nhirng nguoi trén 65 tudi, chiém 44,6% & nam va 51,1% & nit, bénh tim mach
cling 1 nguyén nhan gay tir vong hang dau véi ti 16 30,4% [28].

Cac nghién ciru dich t& hoc ting huyét 4p ¢ ngudi cao tudi tai Viét Nam
gan day cho thay, ti 1& ting huyét 4p tai Ha Noi (2014) 1a 39% [13], tai Thira
Thién Hué (2013) 1a 35,6% [1], tai Can Tho (2012) 1a 49,89% [11]. Nguoi
cao tudi ting huyét ap c6 thé co nhiéu yéu t6 nguy co tim mach cung ton tai,
bén canh nhimg yéu t nguy co truyén théng con c6 nhimg yéu t nguy co tim
mach mdi nhu: C-reactive protein, homocystein, fibrinogen, lipoprotein
(a),...[53],[61],[ 140]. Mtic ting ciia homocystein trong mau c6 lién quan dén
cac bénh 1y tim mach nhu: nh6i mau co tim, dot quy néo, ting huyét ap, bénh
mach vanh va xo vira dong mach [122]. Homocystein trong mau cao con lam
tang cac tac dung co hai ctia cac yéu td nguy co tim mach nhu: ting huyét ap,
hut thudce 14, rdi loan chuyén hoéa lipid va lipoprotein cling nhu thuc day qua
trinh viém [54],[140].

Lim U. (2002) va Wu (2018) da ching minh c¢6 su lién quan gitra mirc
tang homocystein voi tang huyét ap tdm thu va ting huyét ap tam truong
[89],[138]. Ctr ting Sumol/L homocystein & nam sé& lam ting 0,7mmHg huyét
ap tam thu va 0,5mmHg huyét 4p tdm truong, ¢ nit mirc ting ndy cao hon,

tuong tmg 1a 1,2 va 0,7mmHg [89]. Tiang nong do6 homocystein trong mau



2
cling din dén nhiing rdi loan chuyén hoa, giy nén tén thuong cac té bao noi
mo, ri loan chirc ning thanh mach va giy ting huyét ap [41],[140],[144].

Nong do homocystein trong mau cao di ting duge xem nhu 13 mot yéu
t6 nguy co doc lap cua tir vong do bénh tim mach cling nhu khong do bénh tim
mach. Khi néng d6 homocystein mau ting thém mdi Spumol/l s& lam gia ting
ti 18 tr vong chung 49%, tir vong do bénh tim mach 50% [64]. Dé lam giam
ndéng d6 homocystein trong mau, nhiéu tac gia ciing da ching minh c6 thé s
dung nhiing loai thudc don gian va ré tién nhu: acid folic (folat), pyridoxin
hydroclorid (vitamin Bg) va cyanocobalamin (vitamin Byy) [47],[94].

Cho dén nay, di c6 rat nhiéu nghién ctru vé sinh bénh hoc chtirmg minh
vai tro cua ting nong d6 homocystein trong mau ddi véi bénh 1y tim mach
cling nhu tang huyét ap [45],[107],[142], tuy nhién vin con nhiéu ¥ kién tranh
cdi vé hiéu qua cta diéu tri giam nong d6 homocystein méau dbi v4i du phong
cac bién c¢b tim mach. Mot sd thir nghiém ngiu nhién d6i chimg véi ¢& mau
16n cho thdy diéu tri giam néng d6 homocystein mau khong 1am giam céc
bién ¢ tim mach [58],[95]. Tuy vay ciing ¢ nhitng nghién ctru cho thay ting
ndng d6 homocystein mau gay ting huyét ap ciing nhu cac bién cb tim mach
va diéu tri giam néng d6 homocystein mau 1am giam duoc huyét ap va céc
bién c6 tim mach trong du phong tién phat [129],[138].

Nghién ctru ndng d6 homocystein trong mau ¢ ngudi cao tudi ting huyét
ap nham khao sat mdi lién quan gitta nong d6 homocystein mau véi mot sb
dic diém nhan tric, lam sang, sinh hda mau ... déng thoi danh gia hiéu qua
diéu tri ting homocystein mau bang phdi hop cac thude: acid folic, vitamin Bg
va vitamin By, nham gop phan cung cap thém nhiing chimg cir khoa hoc trong
y hoc 1am sang & ngudi cao tudi ting huyét ap 1a rat can thiét. Chinh vi vay,
chung t6i tién hanh dé tai “Nghién ciru nong d6 homocystein méau va hiéu qua

diéu tri ting homocystein ¢ ngudi cao tudi tang huyét ap”



2. Muc tiéu nghién ctru

2.1. Xac dinh néng d6 homocystein, nong d6 acid folic va nong do vitamin
B1, trong mau.

2.2. Xac dinh mdi twong quan giita ndng d6 homocystein trong mau véi mot
sb dic diém nhan tric, 1am sang, sinh héa mau.

2.3. Panh gia hiéu qua diéu tri ting homocystein bang phéi hop ba thude acid
folic (folat), pyridoxin hydroclorid (vitamin Bg) va cyanocobalamin (vitamin Byy).
3. 'Y nghia khoa hoc va thuec tién

3.1. Nguoi cao tudi sin c6 nhiéu yéu t6 nguy co tim mach di kém, dong thoi
cling 12 d6i tuong c6 nguy co thiéu hut vitamin Bg, By,, acid folic va ting
homocystein mau. Trong khi nong d6 homocystein trong mau ting cao dugc
xem nhu 1 mot yéu t6 nguy co tim mach doc 1ap gdp phan thic day cac bién
cb tim mach & ngudi cao tudi, dic biét 1a ngudi cao tudi ting huyét ap.

3.2. Nhiéu nghién ctru trén thé gidi da chimg minh c6 mbi tuong quan giita
néng do homocystein mau va tang huyét ap. Nghién ctru cua chung toi s& gop
phan bo sung thém nhitng chtng ctr khoa hoc vé mdi lién quan giita bénh 1y
tang huyét ap va ndong d6 homocystein trong mau, déng thoi danh gia duoc
hiéu qua diéu trj ting homocystein mau & ngudi cao tudi tang huyét ap.

3.3. Xét nghiém dinh luong néng d6 homocystein mau 13 mot xét nghiém
mién dich huynh quang c¢6 d6 chinh x4c cao, dé thyc hién trén nhitng may xét
nghiém mién dich thong thuong, cho ra két qua nhanh chéng, giup xac dinh
dugc nong dd homocystein mau trén timg bénh nhan dé diéu trj kip thoi.

3.4. Khi xac dinh néng dd homocystein mau tang cao, co thé tién hanh diéu tri
ngay cho bénh nhan bang nhitng loai thuéc dé mua, ré tién nhung lam giam

dugc ndng dd homocystein mau.
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Chwong 1
TONG QUAN

1.1. PAC PIEM TANG HUYET AP O NGUOI CAO TUOI
1.1.1. Dich t& hoc

Theo T chtc Y té Thé gidi, ting huyét &p (THA) 1a nguyén nhan cua
62% bénh mach méau ndo va 49% bénh tim thiéu mau cuc bd. Theo Hiép hoi
tim mach chau Au (ESC) nam 2018, ti 1¢ THA toan cau ude tinh 1,13 ti
ngudi. Ti 1& THA ¢ nguoi 16n chiém khoang 30 - 45% vai khoang 24% & nam
va 20% & nit trén toan cau. Ti 1é THA ting dan theo tudi, chiém hon 60% &
nguoi tir 60 tudi trd 1én. Udc tinh dén nam 2025, s6 nguoi THA trén toan cau
s& tang thém 15-20%, dat gan 1,5 ti nguoi [136].

Nhiéu cong trinh nghién ctru vé dich t& hoc THA trén thé gi6i vai thap nién
trd lai dy cho thay ti 1é mac bénh THA dang c6 chiéu huéng gia ting & ca Pong
va T4y ban cau. O Hoa Ky, ti 16 THA & nguoi 16n chiém khoang 29,3% [102],
Canada 21,3% [87], Hi Lap 40,2% & nam va 38,9% & nit [106], Trung Qudc
37,8% [59], Malaysia 27,8% [110] va Thai Lan 22% [105].

Ti 18 THA ¢ ngudi cao tudi ciing khé cao ¢ nhiéu nudc trén thé gisi: ¢ Théi
Lan 51,1% (2008) [105], Bangladesh 65% (2001) [73], An D¢ 63,63% (2003)
[68], Hoa Ky 66,3 - 90,8% (2007 - 2008) [102], Brazil (2019) 74,9% [123]. Tai
Viét Nam, nghién ctru dich t& hoc THA cua Dao Duy An (2005) & TAy Nguyén,
Pham Thing (2004), Duong Vinh Linh (2004) & mién Trung va Nguyén Vin
Hoang (2009) ¢ Long An cho thay ti 16 THA ¢ ngudi cao tudi dao dong tir
40,5% dén 52,5% [12],[15]. Mot s6 nghién ciru gan day ciing cho thay ti 16 THA
& ngudi cao tudi ciing kha cao nhu: Lé Van Hoi (2016) tai Ha Noi 1a 39% [13],
Hoang Ptc Thuan Anh (2013) tai Thira Thién Hué 1a 35,6%[1], Nguyén Thai
Hoang (2012) tai Can Tho 13 49,89% [11].



1.1.2. Sinh bénh hoc

O ngudi cao tudi, tinh trang réi loan chirc ning t& bao ndi mo, tai ciu
tric va xo hoa mach mau 1am giam tinh dan hoi cua thanh déng mach, hau
qua 13 1am gia ting van tc song mach, din dén ting dinh tdm thu tha 2 va
taing manh huyét ap tdm thu [5],[14],[28].

THA xay ra khi c6 tang cung luong tim, tdng stic can ngoai bién, hodc tang ca
hai. Cung lugng tim lién quan dén tién tai va stic co bop tim, do d6 no lién quan dén
thé tich dich, lugng natri an vao va hoat dong cia cac cam thu adrenergic. Stic can
ngoai vi phu thudc vao su co mach va phi dai cAu tric mach méau, hai yéu tb nay bi
chi phdi béi nhiéu co ché bao gdm: hé giao cam, hé Renin-Angiotensin-Aldosteron
(RAA), cac peptid van mach, di truyén va stress (so do 1.1) [8],[34],[77].

S Giam sb Su bién Cac yéu td c6
An nhiéu R0\ . s XA
i luong don Stress doi ve di Béo phi nguon goc tir
natri A A .
vi than truyén ndi mac
l —
v vy | |
Su o natri Giam dién Tang hoat Tang Bién doi Tang
cliathAin «— tich loc bé tinhgia0 <«  renin- mang té insulin
mat cam angiotensin bao méu/
. I
Téng the Co that
tich dich tinh mach
| I l v vY v
Tang tién tai Tang tinh co thit Co that chtic nang Phi dai c4u tric

| | | |
v v

HUYET AP = CUNG LUQONG TIM x SUC CAN NGOAI BIEN
Tiing huyét 4p = Ting cung lwong tim va/hoic Ting sirc cin ngoai bién

Tw diéu hoa
So do 1.1. Mot so yéu to lien quan den kiem soat HA lam anh huong dén

phuong trinh co ban: HA = Cung luwong tim x Suc can ngoai bién
“Nguon: N M. Kaplan, 2002 [77]
1.1.2.1. Su curng dong mach trung tim
Thanh phan dong luc hoc ctia huyét ap (HA) 1a sy tong hop cua 3 yéu

t6 chinh, bao gom: sy co bop tim, trd khang dong mach chil va su ting l1én



AP LUC DONG MACH CHU (mmHg)

6
cta ap luc tdm thu tré duoc gy ra boi song mach doi nguogc tir tuan hoan
ngoai bién (hinh 1.1) [14],[28].

Céac dong mach 16n trung tam, dién hinh 1a dong mach chu nguc va céc
nhanh gan cua no, thuc hién chtc ning giam sbc bang cach kéo dai ky tdm
thu, du trit mot it thé tich ctia mdi nhat bop va su nay lai do dan hoi dé day
phan du thé tich mdi nhat bép ra ngoai bién trong ky tdm truong. Khi cac
dong mach trung tdm tré nén ciing hon, s€ xay ra hién tuong [28]:

- Huyét ap tam thu (HATT) tang 1én do c6 nhiéu mau hon dugc phan
phéi cho ngoai bién trong ky tdm thu va;

- Huyét ap tam truong (HATTr) giam xudng do c6 it thé tich nhat bép du
phan phéi cho ngoai bién trong ky tdm truong. (hinh 1.1).

Diém chia tim
thu-tam truong

160 ] HATT
Ap luc Ap , Doi lai- khuéch dai
tam thu luc
tang mach
thém tré
120 v Tam thu tAm that -
Ap luc tr¢ khang dong
dong mach chu
mach
trung
binh
80 HATTr
Tro khang hé thong
40
0
TAM TAM 7
THU  TRUONG SU TAI TIM TOAN BO

Hinh 1.1. CAc thanh phan ciia HA va si tdi ciia tim
“Nguén: L. Michael Prisant, 2005 [127]



Cic mach mdu tré dan hoi Cic mach mdu gia khéng dan hoi
TAMTHU TAM TRUONG TAM THU TAM TRUONG
THE TiCH THE TiCH
TAM THU TAM THU

bong * bong
mach chu mach chu
DE KHANG DE KHANG N
TIEU DPONG MACH - TIEU BONG
MACH T HATT

AP LUC h AP LUC
(LUU LUONG ) (LUU LUONG ) LHATTr

Ap luc mach hep
Ap lgyc mach rong

Hinh 1.2. Tac dong cua cung dong mach trung tam trén dp lyc mach.
“Nguén: L. Michael Prisant, 2005 [127]
Hién tuong nay c6 thé duoc xac dinh théng qua chi s6 ting thém (Alx):

1a su khac biét gitta dinh tdm thu tht hai va dinh tdm thu thir nhat (P2 — P1),
va dugc giai thich nhu 1a mot phan cua ap lyc mach (hinh 1.3) [127].
Ap lyc tam thu

Ap lyc
mach

L)

Ap lyc tim truong

Thoi gian
‘ Hinh 1.3. Ap lirc mach va chi séAlx
“Nguon: S Laurent, J Cockcroft, Luc Van Bortel, 2006 [85]
O nhiing nguoi tré, véi thanh dong mach c6 tinh dan hoi cao, ap luc
mach & nhitng vi tri dong mach ngoai vi 16n hon & trung tam (hinh 1.4), diéu

nay tuong phan véi ap luc dong mach trung binh, tuong d6i hang dinh sudt
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cay dong mach. Su khuéch dai ap luc mach Ia két qua cua su gia tang trd
khang xay ra ¢ tudn hoan ngoai vi va sy khac biét trong viéc tong hop cac
song di to1 va song doi nguoc doc theo cady dong mach. Tuy nhién, voi su 1o
hoa dong mach & nhiing nguodi gia, cudng do 16n hon cua song doi lai va su
gia ting van tdc song mach gop phan 1am giam sy khac biét 1o rang gitta ap
luc mach ¢ trung tdm va ngoai bién.

song som cuc dai Em _____ : 68 tudi
~ 50

Khuéch dai -

cuc dai

N
Pong mach Pdng mach bong mach ?
chunguc  chi byng Chau
Pong mach
dui
DPong mach
chu Ién

Hinh 1.4. S@{’ thay doi ap luc mach trung tam theo tudi.
“Nguon: L. Michael Prisant, 2005 [127]

Su gia ting cla tudi dong mach 1am gia ting HATT, gidn rong ap luc
mach, Sy ctng 1én ctua dong mach trung tdm da tré thanh ton thuong huyét
dong hoc ndi bat & nguoi cao tudi THA. Tuy nhién, bén canh d6, van con co
vai tro cua su co mach qua mirc trong THA, bdi vi su co mach hé théng va su
gia tang dé khang mach hé thong gop phan lam ting ca HATT va HATTr[127].
Tang khang luc ngoai bién c6 thé khoi dau THA, tir d6 lam ting d6 cimg céac
d6ng mach 16n dan dén tang d6 dbc ctia HATT sau tudi 50 [127].

Toém lai, sy gia ting cia HATT 13 hau qua cua su gia tang thé tich nhat bop,
su ctng 1én cua dong mach trung tdm va sy dé khang mach hé théng, trong khi

HATTr giam xudng 14 do d6 cimg ctua dong mach trung tdm ting 1én, Vi vay,
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HATTt thay doi tryc tiép véi dé khang mach hé thong va nghich dao véi sy cimg
lén ciia dong mach trung tam [127].
1.1.2.2. Ting huyét dp tim thu don djc

Tinh chun gian cta cdc mach mau Ién tuong quan nghich manh véi
HATT va ap lyc mach & ngudi cao tudi. Khi tinh chun gidn cua dong mach
chu giam 1am ting su dé khang ddi vé6i luc téng mau tam thu, HATT ting
khong tuong xtng, va ap luc mach rong ra. Cac nghién ctru cho r@fmg, ap luc
mach co thé du doan nguy co tim mach manh hon chi mgt minh HATT, dac
biét 13 & ngudi cao tudi [127].

O ngudi cao tudi THA tam thu don ddc, huyét dong hoc than khong
thich nghi v&i su hoat hoa cia than kinh giao cam, phu thudc vao sy hoat hoa
ndi tiét té bat thuong (endothelin-1, prostaglandin E,, va cyclic guanosine
monophosphate). Vi viy, tiéu cau than khong duoc bao vé chong lai su gia
taing HA. Piéu nay c6 thé lam cho nhiing bénh nhan THA tam thu don doc dé
bi tén thuwong than, lam cho HA ting thém nira [91].
1.1.2.3. Renin 6 ngwoi cao tudi

Nguoi cao tudi co hién tuong méat dan cac don vi than chirc nang: chi
con lai mot ntra cia 800.000 don vi than hién dién lac sinh & do tudi 70. Voi
su hién dién cta THA, viéc mét chuc nang cuda nhiing té bao canh cau than
tham chi con 16n hon kém theo xo hoa céc tiéu dong mach la dau hiéu chirng
t6 ¢ hién twong ton thuong than do THA [77].

Khéi luong than giam trong qua trinh 130 hoa ty nhién [104] va xo hoa
don vi than do THA lam gidm ) lugng renin dugc bai tiét tir than. Vi vay,
muc renin tudn hoan dugc do, xem nhu hoat tinh renin, giam mot cach dac
thi & ngudi cao tudi THA [74],[109].

V6i nhitng don vi than it hon, dién tich loc bé mat giam dan dén @ natri
lam THA hé théng va ting 4p luc cau than. Ap luc trong cau than cao dan dén
xo hoa cau than tién trién, tao nén vong 1an quan: cang THA cang gy xo hoa

cau than, cang xo héa cau than, cang gay THA [127].
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1.1.2.4. Sy nhay cam voi natri

Nguoi cao tudéi THA véi it hon cac don vi than chirc nang, s& nhay cam
v6i viée giit va thai natri hon [46]. Trong diéu kién binh thudng, cac hormon va
than cung phdi hop diéu hoa viéc thai natri nham can bang lugng natri nhép
vao. Khi tang natri, hé théng dong mach s€ tang nhay cam hon voi angiotensin
IT va noradrenalin. Mat khac, tang natri lam anh hudng dén do thAm cua canxi
qua mang té bao, 1am ting kha ning co thit tiéu dong mach. THA do tang natri
cling c6 thé ¢ yéu td di truyén [14]. Ché d6 an nhiéu mudi ctia phan 16n nguoi
song & cac nudc cong nghiép hién dai lam cho ti 1 mac THA gia tang [77].
Nhay cam véi natri ¢ lién quan dén ti 16 tir vong cao, vi vAy can giam natri
trong ché d6 an [14]. Bén canh lugng natri, ti 1é giita natri va kali, giira natri va
canxi, gilra natri va magie cling giir vai tro quan trong [28],[51].
1.1.2.5. Réi logn chikc ning néi mac

No61 mac mach mau khong chi la mot 16p 16t thu dong ctia cac thanh mach
mau ma con 1a mdt co quan chi dong san xuét cac yéu to gidn mach va co
mach [74]. Cac yéu tb gidn mach bao gdm: nitric oxide va prostacyclin, cac yéu
t6 co mach bao gdbm: endothelin va angiotensin II. Cac yéu td ndy binh thuong
can bang nhau, khi mat cin bang sé& gay taing HA hoac ha HA [77].

Khi té bao nd6i mac mach mau con nguyén ven s& san xuat nitric oxide va
prostacyclin gay trc ché két tap tiéu cau, khi té bao ndi mac mach méu bi ton
thuong do THA hodc xo vira dong mach, su bai tiét cac phic hop nay bi tc
ché. Thromboxane A, duoc sinh ra tir tiéu cau 1a chét gay co mach manh va
thuc day sy két tap tiéu cau [63],[74].

Té bao ndi mac san xuat nhiéu chat hoat dong nhu nhiing yéu to ting
truong ty tiét/can tiét (interleukin-6, insulin-like growth factor-1, va endothelin),
nhitng yéu t6 ndy anh hudng 1én su tai tao cac té bao co tron mach méau va chirc
nang cua tiéu cau, cac yéu t6 ting truong giong insulin c6 thé kich thich sy phat
trién cac té bao co tron mach mau, tiét ra chat nén giéng collagen vao trong
thanh mach mau va lam gia tang deé khang mach mau. Bén canh hoat dong nhu

mdt yéu tb tang truong trong thanh mach, cac co ché gay ting insulin mau con
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thuc déy THA thong qua kich thich hé than kinh giao cam hodc tac dung truc
tiép trén 6ng than gan 1am ting tai hap thu natri va nudc [84].
1.1.2.6. Mgt 56 co ché khdc

Bénh sinh THA ¢ nguoi cao tudi con duoc dic trung boi sy giam nhay
cam cua baroreceptor d6i véi nhitng thay d6i vé HA, su giam nhay cam cia
cac baroreceptor & ngudi cao tudi cé thé thir phat dbi v6i nhitng thay déi cau
truc ¢ cac dong mach canh va dong mach chu, khoi dau cho su gia tang hoat
tinh giao cam va mirc noradrenaline cao hon, khi co r6i loan chic nang cua
cac baroreceptor s& lam thay d6i HA nhiéu hon din dén ha HA tu thé va ha
HA sau an. Sy gia ting hoat tinh giao cam & ngudi cao tudi ciing lién quan
dén giam nhay cam beta-receptor lién quan dén tich tudi, trong khi chtic ning
ctia alpha-receptor cuia thanh dong mach van binh thudng [127].
1.1.3. Chan do4n tiing huyét ap
1.1.3.1. Dinh nghia THA

Trong thap nién trd lai ddy, da c6 rat nhiéu khuyén co ciia cac to chuc
va quéc té vé THA, phan 16n cac hudng dan déu théng nhit dinh nghia THA
khi: HATT va/hoac HATTr > 140/90 mmHg [36].
Bing 1.1. Pinh nghia ting huyét dp ciia cdc té chire

Cic t6 chirc Nim Mirc HATT
NICE/BHS 2011 > 140/90 mmHg
ESH/ESC 2013 > 140/90 mmHg
ASH/ISH 2014 > 140/90 mmHg
AHA/ACC/CDC 2014 > 140/90 mmHg
JNC-8 2014 khong dé cap dén
CHEP [88] 2016 > 140/90 mmHg
ACC/AHA 2017 > 130/80 mmHg
ESH/ESC 2018 > 140/90 mmHg
Trung Quéc [72] 2019 > 140/90 mmHg
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Nam 2018, Hoi Tim mach Viét Nam khuyén cao xac dinh THA khi [19] :
- bo HA tai phong kham: HATT> 140 mmHg va/hodac HATTr > 90 mmHg.
- bo HA tai nha: HATT > 135 mmHg va/hoac HATTr > 85 mmHg.

- bo HA luu dong:

+ Trung binh ltc thue: HATT > 135 mmHg va/hoac HATTr > 85 mmHg.

+ Trung binh luc ngu: HATT > 120 mmHg va/hoac HATTr > 70 mmHog.

+ Trung binh 24 gio: HATT > 130 mmHg va/hoac HATTr > 80 mmHg.

1.1.3.2. Phan logi HA

Huéng dan cia ACC/AHA (2017), ESH/ESC (2018), Trung Qudc
(2019), Nhat Ban (2019) la mdt trong cac phién ban méi cap nhat huéng dan

toan dién va cung cdp nhimg thong tin méi nhat tir nhitng thir nghiém 1am

sang vé nguy co bénh tim mach c6 lién quan dén HA, theo doi HA, ngudng

HA biat dau diéu tri béng thuéc, HA muc tiéu trong diéu tri, chién luoc cai

thién diéu tri va kiém soat THA. Theo cac hudng dan nay, HA duoc phan loai

nhu sau [71],[72],[134],[136]:

Bing 1.2. Phén loai THA theo ACC/AHA 2017 va ESC/ESH (2018)

HATT va HATTr (mmHg) | ACC/AHA (2017) | ESC/ESH (2018)
<120 va < 80 Binh thudng T6i uu
120 - 129 va < 80 HA tang Binh thuong
120 — 129 va/hoac 80 - 84 THA do 1 Binh thuong
130 — 139 va/hoac 85 - 89 THA do 1 Binh thuong cao
140 — 159 va/hodc 90 — 99 THA d¢ 2 THA d6 1
160 — 179 va/hoac 100-109 THA d¢ 2 THA d6 2
>180 va/hodc > 110 THA d¢ 2 THA d6 3

Nam 2018, Hoi Tim mach Viét Nam da khuyén cdo sur dung phan loai

HA nhu sau [19]:
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Bdng 1.3. Phan loai HA khi do tai phong kham theo VNHA/VSH (2018)

Phan loai HATT (mmHg) | HATTr ( mmHg)
Téi wu <120 < 80
Binh thuong 120 - 129 80-84
Binh thuong cao 130 - 139 85-89
THA d6 1 140 — 159 90-99
THA d6 2 160 - 179 100 — 109
THA d6 3 > 180 >110
Tang huyét ap tam thu don doc > 140 <90

Khi HATT va HATTr khong cung phan loai thi chon phan loai cao nhat
dua theo HATT hoac HATTr.

THA tam thu don ddc phan loai theo HATT.

Tién THA khi: HATT > 120 — 139 mmHg va HATTr >80 — 89 mmHg.
1.1.4. Piéu tri
1.1.4.1. Loi ich ciia viéc diéu tri

Nhiéu nghién ctru di chimg minh loi ich ctia viéc diéu tri ha HA & nguoi
cao tudi THA, ké ca & nhitng ngudi trén 80 tudi, nghién ctru HYVET (2008)
d3 tién hanh trén nhitng bénh nhan THA c6 tudi > 80 véi HATT > 160
mmHg, diéu tri tich cuc da cho thdy giam ti 1& tir vong do dot quy 39% (p =
0,046), giam ti 18 tir vong do tit ca nguyén nhan 21% (p = 0,002), giam ti 18
suy tim 64% (P < 0,001). Cac bién cb bat loi trAm trong ciing it hon & nhém
diéu tri tich cuc so voi nhom gia duoc (358 so véi 448; p = 0,001). Piéu nay
chung t6 khong bao gio qua tré dé diéu tri THA [62],[100].
1.1.4.2. Khéi ddu diéu tri bang thudc ha huyét dp ¢ ngwoi cao tuoi

Céc nghién ctru SHEP, Syst-Eur, Syst-China, HYVET khuyén céo nén
bt dau diéu tri thudc ha ap khi HATT tir 160 mmHg tr& 1én, khdng c6 cac
thtr nghiém nglu nhién c6 kiém soat lién quan dén ngudi cao tudi c6 mirc

HATT tir 140 - 159 mmHg, vi vay viéc quyét dinh diéu tri nén dwa vao nguy
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co toan bd. Nhimg bénh nhan cé cac yéu té nguy co cao nén duoc bit dau
diéu tri & mirc HATT > 140 mmHg [62],[74].

Theo ACC/AHA (2017), khuyén cao khoi dau diéu tri THA cho ngudi
trén 65 tudi ngay khi HATT/HATTr > 130/80 mmHg [134]. Nhung theo
ESC/ESH (2018) thi khuyén cdo nén bat dau diéu tri bang thudc cho nguoi
cao tudi khi HATT > 140mmHg [55],[136].

Theo HGi tim mach Viét Nam (2018), nén khéi dau diéu tri béng thube
ha ap cho ngudi > 65 tudi khi HATT/HATTr > 140/90 mmHg va ngudi > 80
tu6i khi HATT/HATTr > 160/90 mmHg [19].
1.1.4.3. Dich huyét dp can dat dwoc & ngwoi cao tudi

Trong cac nghién ctru: Syst — Eur, Syst — China mic HATT can dat 1a <
150 mmHg, con ¢ nghién ctru HYVET thi mic HA can dat 13 150/85mmHg
[132]. V&i mic HA giam dugc tir cac nghién ctu ndy lan luot 13 -23
mmHg/-27 mmHg; -20 mmHg/-5 mmHg; -15 mmHg/-6,1 mmHg da cho
thay c6 nhiéu loi ich [43],[70],[74],[99],[128],[137].

Dua trén két qua cac nghién ctru thir nghiém 1am sang, nhiéu t chuec,
qubc gia va qudc té di khuyén cdo muc huyét ap muc tiéu cho ngudi cao
tudi khac nhau.

Bing 1.4. Huyét dp muc tiéu theo cdc khuyén cdo

3 Muc tieu HATT/HATTr (mmHg)
Cac to chure Nam . -
>60 hoic 65 tudi > 80 tudi
NICE/BHS 2011 < 140/80 < 150/80
IJNC -8 [81] 2014 < 150/90 Khong dé cap
ASH/ISH 2014 < 140/90 < 150/90
CHEP 2017 < 150/90 Khoéng dé cap
ACC/AHA 2017 < 130/80 Khong dé cap
ESH/ESC 2018 130 - 139 130 - 139
VNHA/VSH 2018 130 —139/70 - 79 | 130 —139/70 — 79
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Bén canh d6, AHA/ACC (2018) va VNHA/VSH (2018) ciing da

théng nhat khuyén cao mtc ha HA ¢ nguoi cao tudi theo tinh trang 1am

sang [19],[134].

Bing 1.5, Khuyén cdo ha HA 6 nguoi cao tudi theo tinh trang Iim sang [80]

Tinh trang . Mﬁc, Mie
1am sang Khuyén cao khu}yén chl'r’ng
cao clr
HA > 160 mmHg | Giam HATT dén 150 mmHg | A
Tudi < 80 v6i HATT | Xem xét diéu tri ha ap. Muc tiéu | A
> 140 mmHg HATT < 140 mmHg
Tuoi > 80 véi|Giam HATT dén 150 mmHg. Cung
HATT ban dau > | cap diéu kién tinh than. | A
160 mmHg
Nguoi cao tuoi suy | Quyét dinh diéu tri THA theo sy than
yéu trong cua thay thudc 1am sang dua I C
vao theo ddi hiéu qua cua diéu tri
Tiép tuc diéu tri ha | Xem xét khi bénh nhan tro nén gia
ap khi dung nap tét 2 ¢
Céac nhom thudc ha | Loi tieu, CCB uu tién cho THA tam
ap duoc khuyén céo | thu don doc, CCB han ché trong I C

& ngudi cao tudi

THA d6 I chua c6 bién chung

1.1.4.4. Piéu tri cu thé bénh nhén ting huyét dp la ngwoi cao tudi

a. Diéu tri tang huyét ap khéong ding thudc

Thay do61 161 song nhu giam can, han ché rugu, muoi natri, tdng cuong

hoat dong thé lyc lam giam HA va cai thién cac yéu t6 nguy co bénh tim

mach. Pac biét, nguoi cao tudi dap g toét hon do1 véi viée han ché lugng

natri an vao, bdi vi ho rat nhay cam véi natri [91].

Ngoai ra, bénh nhan THA 13 ngudi cao tudi con phai giam trang thai

cing thang than kinh, khong dung cac thudc 1am THA nhu: cac thudc cudng

giao cam, thuoc khang viém, giam dau du khong thudc nhoém corticoides.
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b. Piéu tri tang huyét ap bang thuéc

O nguoi cao tudi, thé tich huyét twong giam, cung luong tim giam,
renin huyét twong ciing giam nén huyét ap thudng dao dong nhiéu, rat dé bi
tut ap tu thé dtmg. Bén canh do6 con co6 tinh trang chuyén hoa cham, dao thai
chdm do giam sut tuan hoan & gan va than. Vi viy ngudi cao tudi can duoc
diéu trj mot cach can than, theo nguyén tic: khai dau liéu thap va ting lidu
tu tu [77],[108].
1.1.4.5. Céc thuéc diéu tri ting huyét dp & ngwoi cao tuoi

a. Chon thuéc ha huyét dp cho khoi dau diéu tri:

Cac khuyén céo cta céac t chirc, quoc gia va qudc té déu thong nhat viéc
diéu tri THA bang thudc & ngudi cao tudi co thé duge khoi dau véi loi tiéu
thiazide/twong tu thiazide, tic ché canxi, (rc ché thy thé angiotensin, Uc ché men
chuyén, trc ché beta giéng nhu huéng dan chung trong diéu tri THA [105]. Tuy
nhién, nhiéu thir nghiém 1am sang cho thay thudc loi tiéu thiazide/twong tur
thiazide c6 hiéu qua dic biét & ngudi cao tudi twong duong véi thude e ché
canxi dihydropyridine. Hon nita, hai nhom thudc ndy 1am giam bénh tat va tir
vong tim mach do THA tam thu don doc [19],[93]. Sau day 1a mot s6 khuyén
céo thudc khoi dau trong diéu tri THA ¢ nguoi cao tudi [20]:

- Khuyén c4o 5 nhom thube: ACE, ARB, CCB, chen beta, 1oi tiéu:

+ ESC/ESH (2013).

+ Korean (2014, 2015).

+ CHEP (2014, 2015, 2016, 2017).

- Khuyén c40 4 nhom thube: ACE, ARB, CCB, loi tiéu:

+ NICE (2011)

+ JNC 8 (2014).

+ ASH/ISH (2014).

+ ACC/AHA (2017).

- Khuyén céo cia VSH/VNHA (2018) gém 5 nhom thudc: ACE, ARB,
CCB, chen beta, loi tiéu.
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Bing 1.6. Cic nhém thuéc ban dau theo cic nhém tuéi

Nhom Thube dau tién Thém thuéc th& 2 | Thém thuéc thi 3

bénh nhung xem xét néu cin dat HA néu can dat HA
nhan uu tién < 140/90 mmHg < 140/90 mmHg
N | CCB+ACE/ARB
<60 tuoi | ACE/ARB CCB hoac Thiazide o
+ Thiazide

CCB hoac Thiazide | ACE/ARB (hoac
(mic du ACE/ARB | CCB hoic Thiazide | CCB + ACE/ARB
ciing thuong hiéu | néu ACE/ARB di |+ Thiazide

qua) st dung dau tién)

>60 tudi

b. Phoi hop thudc ha huyét ap:

Dung mdt loai thudc ha HA ciing c6 thé gitip thay thudc dua duogc tri sd
HA vé mirc mong mudn, nhung ti 1é kiém soat nay ciing chi dat 90% ddi véi
HATTr va 70% d6i voi HATT & nhitng bénh nhan khong c6 bénh than man
hay dai thdo duong, mit khic, & ngudi cao tudi thuong can it nhat 2 loai
thudc ha ap dé dat dugc HA muc tiéu <140/90 mmHg va ciing rat khé khan
dé dat duoc. Hon nita, nguoi cao tudi thuong méc nhiéu loai bénh, vi vay su
két hop thudc hop 1y s& gitp dat duoc muc tiéu diéu tri HA va dé diéu tri cac
bénh 1y cling ton tai & ngudi cao tudi [76],[127].

Loi tiéu Thiazide

UCB dua vao li¢éu trinh néu
¢6 chi dinh bat bugc doi véi UCB

UCMC

Néu muc tiéu khong dat sau 1 thang c6 thé ting liéu hoiic phdi hop véi thude khac

Hinh 1.5. Cdch phoi hop thuéc trong diéu tri THA
Nguon: Hoi tim mach hoc Viét Nam 2018 [19]
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1.2. TONG QUAN HOMOCYSTEIN
1.2.1. Khai niém homocystein

Homocystein dugc Butz va Vigneaud mé ta du tién nam 1932 khi thu
dugc homocystein tir san pham c6 dic nude tiéu ¢ nhitng nguoi dang diéu tri
bﬁng methionin. Pén nam 1962, homocystein dugc nhan di¢n trong nudc tiéu
ctia mot sd tré cham phat trién tdm than, sau do duoc ghi nhéan néng do
homocystein ting cao trong nudc tiéu va mau & nhitng bénh nhan thiéu hut
tram trong vé di truyén men cystathionin beta-synthase (CBS).

Nam 1969, Mc. Cully da md6 t4 bénh 1y mach mau & nhitng bénh nhan
thiéu hut di truyén men CBS, ching bao gom: sy gia ting nhanh co tron, tién
trién ctia hep dong mach canh va su thay do6i ciia dong cam mau. Mc. Cully
nhan théy, ¢ nhitng bénh nhan roi loan chuyén hoé cobalamin va thiéu hut di
truyén CBS thi xo ciing dong mach 1 phd bién trong khi huyét khoi chi noi
bat trong giai doan cudi. Cac nghién ctru dich t& hoc trong quan thé ciing da
chting minh c6 sy két hop phd bién gitta ting homocystein mau véi bénh
mach mau [96].

1.2.2. Ciu tric phén tir cia homocystein

Homocysteine
CH,NOS

0 o &

s PR
“ ‘,:l‘:

0

>

Hinh 1.6 . Cdu triic phdn tir ciia homocystein

Nguon:ChemSpider.com 2019 [49]
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N|H2 NI|-|2
AIbumin-S—S—CHz—CHzl-CH HCl—CHg—CHz—SH
COOH COOH
Protein-Homocystein disulfid Homocystein (tu do)
N,—|2 N|H2 N!—lz N,—lz
HC-CH,-CH,-S-S-CH,-CH  HC-CH,-CH,-S-S-CH,-CH,-CH
CO|OH CO|OH CO|OH CO|OH
Homocystein-cystein disulfid Homocystein (oxit hoa)

Hinh 1.7. Cdu triic phén tir cdc dang homocystein mdu

Homocystein 1a mot acid amin c6 chira sulfur trong cau trac phéan tu,
duogc tao thanh tir qua trinh khir methyl ctia methionin. Phan 16n homocystein
trong mau gin vai protein tao thanh protein-homocystein disulfid (chiém trén
80%), phan con lai 1a homocystein ty do (chiém 1 dén 2%). Mot phan
homOC}lflstein tu do bi oxylhoé tao thélnh homocystein — Cystelin dlisulfid va
homocystein — homocystein disulfid (chiém 10 dén 20%). Nhu vay,
homocystein trong mau toan phan bao gom: homocystein gin protein
(protein-homocystein disulfid) va homocystein tu do (homocystein,
homocystein-cystein disulfid) [111],[112].
1.2.3. Nong do homocystein trong mau

Nong do homocystein trong mau dugc dinh luwong dudi dang
homocystein mau toan phan do dugc lic d6i hodc sau khi uéng methionin.
Theo mét sb tac gia, ndng d6 homocystein mau lac d6i khoang 5-15 pmol/L.
Duya trén nong d6 homocystein mau lac doi, ngudi ta phan chia tinh trang ting
homocystein mau thanh ba mtrc d [111]:

- Mtic d6 tang nhe: ndng d6 homocystein tir 16 dén 30 pmol/L.

- Mtic 6 tang vira: ndng do homocystein tir 31 dén 100 pmol/L.

- Mtic d6 tang cao: ndng do homocystein trén 100 pmol/L.
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Nong d6 homocystein méu ciing c6 thé do duoc tir 4 dén 8 gid sau khi
ubng methionin véi liéu 100mg/kg.

Trong hai cach do vira néu trén thi do ndng do homocystein mau lac doi
thuong dugc str dung nhiéu nhéat trong cac nghién ctru vé homocystein. Khi
nghi ngd ¢6 r6i loan chuyén hod homocystein ma ndng do luc déi binh thuong
thi ngudi ta s& do ndong d6 homocystein mau sau udng methionine [57],[111].
1.2.4. Nguyén nhan ting homocystein mau
1.2.4.1. Céc yéu t sinh Iy

Giéi tinh 13 mot trong nhitng yéu t6 quan trong anh huéng dén nong do
homocystein trong mau, sau khi hiéu chinh véi tudi, nong do homocystein
trong mau & nam thuong cao hon ¢ nit khoang 21%, nong do homocystein
mau tuong quan thuan véi nong do creatinin va acid uric mau, c6 thé do co
lién quan giita qua trinh chuyén hoa homocystein véi qua trinh chuyén hoa
cua creatinin va acid uric mau [111].
1.2.4.2. Khiém khuyét di truyén

Nghién ciru ciia Kelly P.J. cho thy ting homocystein mau cé thé dan
dén chimg xo vira ddng mach va huyét khdi tinh mach. C6 hai phan ba truong
hop da khong chan doan duoc homocystein ni¢u c¢é su hién di€n ban dau vai
nhdi mau ndo va nhdi mau than & tudi truéng thanh. Co ché cua bénh Iy mach
mau ndo 1a do thuyén tic dong mach canh gita, phiu thuit dong mach va
thuyén tic tir tim [79].

Su thiéu hut cdc enzym tham gia qua trinh chuyén hoa homocystein lam
gia ting nong d6 homocystein mau, trong d6 thiéu CBS chiém ti 1é cao nhat.
Thiéu CBS thé dong hop tir ¢6 nong d6 homocystein mau lac doi rat cao
(100 — 400 pmol/L), vi ti 1& tir vong cao nén rat hiém gip, thé di hop tu
thuong gip hon véi ndng d6 homocystein mau tir 20-40 pumol/L. Nhiing
nguyén nhan di truyén khac gy ting nong do homocystein mau bao gdm:

thiéu methionin synthase, réi loan chuyén hoa vitamin By,... [111],[112].
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1.2.4.3. Thiéu hut vitamin

Qua trinh chuyén hoa homocystein ¢6 lién quan dén céac chat: acid folic,
vitamin Bg va vitamin By,. Khi co thé thiéu cac chat nay nong d6 homocystein
méu sé& ting cao. Theo Selhub, hai phan ba trudng hop bénh nhan ting ndng
d6 homocystein trong mau cé lién quan dén tinh trang thiéu mot trong céac
vitamin nay. Viéc bo sung acid folic, vitamin B, va vitamin Bg c6 thé dua
ndéng d6 homocystein mau vé muc binh thudong [115].
1.2.4.4. Thuéc

Theo Apeland T., viéc st dung cac loai thude chéng dong kinh
(phenytoin, phenobarbital, primidon, valproat) giy ting nong d6 homocystein
mau. Mot sd thude Khac ciing lam gia ting nong dd6 homocystein mau nhu
methotrexat thong qua sy thiéu hut acid folic, phenytoin anh huéng dén
chuyén hoa ciia acid folic, theophyllin wrc ché tong hop vitamin B ... [37].
1.2.4.5. Cac bénh ly lam tang homocystein

Homocystein mau tang trong suy than man, chua rd 1a do réi loan
chuyén hoa hay do giam bai tiét homocystein. Homocystein mau ciing ting
trong suy giap, bénh bach cau cip nguyén bao lympho, ung thu va, ung thu
budng trimg, ung thu tuy, ¢ 1& do cac té bao ting sinh ac tinh khong c6 kha
nang chuyén hoa homocystein.Tang nong d6 homocystein mau ciing da thay
& nhitng ca thé dai thao duong typ 2 [111],[112].

Mehts KN., Chag MC. va cs., nghién ctru hiéu quéa cua viéc diéu tri acid
folic trong tang nong d6 homocystein mau & bénh nhan bi bénh tim mach da két
luan, nhitng bénh nhan bénh dong mach vanh co6 néng dé homocystein mau cao
hon so v&i bénh nhan khong bénh dong mach vanh [97].
1.3. VAI TRO CUA ACID FOLIC, VITAMIN B; VA VITAMIN By,
TRONG CHUYEN HOA HOMOCYSTEIN
1.3.1. Chuyén héa homocystein

Homocystein chuyén hoa theo mét trong hai chu trinh: chu trinh tai

methyl-héa va chu trinh chuyén sulphur. Trong chu trinh tai methyl-hoa,
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homocystein két hop vi nhom methyl (tir N5-methyl-tetrahydrofolat) dé
tao thanh methionin, phan Gng nay do enzym methionin synthase xuc tac.
Vitamin By, 1a mot dong yéu td quan trong cua enzym methionin synthase,
trong khi acid folic ¢6 vai tro tao thanh tetrahydrofolat, con enzym
methionin  synthase va N5, N10-Methylentetrahydrofolatreductase
(MTHFR) 1a chat xtc tac cta chu trinh tai methyl hoa. Khi methionin trong
mau ting cao qua muirc hodc khi co thé can tong hop cystein, homocystein
s& chuyén hoa theo chu trinh chuyén sulfur. Trong chu trinh nay,
homocystein két hop véi serin tao thanh cystathionin, phan Gng nay do
enzym CBS xtc tac, hoat dong cliia enzym nay phu thudc vao vitamin Bg.
Sau d6, cystathionin s& bi thuy phan dé tao thanh cysteine, cystein tham gia
Va0 qué trinh tong hop glutathion hodc chuyén hoa thanh sulfat roi dugc
bai tiét qua nudc tiéu [54],[113],[122].
1.3.2. Vai tro cua vitamin B6, vitamin B12 va acid folic

Vitamin B6, vitamin B12 va acid folic 1a nhitng vitamin nhom B tham
gia vao chu trinh chuyén héa homocystein ¢ gan. Trong dé, vitamin By, va
acid folic thi tham gia vao cdu tao ciia enzym methionin synthase gilp thoai
giang homocystein thanh methionine, con vitamin B6 dong vai tro la
coenzym cua enzym CBS, hoat dong ciia enzym nay giap chuyén hoa
homocystein thanh cystathionin, sau d6 chuyén thanh cysteine [111],[122].

Thiéu vitamin B6, vitamin B12 hodc acid folic s& lam giam qua trinh
thoai giang homocystein, tir d6 gdy ting homocystein mau, gian tiép gy xo
vira dong mach thong qua vai trd cua homocystein, mdt chit da duoc khéng
dinh 1a nguyén nhan lam ton thuong ndi mac dong mach va thic déy tién trinh

x0 vita dong mach [52], [60].
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! _ Chét cho

THF SAM nhém methyl
DMG
ﬂhu trinh
folat o Chutrinh
methionin
Chat nhan
5-Methvl Betaine SAH nhom methyl
-Methy /
THF

B
MS Methionine synthase v
MTHFR  Methylene tetrahydrofolate
reductase
CBS Cystathionine-b-synthase
CL Cystathionine-g-lyase
BHMT Betaine-homocysteine v
methyltransferase
DMG  Dimethylglycine
B2 Riboflavin
THF Tetrahydrofolate
SAM S-adenosyl methionine
SAH S-adenosyl homocysteine

\ 4
Sulfate

Hinh 1.8.Chuyén hod homocystein ¢ gan
*Nguon: theo Robert S.R. va CS (2015)[111].
1.3.2.1. Vitamin Bg

- Tén hoa hoc 1a pyridoxine.
- Cong thuc hoa hoc: CgH1iNO;
- Trong lugng phan ti: 169,18 g/mole

CH,OH
HO.__#~_ CH,OH

CH, ™ Sy

Hinh 1.9. Céng thitc héa hoc va cdu triic phdn tik ciia vitamin Be
Nguon: “npalab.com” (2019) [101]
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Vitamin Bg duoc chi dinh diéu tri cho nhimg nhém ddi twong c6 nguy
co cao thiéu hut vitamin Bg nhu: nghi¢n rugu man tinh, chay than nhan tao,
diéu tri thudc khang lao isoniazide, thude huong than va mot sb loai thudce
khac, phu nir ¢6 thai, nguoi gia, suy dinh dudng, ngudi choi thé thao, ... liéu
ding lau dai trung binh khéng qua 100mg/ngay, néu dung liéu cao tur
250mg/ngay kéo dai c6 thé gdy chung viém da day than kinh [3].
1.3.2.2. Vitamin By,

- Tén hoa hoc: Cyanocobalamin
- Cong thurc hoa hoc: CgzHggCoON14O14P.
- Trong lugng phan tr:1355.4 g/mole.

u]

CH, —C—N
CHa e H e

u] 1

] CHzCHz —C —HNHZ
HH—C— CHy

a

n C .lf C CH
M —C — CHpCHp Ha a

Hinh 1.10. Céng thirc héa hoc va cau triic phan tur ciia Vitamin By,
Nguon: “npalab.com” (2019) [101]

Chi dinh ding Bi, rat nhiéu: Dé hd tro chéng dau do bénh than kinh,
dau than kinh toa, dau than kinh c6, canh tay, bénh than kinh gay dau, viém
day than kinh thi giac. Dé hoat hoa chuyén héa chung, chéng mét moi (lidu
cao), bénh xo cling rai rac, khir doc cyanure, thuéc nhé mat trong viém ké
mac 1a vét thuong gidc mac. Nhung nhu cau st dung thuong gip 1a bo sung
thém dé ngira tinh bién doi cua hoat dong tri tué ¢ nhimg nguoi 16n tudi,
gidng nhu Be.

O ngudi, khong ghi nhan ngd doc do qua liéu, tuy nhién, néu ngudi truong

thanh sir dung liéu cao vitamin By, kéo dai s& xuét hién khang thé khang
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vitamin By, VA ¢6 nguy co phat trién u ac tinh vi tAc dong cua vitamin By, 1én
qua trinh phat trién cua u.

Ngoai ra, ciing c6 thé c6 mot vai phan tng mién dich di ing (biéu hién da)
sau khi tiém clng voi nhitng tac dung phu nhu: ngtra, ndi mé day, do da, tring
c4, nude tiéu c6 mau d6 va dau chd tiém, mot sb nguoi cling co thé bi di ung
v6i vitamin By, bang dudng tiéu hoa [3].
1.3.2.3. Acid folic
- Tén hoa hoc: Acid folic.

- Cong thirc hoa hoc: CioH19N;Og, bao gom ba gbc lién két voi nhau 1a goc

protein, goc acid paraaminobenzoic va goc acid glutamic.

- Trong lugng phan tu: 441.40 g/mole

M. N
FEN\|4' i
| 0 0
I ] I
ST T T CH, NH—@C—NH?H—C—OH
OH

CH,CH; —C = OH
0

Hinh 1.11. Céng thitc hba hoc va cdu triic phdn tir cia acid folic
Nguon: "npalab.com” (2019) [101]

Nhu cau acid folic hang ngay khoang 200-400pug/ngdy, ting nhu ciu trong
giai doan phu nit mang thai va cho con bu khoang 500-800pmol/ngay. Cu thé cho
cac dbi tuong nhu sau: tré so sinh va tré nho tir 5-50pg/ngay, nguoi lao dong
cudng do cao khoang 400pg/ngay, phu nit c6 thai va cho con ba bd sung thém
100-200pmol/ngay, tré tap di dén thanh nién tir 50 — 200 umol/ngay [3].

1.4. VAI TRO CUA HOMOCYSTEIN TRONG TANG HUYET AP

ydrogen sulfide (H,S),ydrogen sulfide, trong nhiéu thap ky qua, chi duoc
biét dén nhu mot loai khi doc gay hai cho hé than kinh trung wong, tuy nhién,
ngay nay H,S di dugc cong nhan 1a mot phan tir khi van mach chi chdt
[45],[142].
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1.4.1. Homocystein 1a mét tién chat tong hop hydrogen sulfide ndi sinh.
Trong diéu kién sinh 1y binh thudng, homocystein chuyén héa dé tao ra

cysteine, chit nén ctia hai enzyme phu thudc pyridoxol-5'-phosphate (PLP): CBS

va cystathionine- y lyase (CSE) dé san xuat hydrogen sunfide (H,S). (So db 1.2)

Homocysteine + Serine Cysteine +
Homocysteine
CBS H,S
Cystathionine
Cysteine + Cystathionine + H,0
Homocysteine 1
H,S CSE
Cystathionine + v .
Homolanthionine + L-cysteine +
a-ketobutyrate a-ketobutyric acid + NH,*

|
CSE, CBS, 3MST
v
H,S + NH; + Pyruvate

So do 1.2. So d6 chuyén héa homocystein va hinh thanh hydrogen sunfide néi sinh
Nguon: “Cell Biochem Biophys” (2010) [118]

Hydrogen sulfide tao ra tir L-cystein dugc xuc tac boi cac men: CBS
va/hodac CSE. Ngay nay, nguoi ta da phat hién moét loai enzyme doc 1ap véi
PLP, d6 1a 3-mercaptopyruvate sulfurtransferase (3-MST) co thé san xuét
raH,S [119],[120] Khong giong nhu CBS va CSE, 3-MST sir dung 3-
mercaptopyruvate 1am chat nén, 1a chat chuyén hoa ciia cystein va a-ketoglutarate
(o -KG) boi cystein aminotransferase (CAT) dé tao ra H,S [120]. Nhitng bang
chung gan day cho thay CSE ciing duoc phat hién trong cac té bao ndi mo
mach mau va c6 kha nang tao ra H,S [142] va 3-MST cling dugc ghi nhan
nhu 1a mot enzyme san xuit ra H,S trong t¢ bao ndi md mach mau
[119],[120]. Tuy nhién, H.,S ciing c6 thé dugc tao ra boi phan (mg ngung tu

gilra cystein va homocystein [121].
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Khi ndng d6 homocystein trong mau ting cao s& chuyén hoa theo con
duong chuyén sulfur va e ché hoat dong enzyme CSE [48], lam giam san
xudt H,S noi sinh trong co thé, dan dén ting huyét ap.

1.4.2. Cystein canh tranh véi homocystein giy ting huyét ap

Mot s6 tac gia cho rang, ca homocystein va cystein déu 1a hai chat nén
dé san xuat ra H,S, trong khi CSE thi sir dung cystein dé tao ra H,S ndi sinh,
khi ting néng do homocystein trong méau, homocystein s& canh tranh véi
cystein dé lién két voi CSE, do d6 s& 1am giam san xuat H,S tir cystein thong

qua trc ché co chat [48]. Phan tng xay ra nhu sau:

| CSE| (sAin sang d¢ lién két voi cystein)
Hle

Homocysteine 4 __, Cystathionine __, Cysteine ,

Hon nira, homocystein hda protein 1a mdt phan ung chinh véi sy hién
dién cua thiolactone va homocysteinylation sé pha huy protein, lam cho hoat
dong cua CSE bi suy giam nghiém trong dan dén viéc tao ra H,S bi ciing bi
suy giam tir ca cystein va homocystein, hau qua 1a gy tang huyét ap.

1.4.3. Vai tro ciia H,S trong réi loan chirc niing mach mau va THA

Nhiéu nghién ctru d3 cho thay vai trd cia homocystein gay nén cac rbi
loan chitc nang mach mau, trong khi rdi loan chic ning mach mau, bao gom
ca r0i loan chirc ning ndi md va phi dai thanh mach déu 1a nhiing yéu t6 gay
tang huyét ap [56],[75].

Homocystein tang cao sé hoat hoa men metallicoproteinase, lam phén
giai collagen, thay ddi cac thanh phan cta céac té bao co bén dudi, dan dén rdi
loan chirc ning mach mau va ting huyét ap. Nhiéu nghién ctru thuc nghiém
trén chudt cho thay, ting homocystein mau khong chi lam suy yéu ndi mac
thong qua stress oxy hoa ma con lam suy yéu CSE/H,S gy ting huyét ap,
dong thoi ciing cho thay vai trd quan trong ctia H,S dé binh thuong hoa huyét
ap do tang homocystein mau [83],[118],.
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1.4.4. Tang homocystein mau anh hwéng lén sw hinh thanh cia nitrotyrosine
giy ting huyét ap

Homocystein tic ché su ting truong té bao, 1am giam mat do té bao va lam
giam qua trinh tong hop DNA cta céc té bao ndi mé mach méau, ngoai ra no con
1am giam kha dung sinh hoc ctia NO ¢6 ngudn gbc tir ndi mé mach mau. Co ché
lam giam kha dung sinh hoc ciia NO bao gdom: (1) Homocystein lam giam
thioredoxin va 1am ting NAD(P)H oxidase dan dén viéc tao ra superoxide; (2)
murc do homocystein ting cao cling lam giam su tao ra H,S ndi sinh, do d6 lam
tang stress oxy hoa; (3) superoxide phan tmg vé1 NO tao thanh peroxynitrite
(ONOO); (4) peroxynitrite phan vmg véi du lugng protein tyrosine din dén thay
d6i protein. Homocystein tac dong 1én eNOS va iNOS dé tao ra NO, phan tmg
cia NO va tyrosine tao thanh peroxynitrite va gy ra qua trinh nitrosyl hoa du
luong protein tyrosine va din dén ting huyét ap [118]. (So d6 1.3).

A Oxi hoa khir

NO + 2Hcy + 3/20° + Ty-OH = Ty-NO, + 3/2H,0 + H(l)

B Homocysteine === eN0s] iNOS

g

] Thioredoxin
NO

{ NAD(P)H Oxidase
2GSH+20, = GSSG + H,0, + 0,°*~

R NO,-Tyrosine

Tang huyét ap

2H,5 + 0, = 2H,0+ 25

So dé 1.3. A. Gidm oxy héa va sw hinh thanh ciia nitrotyrosine béi
homocystein. B. Homocystein gdy gidm thioredoxin va tang san xudt
superoxide bang cdch tao ra NAD(P)H oxidase.

Nguon: “Cell Biochem Biophys” (2010) [118]
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1.4.5. Homocystein gay ting sinh té bao co tron mach mau va vai tro diéu
chinh cua H,S

Homocystein ting cao trong mau lam giam kha dung sinh hoc ctia NO
va 1am ting stress oxy héa. Diéu nay wrc ché sy gidn mach va gy ting huyét
4p. Gian mach phu thudc rat nhiéu vao sy phdi hop nhip nhang giita té bao
ndi mo va té bao co tron, stc can dong mach sé ting 1én cung voi su ting sinh
clia cac té bao nay. Mot trong nhimg co ché sinh 1y bénh cia ting huyét ap
lién quan dén ting homocystein mau 14 su ting sinh ciia té bao co tron lam
thay ddi tinh chat dan hdi cta thanh mach. Mit khac, do homocystein canh
tranh véi cystein dé lién két vai CSE, cho nén ting homocystein mau s& lam
giam hoat dong CSE, qua trinh tao ra H,S cling s€ bi giam. Ngoai ra,
homocystein con lam ting tong hop collagen va lam tang do day 16p trung
mac, lam giam ti 1€ elastin/collagen, gidm tinh dan hoi ciia mach mau dan dén
tang strc can mach mau toan than va ting huyét 4p dong mach kéo dai [118].
1.4.6. Piéu hoa Canxi (Ca®"), ling dong collagen va ting huyét ap

Piéu hoa canxi ndi biao déng mot vai trd quan trong trong ting huyét
4p. Qua tai canxi cap tinh trong t& bao ndi mé mach mau lam ting stc can
ngoai bién, co mach va tang huyét ap. Su gia ting canxi s& pha huy tinh toan
ven cdu tric ciia dong mach va thanh dong mach. Tang canxi mau ciing thic
day qua trinh tong hop va ling dong collagen trong thanh mach. Khi ting
homocystein, collagen c6 thé bi oxy héa va lang dong & gian bao. Collagen
va elastin 1a hai thanh phan chinh ctia mé lién két, su cin biang ndi méi cua
hai loai protein nay gilp diéu chinh sy dan hoi thich hop cua luu lwong mau
qua cac mach mau. Su mat can bang giira elastin va collagen s& pha huy tinh
dan hdi thich hop ciia mach mau, dong thoi sy ling dong collagen qua mirc
s& gdy ra cung mach va xo hoa. Piéu ndy lam ting stc can mach mau dan
dén tang huyét ap [103],[118].

Anh huéng cua ting homocystein mau trong san xut collagen c6 lién

A c A \ 2 A N N [N « R . 9 . « A
guan dén diéu hoa Ca " noi bao va duogc diéu khién trung gian bdi nhiéu
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dudng truyén tin hiéu trong té bao ndi mé mach mau. Chung bao gém protein
kinase C, nitric oxide synthase (NOS), phospholipase A,, HMG co-A

reductase, tyrosine kinase va kénh canxi [118]. (So db 1.4).

Tang Homocystein mau

Caz+ HZS

1

i L

Ca* ———3—>| Faster clearing

| S—
VSMC J ) kenh ca?'

|

San xuét chét gian bao

J

Tang huyét ap

So dé 1.4. Homocystein gia tang phéng thich Ca 2+ ndi bao va sdn xudt chdt
nén ngoai bao dan dén co thdt va xo cieng mach mdu.

Nguon: “Cell Biochem Biophys” (2010) [118]

1.4.7. Tam quan trong caa H,S ddi véi dé bén mach mau
Tang homocystein gay mat can bang elastin/collagen ¢ gian bao va cau
tric té bao ndi mé mach mau, 1am tén thuong ndi mé va mat dang ké NO c6
ngudn gdc ndi mo, lam ting tong hop va lang dong collagen, gia ting cac yéu
t6 tang truong mod lién két cua t& bao ndi mdé mach mau. Homocystein gop
phan vao sy tién trién ctia chting xo vita dong mach din dén ting huyét

ap (So d6 1.5).
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Homocysteine

Hoat héa MMPs / ﬂ" \

Nitro hoa protein tyrosine

“ Homocysteine-thiolactone ﬂ
R6i loan can bang ﬂ Giam hoat tinh NO
Elastin/Collagen
Protein
ﬂ Homocysteinylation ﬂ
Réi loan chirc ndng ndi mac

Co mach
Xvu’a/Huyet khéi mach mau

Tang huyét ap

So dé 1.5. So do kich hoat MMP homocystein, homocystein héa protein va roi
loan chirc ndng ndi mé gay tang huyét ap
Nguén: “Cell Biochem Biophys™ (2010) [118]

Tang huyét ap 1a két qua cta sy co mach kéo dai, ting trudng co tron
va tdi tao gian bao cua thanh dong mach. Su mat can bé“mg ti 1¢
elastin/collagen gay ra réi loan chtrc ning mach mau. Sy lang dong collagen
qua mirc hodc bién d6i oxy hoa collagen trong mang day c6 thé giy ra xo
cting mach mau va tang huyét ap. Cac MMP lam suy giam collagen va elastin
protein ngoai bao, nhung téc do bién ddi ctia collagen nhanh hon elastin trong
gian bao gy ra cimg mach mau va tang huyét ap [118].

1.4.8. Mbi lién quan giira ting homocystein miu, Angiotensin va ting
huyét ap

Angiotensin Il 12 mot peptide chinh cta chu trinh chuyén héa renin -
angiotensin, vi¢c kich hoat thu thé angiotensin 1 (AT;) s& dan dén viéc san
xudt cic san pham oxy héa. Cac nghién ctru gin ddy di chung minh

homocystein kich hoat thyu thé AT1, kich hoat MMP-9 lam ting tong hop
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collagen trong cac té bao ndéi mdé mach mau [117]. Laggner va cong su [82]
cling cho thdy H,S co vai tro (rc ché hoat dong cta enzyme chuyén doi
angiotensin (ACE) ctia cac té bao ndi md. Do d6, khi ting homocystein mau,
giam H,S sé& thiic ddy hoat dong ctia ACE dan dén diéu chinh ting angiotensin

II va gay ting huyét ap (So dd 1.6) .
Tang homocystein Angiotensinogen

ACET l
H:si, T Angiotensin |l

|

J ATR1
Stress l
oxy hoéa > Co mach Collagen T

|

Tang huyét ap

Xo hoa €
So db 1.6. So' d6 méi quan hé cia ting homocystein mdu, giam H,S va diéu
chinh tang angiotensin c6 thé phdt trién tang huyét dp
Nguén: “Cell Biochem Biophys” (2010) [118]

1.5. PIEU TRI TANG HOMOCYSTEIN MAU O BENH NHAN THA
Cho dén nay, di co nhiéu nghién ctru qubc t& va mot vai nghién ctu
trong nude vé ndng d6 homocystein mau trén bénh nhan ting huyét ap, nhung
chua c6 nhiéu nghién ctru vé diéu trj ting homocystein mau trén bénh nhan
THA. Baszczuk A. va cong su (2017) tién hanh nghién ctru danh gia tac dong
cia viéc bd sung acid folic 15mg mdi ngdy trong 45 ngay 1én ndng do
homocystein, cholesterol toan phan (TC), HDL- va LDL-cholesterol, triglycerid
(TG), apoprotein Al (apoAl) va apoprotein B (apoAl) ) & bénh nhan bi tang
huyét 4p nguyén phat. Tac gia nhan thiy nong d6 homocystein da giam 24,5%
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(tir 10,68 umol/L xudng con 8,06 umol/L), song song véi viée ting 8,1% ndng
dé HDL-cholesterol (tir 1,35 mmol/L 1én 1,46 mmol/L), cling nhu tang néng do
Al apoprotein va giam nong do apoprotein B [42].

Mot phén tich tong hop cac thir nghiém ngiu nhién c6 kiém soat dé danh
gia hiéu qua cta viéc bd sung acid folic & bénh nhan ting huyét 4p va ting
homocystein mau, bao gém cac thir nghiém danh gia tac dung cua tri liéu acid
folic két hop véi diéu chéng ting huyét ap so voi chi dung ha huyét 4p don
thuan. Sau muoi lim nghién ctru bao gom 7887 bénh nhan dap ung tat ca cac
tiéu chi nhan vao nghién ctru. Trong sd do, 49 thir nghiém di bao cao hiéu
qua dang ké cua lidu phap phdi hop trong viéc ha huyét ap tam thu va huyét
ap tam truong so voi chi dung thude ha huyét ap, dong thoi, viée bo sung acid
folic cling da lam giam rd néng do homocystein trong mau [129].

1.6. NGHIEN CU'U LIEN QUAN DEN DPE TAI
1.6.1. Nghién ctru & nudc ngoai

Nghién ctru ctia Chambers J.C. va cong sy (2000) trén nhiitng bénh nhan
bénh mach vanh cho théy, chi sau 8 tuan st dung 5 mg acid folic va 1 mg
vitamin By, mdi ngay nong do trung binh ctia homocystein d giam tir 13,0
umol/l xudéng con 9,3 umol/I [47].

Theo nghién ciru dich té hoc cuia Adachi H. va cong su tai Nhat (2002),
trong s6 1.111 trudng hop (452 nam, 659 nit), tudi trung binh 63+10 tudi (tudi
thap nhat 13 40 tudi, tudi cao nhat 1a 94 tudi) c6 nong d6 homocystein mau
trung binh la 10,9umol/L [35].

Lim H.S. va CS (2002), nghién ctru ndng d6 homocystein, acid folic va
vitamin By, huyét tuong trén 195 ngudi Han Qudc, co do tudi tir 23 — 72 tudi,
trong d6 c6 99 nam va 96 nir. Nong d6 homocystein & nam gi6i trung binh 1a
11,18 + 3,88umol/L, cao hon nit gidi la 9,20 = 2,65 pumol/L (p<0,001). Khi
tudi ting thi ndng d6 homocystein c6 khuynh hudng cao hon ¢ nit. Nong do
acid folic nam gi6i 13 6,47 + 3,06 ng/ml thip hon ni giéi 1a 7,96 + 3,55 ng/ml
(p<0,01). Nong d6 vitamin By, & nam gidi 1a 537,0 + 222,0 pg/ml, thip hon
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nit gidi 1a 664,1 + 309,8 pg/ml (p<0,01). Nong do acid folic <3,0ng/ml chiém
ti 16 6,1% & nam va 2,1% & nir. Nong do vitamin By, <150pg/ml & nam gi6i 1a
2,0% va nir gi6i 1a 1,0%. Mdi twong quan nghich giita homocystein va acid
folic dugc xac dinh véi r = -0,37249, p<0,001; gitra homocystein va vitamin
By, voi r=-0,2256, p<0,01 [89].

Marcucci R va cong su theo ddi 56 ngudi dugc cdy ghép than st dung
5mg acid folic, 50 mg vitamin Bg va 400ug vitamin By, mdi ngay trong 6
thang nhan thdy nong do homocystein mau trung binh da giam tir 20,8umol/l
xuéng con 9,3umol/l, trong khi & nhém chung thi khong thay d6i [94].

Nghién ctru cua Hassan A. va cdng su (2004) trén 172 ngudi & nhoém
chting khong bi dot quy, khong bi nhoéi mau co tim hoic khong str dung céc
thudc 1am ting homocystein méu ciing cho thay nong do homocystein mau
trung binh la 12,01umol/L [67].

Selhub (1993) di nghién ctru trén 1.160 d6i tugng nhan thay nong do
homocystein mdu trung binh cho tat ca cac ddi twong tir 67 tudi tro 1én 1a
11,9umol/L. Nong do homocystein mau ¢ nam cao hon nit va ting dan theo
tudi. Nong d6 homocystein mau ting dan theo tudi c6 ¥ nghia thong ké
(p<0,001) cho ca nam va nit ngay sau khi da hiéu chinh ndng do cac vitamin
trong mau. Dir liéu tir NHANES 1II ciing chimg minh ndng d6 homocystein
mau ting dan theo tudi, dong thoi cho thdy co rat it su khac biét giita cac
nhoém chung toc. Ciing theo Wilson PWF, mbi lién quan dich t& hoc gilita
ndng d6 homocystein mau véi cac vitamin 13 mot van dé thoi sy. Nhém bénh
nhan tudi tir 67 dén 96 tudi dugce phan chia nhém nghién ctru theo ndng do
cta acid folic mau: rat thap, thap, cao thi néng d6 homocystein mau trung
binh lan luot 14 15,6umol/L, 13,7umol/L va 11pmol/L twong tmg, khac biét
c6 ¥ nghia théng ké voi p<0,01 [116].

Assanelli D. va CS (2004) nghién ctru viéc bd sung acid folic va vitamin

E anh hudng 1én homocystein mau, chirc nang néi mac va kha nang chong
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oxy hoa trong nhdi mau co tim ctia ngudi tré. Mot thir nghiém ngu nhién da
duoc thue hién & 30 bénh nhén tré ¢ nhdi mau co tim cép tinh va néng do
homocystein trong huyét twong cao. Can thiép diéu trj bao gém liéu cao acid
folic don thuan (nhém A) hodc két hop véi vitamin E (nhém B) trong ba
thang. Cac két qua danh gia chinh 1 chtrc ning ndi mac, kha ning chéng oxy
héa trong huyét thanh va ndong d6 homocystein méu. Két qua cho thay viéc bd
sung acid folic 1am giam ndng d6 homocystein trong huyét twong & ca hai
nhom bang 41% so voi gia tri ban dau co ¥ nghia théng ké véi p<0,001. Cai
thién dang ké chirc ning ndi mo [tir 0,322 (0,03) dén 0,450 (0,02) mm trong
nhom A va tir 0,338 (0,03) dén 0,584 (0,04) mm trong nhém B] [38].

Nam 2005, Van Guelpen B. va CS di tién hanh nghién ctru thuan tap vé
nong do acid folic, vitamin By, trén bénh nhan chay mau nio va nhdi mau nio.
Trong tong s6 458 bénh nhan dot quy ndo, nhdi mau nio 14 334 bénh nhan va
chay mau nao la 62 bénh nhan. Nhom nhdi mau néo tudi trung binh 1a 55,1 nam,
nhoém chay méu ndo tudi trung binh 54,8 nim. Nhom dot quy nhoi mau ndo cé
néng do vitamin B, trung binh 316 pg/ml, acid folic 1a 7,2 nmol/L; nhém dot
quy chay mau nio, ndng do vitamin By, trung binh 1 308pg/ml, acid folic 1a
7,1nmol/L. Nong d¢ acid folic c6 méi twong quan nghich mic do vira voéi
homocystein (r = -0,42 va p<0,001); néng do vitamin By, c6 mdi trong quan
nghich murc d6 yéu véi homocystein (r = -0,217 va p<0,001) [126].

Hossein F. va CS (2006) nghién ctru ndong d6 homocystein, acid folic va
vitamin B, huyét tuong trén nguoi 16n khoe manh ¢ Iran, day ciing 1a mot
phan cua nghién ciru diéu tra nguy co bénh tim mach trong cong dong nguoi
Iran. Tong sd nguoi tham gia nghién ctru 1a 1.214 nguoi, 35,3% la nam va
64,7% 1a nit, tudi tir 25 — 64 tudi. Ti 1é ting homocystein>15pumol/L & nam
gidi 1a 73,1% va nir 13 41,07%, khéc biét co y nghia véi p<0,0001. Nong do
homocystein trung binh & nam 1a 19,02 £+ 1,46 umol/L va nir 1a 14,05 pmol/L,

khac biét co ¥ nghia théng ké v6i p<0,01. Ti 1é giam acid folic & nam gidi 1a
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98,67% va nit gidi 1a 97,92%. Ti 1€ gidm vitamin B12 & nam gi61 26,32% va
nit giéi 27,2%. C6 mdi twong quan nghich giita homocystein voi acid folic (r
=-0,27, p<0,001) va vitamin By, (r = -0,19, p<0,001) [60].

Weikert C. va CS (2007), tién hanh nghién ctru thuan tap vé ndng do
cac vitamin nhém B voi nguy co dot quy thiéu mau ndo va con thiéu mau
nao cuc bo thoang qua. Nghién ctru tién hanh tai chau Au, tién hanh theo doi
trén 25.770 nguoi tinh nguyén tham gia, tudi tir 35 dén 65, theo ddi tir nim
1994 dén 1998, trung binh 6,0 £ 1,5 nam. C6 779 trudong hop xudt hién bénh
tim mach va 188 nguoi xuat hién dot quy nhoi mau ndo hoic con thiéu mau
ndo. Nong d6 homocystein trung binh 9,7 pmol/L; nong d6 acid folic
11,6ng/ml; ndng d6 vitamin Bi, trung binh 260 pg/ml. Nong d6 acid folic va
vitamin By, c¢6 mbi lién quan yéu voi ndng do homocystein mau, dbi voéi
acid folic thi hé s twong quan r = -0,32, p<0,001, con ddi voi vitamin By,
thi r = - 0,21 va p <0,001. Khong c6 mdi lién quan giita vitamin Bg v6i ting
homocystein (r= - 0,08 va p <0,01) [133].

Alina Atif va Cs (2008) di tién hanh nghién ctru ndng do homocystein
huyét twong trén 100 bénh nhan ting huyét ap co tudi trung binh 1a 44,86 +
1,15 khong tién st xo vira dong mach va dai thiao dudng, tac gia nghi nhan
néng d6 homocystein trung binh trong huyét tuong ctia bénh nhan trong
nghién ctru nay 13 18,77 + 1,9 va ti 1é ting ndng d6 homocystein trong nghién
ctru nay 1a 80% [39].

Lee M. va CS (2010), tién hanh nghién ctru phan tich gop vé hiéu qua
diéu tri giam ndng d6 homocystein trong mau cua acid folic dé du phong dot
quy ndo. Tong sb co 13 thir nghiém 1dm sang ngiu nhién, bao gdm 39.005
ngudi duge st dung liéu phap acid folic dé giam homocystein mau. Két qua
phan tich cho thay, viéc bd sung acid folic mang lai loi ich vira phai trong du
phong dot quy ndo nguyén phat, dic biét acid folic phdi hop véi vitamin

nhom B ¢ nam gidi [86].
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Xin Y.I. va CS (2014), tién hanh mdt nghién ctru bang phan tich gop
cac thir nghiém 14m sang ngiu nhién dé xac dinh anh hudng cua viée bd
sung acid folic d&én chirc ning ndi mac va ndong do homocystein huyét twong
& bénh nhan bénh dong mach vanh. Trong s 377 bénh nhan trong nghién
ctru phan tich nay, c6 191 bénh nhan dugc b sung acid folic va 186 bénh
nhan dung gia dugc. Cac tac gia nhan thiy bo sung hang ngay 5mg acid folic
trong thoi gian trén 4 tuan cai thién dang ké chic ning ndi mac dong mach
va giam nong do homocystein huyét tuong [143].

1.6.2. Nghién ctru & trong nuéc

Nguyén Hiru Khoa Nguyén, Ping Van Phudc (2003) nghién ciru 86
bénh nhan bénh dong mach vanh, dugc chup mach théy co it nhat mot
dong mach vanh hep trén 50% duong kinh va 78 ngudi chung khong hep
dong mach vanh. Cac tac gia két luan, nong d6 homocystein mau trung
binh & nhom bénh nhan hep dong mach vanh cao hon nhém ching cé y
nghia thong ké (p<0,001) [23].

Lé Thi Thuy Tung, Pang Van Phudc (2003) nghién ctiru 110 bénh nhan
bénh dong mach vanh va 38 ngudi nhdm chirg khong hep dong mach vanh,
cac tac gia két luan, ndng d6 homocystein mau trung binh & nhém bénh nhan
hep dong mach vanh cao hon nhém chtng c6 ¥ nghia théng ké (p<0,001),
déng thoi cho thdy c6 mdi twong quan tuyén tinh thuin gitra nong do
homocystein mau trung binh vdi d nang bénh mach vanh [33].

Pao Bui Quy Quyén va Ping Van Phude (2006) ciing di nghién ciru 120
bénh nhan suy than man tinh marc do tir nhe dén nang, chua dung cac phuong
phap diéu tri thay thé. Céc tac gia két ludn c6 mbi lién quan chat ché gitra su
suy giam chirc ning than va tinh trang ting ndng d6 homocystein méau trung
binh, muc ting ndng d6 homocystein mau trung binh thay déi tuy thudc mirc

do suy than [24].



38

Nguyén Dtrc Hoang (2006) nghién ctru trén 108 bénh nhan dot quy va 108
ngudi binh thuong dd két luin rang, ndng dd homocystein mau trung binh &
nhom bénh nhan dot quy cao hon nhém chimg ¢ y nghia thong ké [10].

Huynh Van Nhuan (2009) nghién ctru trén 89 bénh nhan suy than man
giai doan cudi loc mau bang than nhan tao chu ky va 40 ngudi ¢ nhom ching
cho théy: bénh nhan suy than man loc mau bﬁng than nhan tao co ti 1€ tang
homocystein mau 13 89,89%, ndong d6 homocystein trung binh & nhém cé suy
than man cao hon nhom chung, & nhom c6 THA cao hon nhom khong THA,
& nhom c6 suy tim cao hon nhom khoéng cé suy tim, nhitng khac biét nay déu
c¢6 y nghia théng ké (p<0,05). Pong thoi, tac gia cling nhan thay loc mau bang
than nhéan tao chu ky két hop véi diéu tri bang udng acid folic Smg/ngay,
vitamin B 100mg/ngay va tiém bap vitamin By, 1000pg sau mdi lan loc mau
lam giam nong d6 homocystein mau cé y nghia thong ké so véi trude diéu tri,
trong khi loc mau don thuan khong lam giam homocystein mau [21].

Nghién ctru ciia Cao Phi Phong (2006) vé mdi twong quan giita ting nong
d6 homocystein va nhdi mau nio do huyét khéi dong mach 16n va nho trén 220
bénh nhan nhdi mau ndo va 230 ngudi & nhoém chimg; tudi trung binh nhom
bénh la 60,7+11,9 nam. Né)ng d6 homocystein trung binh ¢ nhém bénh la 13,28
* 5,49umol/L, cao hon nhém ching la 9,67 + 3,07umol/L (p<0,001); ti I¢ tang
homocystein nhdm bénh 1a 25,5% va nhom chimg la 3,9% véi p<0,0001 [22].

Ngb Thi Hiéu (2014) nghién ctru trén 97 bénh nhan THA diéu tri tai khoa
No6i tim mach Bénh vién A Théi Nguyén c6 do tudi trung binh la 64,5 £10,8
tudi, tudi thap nhat 13 43 tudi va cao nhat 97 tudi, nhan thdy ndng do
homocystein trung binh 1a 19,30 + 13,92 mol/L, nam cao hon nit va ting dan
theo tudi. Nong d6 homocystein ciing ting dan theo cac muc d6 ting huyét ap
(p<0,05). Ti 1& ting ndéng d6 homocystein huyét twong (>15 pmol/L) Ia

77,3%. Téac gia cling nhan thiy c6 twong quan thuan chit ch& giira huyét ap
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tam thu (r = 0,74, p<0,01), huyét ap tam truong (r = 0,6, p<0,01) va huyét ap
trung binh (r = 0,82, p<0,01) v6i ndng do homocystein huyét twong [7].

Nguyén Vin Tuén (2015) nghién ctru trén 120 bénh nhan bi dot quy nhoi
méu ndo va 136 ngudi & nhoém ching da rat ra két ludn: ndng d6 homocystein
trong mau trung binh & nhém nghién ctru 1a 18,09 £+ 12,13 umol/L cao hon
nhom ching 13 12,88 + 4,78 umol/L (p < 0,0001); Nong d6 homocystein ¢ nam
(19,17 + 11,86 pumol/L cao hon so voi 16,53 £ 12,47umol/L ¢ nit, tuy nhién
khong c6 ¥ nghia thong ké véi p > 0,05 [32].
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Chwong 2
POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Déi trong nghién ctru 14 nam va nit tir 60 tudi trd 1én kham va diéu tri ngoai
tr( tai Bénh vién da khoa trung tdm Tién Giang, chia thanh hai nhdm: nhém c6
tang huyét 4p va nhom khdng tang huyét ap duoc lua chon dong thoi cliing do tudi.
2.1.1. Tiéu chuan chon miu

- Nhém déi tuong c6 ting huyét ap (nhém bénh): Chung toi chon trén
nhitng bénh nhan 1a nam va ntr tor 60 tudi trd 1én dén kham bénh tai Khoa
kham bénh Bénh vién da khoa Trung tim Tién Giang c6 HATT > 140 mmHg
va/hoac HATTr > 90 mmHg; hoac da duoc chan doan THA tur trudc dang
diéu tri ngoai tra tai Bénh vién da khoa trung tAm Tién Giang, bénh nhan
dong y tham gia nghién ctru.

- Nhom ddi tuwong khong tang huyét ap (nhom chimg): Ching t6i chon
nhitng dbi twrong 13 nam va nit tir 60 tudi trd 1én dén kham bénh hodc kham
stc khoe tai Khoa kham bénh Bénh vién da khoa Trung tim Tién Giang
khéng c6 tién st THA, c6 HATT < 140 mmHg va HATTr < 90 mmHg, ¢6 do
tudi va giéi tinh tuong dong véi nhoém bénh nhan THA, dbi tugng dong ¥
tham gia nghién ctru.

2.1.2. Tiéu chuan loai trir

Nhitng ddi tugng sau day khong duoc nhan vao nghién ctru cho ca nhém
bénh va nhém chirng:

- D6i tugng c6 tién sir dai thao dudong hodc xét nghiém duong huyét luc
doi > 7 mmol/l [2].

- P6i tuong béo phi: dua vao sé do vong eo, chi s6 eo/mong, chi s6 khoi
co thé (BMI).

- Pbi tuong €O roi loan lipid mau: dya vao xét nghiém cholesterol toan

phan, triglycerid, LDL — C, HDL — C.
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- Boi tuong co tién st hodc dang méc bénh mach vanh: dua vao bd cau
hoi ROSE va két qua dién tam do [9],[18].

- B6i twong mai xut hién tai bién mach méu ndo trong vong 02 thang.

- Déi twong c6 d6 loc cu than wée tinh theo MDRD <60ml/phut/1,73m?da.

- Péi trong méc bénh Goute theo tiéu chuan ARC/UELAR niam 2015 [5].

- Déi tugng co tién sir, hodc dang bénh luput ban do, vay nén, nhuoc giap.

- Bdi twong dang mic bénh ung thu.

- B6i tuong dang duoc cdy ghép tang.

- Poi tuong dang sir dung cac thudc lam ting homocystein mau nhu:
Methotrexat, cyclosporin, phenytoin, carbamazepin, theophyline, cholestyramin,
colespitol, acid nicotinic, loi tiéu thiazid.

- P6i tuong dang str dung vitamin By, Byy, acid folic trong vong hai thang.

- B6i twong khong dong ¥ tham gia nghién ciru.

2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ctru [17],[25],[31].

- Nghién ctru bénh chiing va nghién ctru tuong quan.

- Pia diém nghién ctru: Bénh vién Pa khoa trung tam Tién Giang.

- Thoi gian nghién ctru: tir thang 04/2017 — 04/2018.

2.2.2. C& miu nghién ciru
C& mau nghién ctru duoc tinh theo cong thuc:

Z,_,,, ).P.-P)

2
&

N >

Z; ,,,=196 la gia tri tuong tmg véi do tin cdy cho nghién ctru nay 1a 95%.

P = 0,8 1a ti 1& nguoi cao tudi ting huyét ap co6 ndng do homocystein mau
cao dua theo nghién ctru ctia Ngd Thi Hiéu (2014) [7] va cua Alina Atif
(2008) [39].

e = 0,08 14 d6 chinh x4c mong mudn trong nghién ctru ny.
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Tinh ra dugc cd mau la:

S 196x1,96x0,8x0,2

>97 nguoi.
0,08x 0,08

Nhu vay ching toi can tdi thiéu 97 nguoi & nhém bénh va 97 nguoi &
nhém ching .

2.2.3. Cac buéc tién hanh nghién ciu (so dd 2.1)
2.2.3.1. Lwa chon déi twong vao nhém nghién civu:

- Nhém bénh: ching tdi Iya chon nhitng bénh nhan tir 60 tudi tré 1én da
dugc chan doan THA dén tai kham, diéu tri dinh ky tai Khoa kham bénh
Bénh vién da khoa Trung tdm Tién Giang va nhitng bénh nhan méi dugc chan
doan THA 1an dau dé tu van va moi tham gia nghién ctru. Bénh nhan dong y
tham gia nghién ctru ky tén vao Gidy dong y tham gia nghién ctru (phu luc 1)
va nhan Thu moi kham strc khoe (phu luc 2).

- Nhom chtng: chiing toi lwa chon nhitng bénh nhan tir 60 tudi tré 1én
khong THA dén kham, diéu tri cac bénh ndi khoa khac tai Khoa kham bénh
Bénh vién da khoa Trung tim Tién Giang thuc hién tu van va moi tham gia
nghién ctru, bénh nhan dong ¥ tham gia nghién ctu ky tén vao gidy dong y
tham gia nghién ctru (phuy luc 1) va nhan Thu mo1 kham stc khoe (phu luc 2).
2.2.3.2. Thu thdp thong tin theo bénh an nghién ciru:

Bénh an nghién ctru (phu luc 3) duoc thiét ké nham thu thap nhiing
thong tin lién quan dén cac dic diém nhan trac, 1am sang, xét nghiém sinh hoa
mau, qua trinh diéu trj va két qua sau diéu trj cua timg d6i tugng nghién ctru
nhim tra 16i cho nhitng muc tiéu nghién ciru.

Nhitng d6i twong dong y tham gia nghién ciru trong ca hai nhém déu
dugc phong vén, thu thap thong tin theo Bénh an nghién curu, dugc khai thac
vé tién sir mac bénh hodc dang diéu tri dai thiao duong, réi loan lipid mau,
bénh mach vanh, tai bién mach mau nio, luput ban do, Vrfly nén, nhuogc giap,
ung thu, cdy ghép tang, dang sir dung cac thudc: Methotrexat, cyclosporin,
phenytoin, carbamazepin, theophyline, cholestyramin, colespitol, acid nicotinic,

loi tiéu thiazide, vitamin Bg, vitamin By, acid folic; dugc do huyét 4p, nhip tim,
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dién tam do, can ning, chiéu cao, vong eo, vong mong, tinh chi sd khdi co thé
(BMI), ti s6 eo mong.

Nhiing ddi tuong co ti€u chuan loai trir vé& 1am sang s€ bi loai ra khéi
nghién ctru dot tha nhat. Nhiing ddi tuong con lai s€ dugc tu van, léy mau
thuc hién céc xét nghiém sinh hoa bao gém: duong huyét luc do1, creatinin,
acid uric, cholesterol toan phan, triglyceric, LDL-C, HDL-C.

Sau khi c6 két qua xét nghiém sinh héa, nhimg dbi tuong cé tiéu chuan
loai trir vé xét nghiém sé& bi loai ra khoi nghién ctru dot thir hai, nhitng ddi
tuong con lai s€ chinh thirc dugc dua vao hai nhom nghién ctru va duoc thuc
hién cac xét nghiém dinh luong ndng d6 homocystein, acid folic va vitamin
B1, trong mau.
2.2.3.3. Xdc dinh huyét ap va phdn loai huyét dp
a. Dung cu:

- Mt givong bénh nhan.

- Mot ghé ngdi cho ngudi do huyét ap.

- Mot may huyét ap ké thuy ngan hiéu ALPK2 ctia Nhat.

- Mot 6ng nghe.
b. Chudn bi doi twong

- Khong dugc udng rugu it nhat 24 gio.

- Khéng duoc hat thudc 14 it nhat 2 gio.

- Pugc ngdi nghi it nhat 10 phat trong mot phong yén tinh, thoang mat
(khong c6 may lanh).
c. Ky thuat do HA

- Béi tugng duge nam trén givong ké phang song song mat dat, canh tay
trai dé tran trén givong ngang véi mirc tim.

- Bao cao su duoc quén quanh canh tay vura chat (co thé dé lot mot
ngén tay vao phia bén dudi bao quin khi chua bom hoi, nhung ciing

khdng qué 16ng).
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- Bom hoi tir tir (khoang 5-10 mmHg mdi gidy), vira bom hoi vira nghe
tiéng mach canh tay dap & khuyu cho dén khi dau trén cot thuy ngan cua HA
ké vuot mirc HATT dy doan (muc sb & dau trén cot thuy ngan twong tng khi
khong con nghe dugce tiéng mach dap canh tay) khoang 30 mmHg.

- X4 hoi tir tir voi tbe d6 khoang 2-4 mmHg mdi gidy. Trong thoi gian
nay chil y nghe tiéng mach dap & canh tay theo cac pha ctia Korotkoff:

+ SO HATT 1a murc s6 & dau trén cot thuy ngan twong tmg véi thoi diém
tai nghe thay tiéng dap nhe dau tién xuat hién & dong mach canh tay (pha I
cua KorotkofY).

+ S0 HATTr 1a mirc 86 & dau trén cot thity ngan tuong (mg voi thoi diém
bat dau mat han tiéng dap cua dong mach canh tay (pha V ctia KorotkofY).

- Po lai 1an thir hai sau it nhat 1 phat. S6 HATT va HATTr cua d6i
twong dugc xac dinh bang cach ldy trung binh cta 2 1an do. Néu su khac biét
giita hai lan do 16n hon 5 mmHg thi do thém 1-2 14n nita rdi lay sb trung binh
giita cac 1an do. Po thém HA & canh tay bén ddi dién va lay sé HA & bén tay
nao ¢ tri sb cao hon.

- Pdi tuong mo1 duogc xac dinh 1a THA lan dau s& duogc hen tai kham va
xac dinh lai sau it nhat 1 tuan. Tri s6 HA cua ddi tuong duogc ghi nhan la )
HA trung binh cua hai 1an kham.

- Xac dinh THA va phan loai HA cho cac d6i tuong nghién ctru dira theo
khuyén cao cua Hoi tim mach Viét Nam 2018:

Bing 2.1. Phdn loai HA khi do tai phong kham theo VNHA/VSH (2018)

Phan loai HATT (mmHg) | HATTr ( mmHg)
T6i vu <120 < 80
Binh thuong 120 - 129 80-84
Binh thuong cao 130 - 139 85-89
THA d¢ 1 140 — 159 90 - 99
THA d6 2 160 —179 100 - 109
THA d6 3 > 180 > 110
Tang huyét ap tam thu don doc > 140 <90
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Khi HATT va HATTr khong cung phan loai thi chon phan loai cao nhit
dua theo HATT hoac HATTr.

THA tam thu don doc phan loai theo HATT.
2.2.3.4. Xdc dinh huyét dp trung binh, dp lwc mach va phin nhém dp luc
mach:

- Huyét 4p trung binh dugc tinh theo cong thirc:

HA trung binh = HATTr + 1/3(HATT — HATTY)

- Ap luc mach dugc xac dinh 1a hiéu sé caa HATT va HATTT.

- Ap Iyc mach duoc phan thanh hai nhém: < 50mmHg va > 50mmHg.
2.2.3.5. Xdc dinh tan so tim va phin nhém tin sé tim:

- Tan s tim dugc xac dinh bang cach dém tan sb tim qua 6ng nghe
trong thoi gian mdt phut (loai trir bénh nhan c6 rung nhi, ngoai tam thu,...)

- Tan s6 tim dugc phan thanh 4 nhom:

+ < 70 lan/phit.

+ 70 — 79 lan/phut.

+ 80 — 89 lan/phut.

+> 90 lan/phit.
2.2.3.6. Do cin nang

- Sir dung can strc khoe hiéu TZ 120 (c6 thudc do chiéu cao kém theo)
c¢6 don vi phéan chia nhé nhat 1 0,5 kg (Hinh phu luc 1).

- Péi tuong dugc mac mot bod quﬁn 4o bénh nhan c6 can nang biét trudc,
dung thing ngay gitta ban can, hai tay budng xudi theo than minh, khong cir
dong, mat nhin thiang vé phia trudc, trong luong phan bd déu ca hai chén,
khong tya lung vao can.

- Can nang cua ddi twong duoc ghi nhan bang don vi kg ghi trén mit can
va ldy dén don vi do nho nhat 13 0,5 kg (trir di s6 cin ning ctia b quan 4o ddi

tuong dang mac).
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2.2.3.7. Po chiéu cao

- Str dung thudc do chiéu cao gin lién véi can sitc khoe TZ 120, c6 don
vi phan chia nho nhat 1a 1 cm.

- Thude duge dit thang dimg vudng goc v6i mit phang nam ngang.

- Déi tugng bo gude, dép, di chan khong, dimg quay lung vao thudce do,
g6t chan, mong, vai va dau theo mot truc théng ap sat vao thudce do, mét nhin
thang ra phia trudc, hai tay budng xudi theo than minh.

- Kéo thudc do tir trén xudng dén khi ndo cdy ngang dau trén thude do
ap sat dinh dau.

- Poc két qua chiéu cao ghi san trén thude do bang don vi centimet (cm)
va lay dén don vi do nho nhéat 1a 1 cm.
2.2.3.8. Tinh chi sé khoi co thé (BMI)

- St dung cong thirc tinh chi s6 khéi co thé:

BM| = Cén nang (kg)

(chiéu cao)® (m)
- Phan loai chi s6 khi co thé: Str dung tiéu chuan phan loai chi s6 khi
co thé ap dung cho ngudi Chau A theo T6 chirc y té thé gidi.
Bing 2.2. Tiéu chuén phdn logi chi sé khoi co thé dp dung
cho ngwoi Chéiu A theo t6 chive Y té thé gigi (WHO — 2002)[135]

Phan loai BMI (kg/m?)
Thiéu can <185
Binh thuong 18,5-22.9
Thira can 23,0-24.9
Béo phi >25

2.2.3.9. Do vong eo

- Str dung thude ddy chuan c6 don vi phan chia nho nhat 13 0,1cm..
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- BN dung thang & tu thé do chiéu cao nhu da noi ¢ trén, xac dinh diém
do vong eo 1a diém giira cta noi thap nhat bo dudi mang sudn va noi cao nhat
cua mao chau. Léy dén don vi do nho nhat 13 0,5 cm.
2.2.3.10. Do vong mong

- Sir dung thudc diy chuan c6 don vi phan chia nho nhat 13 0,1 cm.

- BN dimg thing nhu tu thé do chiéu cao nhu dd néi & trén, xac dinh
diém do vong mong 1 noi nhé 1én cao nhat cua 2 mau chuyén 16n xuong dui
ngang v4i go xuong mu. Lay dén don vi do nho nhat 13 0,5 cm.
2.2.3.11. Xdc dinh ti s6 eo/méng:

- Ti s6 eo/mdng bang cach 1ay s6 do vong eo chia cho vong moéng.

- X4c dinh béo phi ving bung khi ti s6 eo/mong;

+ Nam: >0,9

+ Nu: >0,8
2.2.3.12. Po dién tim do

- Chiing t6i st dung may do dién tam d6 12 kénh nhan hiéu CardioCare
ctia hing Bionet do Han Qudc san xuét c6 phan mém tu dong phén tich két
qua (Hinh phu luc 2)

- Ap dung céc ti€u chuin chian doan bénh mach vanh va dién tim dd dé
loai ddi twong mic bénh mach vanh ra khoi nghién ctru [7],[16].
2.2.3.13. Xét nghiém mau

Tat ca cac d6i tuong du tiéu chuan chon miu dugc din nhin an trude khi
ldy mau lam xét nghiém it nhét 1a 10 gio. Mdi d6i twong dugc lay khoang 4ml
mau tinh mach cho vio dng nghiém c6 chat tach hong cau, trén dng nghiém
c6 ghi mi sb cua timg ddi twong dung véi ma sd trong danh sach bénh nhan
(phu luc 6) va bénh an nghién ctru. Pé éng nghiém chira mau trong thing
cach nhiét luon dam bao nhiét d6 tir 2 dén 8°C trong khoang thoi gian 30
phut, sau d6 dem quay ly tim véi van tdc 4.000 vong/phut trong 15 phat bang
may ly tdm hiéu Electronic Centrifuge (Hinh phu luc 3).
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Sau khi quay ly tdm xong, dung pipet tach huyét thanh ra, cho vao dng
chtra huyét thanh c6 ghi ma sb cua ting ddi twong ding véi ma sb ghi trén
6ng nghiém chira mau, ddy nap dng chira huyét thanh can than, bao quan dng
chira huyét thanh trong thing cach nhiét ludn dam bao nhiét do tir 2 dén 8°C.
Chung t6i gom tat ca cac mau thu dugc trong mdi budi sang (trung binh
khoang 20 — 30 mAu) van chuyén dén phong xét nghiém Trung tdm chin doan
y khoa Hoa Hao Thanh phé H6 Chi Minh d thyc hién cac xét nghiém sau:

a. Phan tich mau lan thir nhat: Thuc hién trong vong 6 gio (ké tir khi lay
mAau) cic xét nghiém sinh héa trén hé thong ADVIA Centaur cia hing
SIEMENS (Hinh phu luc 4) bao gom:

* Pinh luong creatinin bang phuong phap fix time.

* Pinh luong dudng huyét lac d6i bang phuong phap Endpoint
Enzymatic.

* Pinh luong cholesterol toan phan, triglycerid, LDL-C va HDL-C huyét
tuong bang phuong phap Endpoint Enzymatic.

* Pinh luong acid uric mau bang phuong phap Endpoint Enzymatic.

Mau huyét thanh ctia bénh nhan s& dugc hé thong luu trir ty dong trong
vong 7 ngay kém theo ma s cho timg mau. Sau khi c6 két qua xét nghiém
sinh hoa, nhitng mau huyét thanh ctia bénh nhan khong c6 tiéu chuén loai trir
vé két qua xét nghiém sinh hoa s& duoc phan tich 1an thi hai.

b. Phan tich mdu lan thir hai: Thuc hién trong vong 48 gio sau khi c6 két
quéa xét nghiém sinh hoa mau trén hé thong xét nghiém SIEMENS bao gom:

* Pinh lwong nong dd homocystein trong mau trén hé théng ADVIA
Centaur cta hiang SIEMENS (Hinh phu luc 4) bang k¥ thuat mién dich canh
tranh st dung cong nghé héa phat quang tryc tiép véi bod thubc thir
homocystein cua hang SIEMENS va chay trén may cung hang SIEMENS
(Hinh phu luc 5). Nguyén ly xét nghiém:

- Xét nghiém ADVIA Centaur CP Homocystein l1a mot xét nghiém mién
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dich canh tranh sir dung cdng nghé héa phéat quang truc tiép. Céc dang
homocystein khac nhau trong mau huyét thanh cua bénh nhan duoc khu dé
giai phong homocystein bang thubc thir khir, sau d6 homocystein tu do dugc
chuyén doi thanh S-adenosyl homocystein (SAH) boi thudc thir enzym. SAH
dugc chuyén d6i tir mau huyét thanh bénh nhan s& canh tranh véi SAH dugc
lien két cong hda tri vai cac hat thuan tir trong pha rin tao ra mot lugng han
ché khang SAH dugc danh dau bang acridinium ester trong thubc thir Lite.

- Hé théng tu dong thuc hién cac budc sau:

Phan phbi 20 pL mau vao cong do

Phan phdi 50 pL Thudc thir khir va u trong 4,7 phut ¢ 37°C
Phan phdi 50 pL Thuéc thir enzym va u trong 3,0 phit ¢ 37°C
Phan phdi 250 pL Pha ran va u trong 3,0 phit ¢ 37°C

Phan phdi 100 pL Thudc thir Lite va  trong 3,0 phat ¢ 37°C
Téch, hut va rira cong do bang Wash 1 (Dung dich rira 1)

Phan phéi 300 pL mdi Thudc thir axit (R1) va Thudc thir bazo
(R2) dé bt dau phan ung hoa phat quang

Béo cao két qua theo phuong thirc da chon nhu md ta trong hudéng
dan van hanh hé théng hoic trong hé thdng tro gitp truc tuyén.

- Ton tai mbi quan hé ddi nghich giira lwong homocystein hién dién
trong mau huyét thanh cta bénh nhan va luong don vi anh sang twong ddi
(RLU) ma hé théng phat hién.

- Khoang tham chiéu két qua homocystein binh thuong ddi véi hé théng
nay 1a tir 5 — 15 umol/L. Nong d6 homocystein ting khi >15 pmol/L [105],[141]

- Phan nhém nong d6 homocystein trong nghién ctru nay [105]:

+ Khong tang: <15 pymol/L
+ Tang nhe : > 15-30 pmol/L
+ Tang vua: > 30-100 pumol/L

+ Tang cao: > 100 pmol/L
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* Pinh lwong ndng do acid folic trong mau trén hé thong ADVIA
Centaur cta hang SIEMENS bang k¥ thuat mién dich canh tranh sir dung cong
nghé hoa phat quang vé6i bo thude thir acid folic cuia hang SIEMENS (Hinh phu
luc 7).

Nguyén 1y xét nghiém:

Xét nghiém ADVIA Centaur Folate 1a xét nghiém mién dich canh tranh
sir dung cong nghé hoa phat quang truc tiép, Folate trong mau huyét thanh
ctia bénh nhan canh tranh véi folate duge danh dau bang acridinium ester
trong thudc thir Lite dé gianh mot luong gidi han protein gan két folate dugc
danh dau bang biotin. Protein gan két folate duoc danh dau bang biotin lién
két véi avidin duoc lién két cong hoa tri véi cac hat thuan tir trong pha ran,
mau huyét thanh dugc xur 1y trudc dé giai phong folate khoi protein gan két
noi sinh o trong mau.

- Khoang tham chiéu két qua acid folic binh thudng d6i vai hé théng nay
la tr 3— 20 ng/m.

- Phan nhém ndng d6 acid folic trong nghién cau:

+ <3 ng/mL - giam

+3-20 ng/mL : binh thuong

+> 20 ng/mL : tang

* Pinh lwong nong do vitamin B, trong mau trén hé théng ADVIA
Centaur ctia hang SIEMENS bang k¥ thuat mién dich canh tranh str dung cong
nghé hoa phat quang véi bo thude thir vitamine By, ctia hang SIEMENS (Hinh
phu luc 6).

Nguyén 1y xét nghiém:

- Xét nghiém ADVIA Centaur Vitamin By, 1a xét nghiém mién dich canh
tranh sir dung cdng nghé hoéa phat quang truc tiép, trong d6 vitamin By, tir
mau huyét thanh cua bénh nhan canh tranh véi vitamin By, dugc danh dau

bang acridinium ester trong thuéc thir Lite, dé gianh mot lwong gigi han yéu
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t6 noi tai da tinh sach, duoc lién két cong hoa tri véi cac hat thuan tir trong
pha ran. Xét nghiém sir dung tac nhan giai phong (sodium hydroxide) va DTT
dé giai phong vitamin By, khoi cac protein gan két noi sinh trong mau va
cobinamide dé ngan tai gin két sau khi pha rin dugc thém vao mau.
- Khoang tham chiéu két qua vitamin By, binh thudng ddi véi hé thdng
nay la tir 200 — 900 pg/ml.

- Phan nhém ndng @6 vitamin By, trong nghién ctu:

+ < 200 pg/mL - giam
+200-900 pg/mL  : binh thuong
+> 900 pg/mL : tang

2.2.3.14. Thiét ké cdc phan nhom theo muc tiéu nghién ciru

Pé thyc hién cac muc tiéu nghién ctru, sau khi co két qua xét nghiém
dinh luong nong do homocystein trong mau, ching tdi tién hanh phan chia
nhom bénh va nhom chung ra thanh 5 phan nhém nhu sau:

Nhém bénh c6 3 phan nhom:

-Phan nhém 1: bao gém nhiing dbi twong c6 THA khong ting
homocystein (ndng d6 homocystein mau < 15umol/L). Nhimg dbi twong nay
chi dugc tu van va diéu tri THA, khong theo ddi tiép dé danh gia hiéu qua
diéu tri ting homocystein.

-Phan nhém 2: bao gdom nhimng ddi twong c6 THA kém theo ting
homocystein mau (ndng d6 homocystein méau >15umol/L), duoc lua chon ngau
nhién theo sb thu tu trong danh sach bénh nhan dé dua vao phan nhém chi
diéu tri THA, khdng két hop diéu tri ting homocystein mau. Nhiing ddi tuong
nay (dugc xem la phan nhém chang dé so sanh hiéu qua diéu tri ting
homocystein mau) tiép tuc duoc theo ddi va dinh lwong lai nong do
homocystein mau lan thi hai sau 8 tuan.

-Phan nhom 3: bao gém nhirng ddi twong c6 THA kém theo ting

homocystein mau (ndng do homocystein mau >15umol/L), ciing duoc lya
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chon ngau nhién theo s tht ty trong danh sach bénh nhan dé dua vao phan
nhom diéu tri THA két hop véi diéu tri ting homocystein mau bang phéi
hop ba thuéc vitamin Bg, vitamin By, va acid folic. Nhitng d6i twong nay
tiép tuc duoc theo ddi va dinh lugng lai ndng do homocystein mau lan tha
hai sau 8 tuan.

Nhom chirng ¢6 2 phan nhom:

- Phan nhém 4: bao gdm nhimg dbi tuong khéng THA va khéng ting
homocystein (ndng d6 homocystein mau < 15umol/L). Nhiing d6i twong nay
khong duoc theo dbi tiép dé danh gia hiéu qua diéu tri ting homocystein.

- Phan nhém 5: bao gém nhiing d6i tugng khong THA nhung cé ting
homocystein mau (néng do homocystein mau >15umol/L), dugc diéu tri tang
homocystein méau bang phdi hop ba thudc vitamin Bg, vitamin By, va acid
folic, tiép tuc duoc theo ddi va dinh lugng lai homocystein mau lan tha hai
sau 8 tuan.
2.2.3.15. Piéu tri ting huyét dp

DPoi tuong duogc chan doan x4c dinh THA s& duoc tu van diéu tri bé‘mg
cac bién phap khéng dung thudc va ké don diéu tri bang thudc theo hudng
dan ctia Hoi Tim mach Viét Nam 2015 va Bo Y té. Sau d6 duoc hen tai kham
dé duoc theo ddi dinh ky mdi 4 tudn trong 8 tun.

a. HA muc tiéu:

Vi tit ca cac dbi twong THA trong nghién ctru ndy khong kém theo dai
thdo duong, bénh mach vanh, tai bién mach mau ndo va bénh than man tinh
cho nén HA muc tiéu can dat 1a HATT/HATTr <140/90 mmHg. Ngudi trén
80 tudi <150/90 mmHg theo Khuyén cao cua Ho1 tim mach Viét Nam.

b. Phirong phép diéu tri:

* Piouy tri khong dung thuéc: tw van cho cdc doi twong THA thuc hién:

- Giam can (néu thira can): nén duy tri can ning 1y tudng voi chi sé BMI

tur 18,5 — 23, duy tri vong bung <90 cm ¢ nam va < 80 cm & nir.
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- Giam luong mudi 4n vao < 6 g mudi natri, twong duong v6i 01 thia nho
mudi mbi ngay.

- Han ché thtrc dn ¢6 nhiéu m& bio hoa va cholesterol.

- An du kali, canxi, magie c6 trong rau xanh, hoa qua tuoi.

- Ngtng hut thude 14 (néu co).

- Han ché luong ruou, bia uéng Vao.

- Tang cudng hoat dong thé lyc & muc thich hop.

- Tranh cing thang than kinh (stress), tranh lanh dot ngot, khong dung
cac thude lam THA nhu: cac thudc cudng giao cam, thude khang viém, giam
dau du khong thudc nhom corticoides.

* Diéu tri ding thubc:

- Cac thubc diéu tri THA trong nghién ciru nay bao gom:

+ Nhém e ché kénh canxi: amlodipine 5mg, felodipin 5mg, nifedipin
20mg [3].

+ Nhom trc ché men chuyén: captopril 25mg, perindopril 4mg [3].

+ Nhom trc ché thy thé: losartan 25mg, irbesartan 150mg [3].

+ Nhom trc ché beta: atenolol 50mg, bisoprolol 2,5mg [3].

- Lua chon thudc va liéu dung:

+ Pdi voi nhirng bénh nhan dang diéu tri bﬁng mot hodc cac thube néu
trén, néu di kiém soat dugc HA muc tiéu thi tiép tuc duy tri cac loai thude va
lidu lwong thude bénh nhan dang st dung.

+ Dbi v6i bénh nhan dang diéu tri bing mot trong cac thudc néu trén
nhung chua kiém soat dugc HA muc tiéu thi phdi hop thém loai thude thtr hai
hoac thtr ba, hoac tang thém lidu cho tung loai thubc dé kiém soat dat duoc
HA muc tiéu.

+ Pdi voi bénh nhan méi dugc chan doan thi diéu tri nhu sau:

. Bénh nhan THA giai doan I va II: khéi ddu bang amlodipin 5mg 01

vién/ngay, néu sau 04 tuan diéu tri ma chua dat HA muc tiéu thi phdi hop
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thém perindopril 4mg 01 vién/ngay (hoac losartan 25mg 01 vién/ngay).

. Bénh nhan THA giai doan III: khéi dau bang phdi hop ngay amlodipin
Smg 01 vién/ngay va perindopril 4mg 01 vién/ngay (hodc losartan 25mg 01
vién/ngay).

+ Néu sau mdi 04 tuan diéu tri ma van khong dat HA muc ti€u trong ca
hai truong hop trén thi can nhic phéi hop thém nhém tc ché beta hodc ting
lidu thudc theo thur tw amlodipin 5 mg 01 vién/ngay rdi dén perindopril 4mg
01 vién/ngay (hodc losartan 25mg 01 vién/ngay) nhung khong quéa 02 vién
cho mdi loai thudc.
2.2.3.16. Piéu tri ting homocystein mdu

- Nhiing d6i tugng c6 ndng d6 homocystein mau >15umol/L (trong phan
nhém 3 va phan nhdm 5) s& dugc moi diéu tri ting homocystein bang cach cho
ubng 3 loai thude (phu luc 4):

+ Acid folic: Tén biét dugc Folacid, ham lwong Smg ctia Cong ty c¢b phan
dugc pham dugce liéu Pharmedic (Hinh phu luc 8). Liéu luong: 1 vién/ngay, thoi
gian diéu tri 1a 8 tudn. Theo ddi tic dung phu: rat hiém gip nhu ngira, ndi ban,
mé day, rdi loan tiéu hoa [3].

+ Pirydoxin hydrochoride: Tén bi¢t dugc Vitamin B6, ham luong 50mg
ctia Cong ty ¢6 phan duoc phdm Vinapharm (Hinh phy luc 9). Liéu lugng: 2
vién/ngay, thoi gian diéu tri 13 8 tuan. Theo ddi tic dung phu: thudng chi xay ra
khi sir dung lidu cao (200mg/ngay) va kéo dai (trén 2 thang) gay bénh than kinh
ngoai vi ning, tién trién tir dang di khéng vitng va té cong ban chan dén té cong
va vung vé ban tay [3].

+ Mecobalamin: Tén biét dugc Hasancob, ham lugng 500ug cua Cong ty
trach nhiém hiru han Hasan — Dermapharm (Hinh phu luc 10). Liéu luong: 1
vién/ngay, thoi gian diéu trj 1a 8 tun. Theo ddi tac dung phu rat hiém gip khi st
dung bang dudng ubéng nhu: dn khong ngon, budn nén, tiéu chay, cac rdi loan

tiéu hoa khac [3].
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2.2.3.17. Pinh lwgng nong dp homocystein mdu lin hai

Ting ddi twong (trong nhém bénh va nhom ching) c6 ting homocystein
mau sau khi hoan thanh dot diéu tri 8 tudn s& dugc moi hen tai kham theo
gidy hen (phu luc 5) dé 14y mau xét nghiém dinh luong ndng do homocystein
mau 1an hai. Cac budc chuan bi dbi twong, quy trinh 1y mau, quy trinh bao
quan mau, quay ly tdm, trich huyét thanh, bao quan mau huyét thanh, van
chuyén mau huyét thanh dén phong xét nghiém Trung tAm chan doan y khoa
Hoa Hao Thanh phé HO Chi Minh déu duogc thuc hién giéng nhu 1an xét
nghiém tht nhét, tuy nhién, mau huyét thanh cua dbi tuong nghién ctu lan
nay chi duoc dinh luong nong do homocystein va thuc hién ngay sau khi
phong xét nghiém nhan dugc miu huyét thanh.

2.2.4. Quan ly, phan tich, xir Iy so liéu:

Théng tin tir bénh an nghién ctru ctia timg d6i twong nghién ctru dugc
mi hoa thanh cac bién dinh tinh va bién dinh luong, sau d6 dugc nhap vao
may tinh bang phan mém ung dung Microsoft Excel 2010. Bang s6 liéu hoan
chinh trén file Excel s& duoc chuyén qua phin mém thong ké SPSS phién ban
20.0 dé phan tich va xu ly [27]:

- Thong ké mé ta: Nhitng thong tin ctia d6i twong nghién ciru duge mo ta
bang tan sb (n) va ti 1& phan trdim (%) cho bién dinh tinh; trung binh ( X ) va
d6 1éch chuan (SD) cho bién dinh luong.

- Théng ké phan tich:

+ 86 liéu dinh tinh: Str dung kiém dinh chi binh phuong so sanh cac ti 18,
trong truong hop vi pham gia dinh cua kiém dinh chi binh phuong thi sir dung
kiém dinh Fisher.

+ S6 liéu dinh luong c6 phéan bd chuén: St dung kiém dinh t so sanh 2
gia trj trung binh & 2 nhom doc 1ap va t ghép cap dé so sanh 2 gia tri trung
binh giita 2 1an do, str dung hé s twong quan Pearson xac dinh mdi tuwong

quan giira 2 bién dinh luong.
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+ 86 liéu dinh luong khong c6 phan bd chuan:

= Sir dung kiém dinh Mann-Whitney so sanh 2 gi tri trung binh giita 2

nhém doc 1ap.

= Str dung kiém dinh du va hang Wilcoxon so sanh 2 gia tri trung binh

giira 2 1an do.

= Sir dung test phi tham sé Kruskal Wallis so sanh 2 gia tri trung binh

gitta 2 nhom.

- Str dung hé sb tuong quan Spearman xac dinh mdi twong quan giita 2
bién thir hang hodc bién thtr hang va bién dinh luong khong phan b chuan.
- Lap bang 2x2 dé tinh ti xuat chénh (OR).
Bing 2.3. Ti sudt chénh (OR: Odd Ratio)

Bénh Chung
Phoi nhiém C
Khéng phoi nhiém B D
Téng A+B C+D

Ti suat chénh (OR) ~ AD/BC.

- Xac dinh hé sb twong quan r, phwong trinh twong quan tuyén tinh: Goi
(x1, y1), (X2, y2), ..., (xn, yn) 1a n cip quan sat cia mot mau ngau nhién cua
hai bién ngdu nhién X & Y. Hé s twong quan mau tinh tir mau n cip gia tri

quan sat cta hai bién X va Y vdi trung binh (x va y) va phuong sai (x* va y?)

dugc thé hién trong cong thuc sau:
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+ Heé sb twong quan p: Co ¥ nghia théng ké khi p<0,05.
+ Heé sb twong quan r:
| r | >0,7: Tuong quan rat chit
0,7> | r | >0,5:  Tuong quan chat ché
0,5> | r | >0,3:  Tuong quan ¢ muc trung binh
| r | <0,3: Tuong quan ¢ muc thip
r (-) tuong quan nghich
I (+) tuong quan thuan.
- Phuong trinh hdi qui tuyén tinh mot chiéu:
Pit (x1,y1), (x2,y2)... (xn,yn) 12 mau gém n cip quan st trén duong hoi
qui tong thé:
yi= o+ pxite
Theo phuong phép binh phuong bé nhét thi wéc luong cac hé so 1a cac gia
tri a va b sao cho tong binh phuong sai s6 ctia phuong trinh sau day 14 bé nhat:
- 2 - 2
$S= e = 2 (y; —a—bx;)
=1 =1
Céac hé sb a va b duoc tinh nhu sau:
a a
2y —nR¥ (% -2y -7
b - izl =l
1 h n
ZK?—HEE 2iix —%)°
i=1 i=l

Sy ral a=%—bx

Va duong hoi qui tuyén tinh mau cia y trén x 1a: 'y = a + bx [29], [30].

- Kiém dinh céc gia thuyét nghién ctru véi do tin cay 95%.

- Phan tich hoi qui tuyén tinh da bién sir dung phuong phap Backward dé
xéc dinh cac yéu td lién quan c6 y nghia véi ndng dd homocystein.

- V& biéu d6 bang phan mém MedCalc 18.
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2.2.5. Tinh y dirc trong nghién ciru

Nghién ctru dugc thuc hién trén ddi tuong la nguoi cao tudi c6 THA
hoac khong THA dén kham va diéu tri tai Bénh vién Pa khoa trung tam Tién
Giang. Nhimng nguoi cao tudi dong ¥ tham gia nghién ctru s& dugc hoi tién
su, bénh s, do can nang, chiéu cao, vong eo, vong mong, HA va tham kham
toan than, ... & xac dinh cd thira can, béo phi hay khong thira cin, béo phi;
c6 THA hay khong THA, sau d6 duoc do dién tim do dé tAm soat bénh dong
mach vanh, 1§y mau lam cac xét nghiém sinh hoa dé dinh luong néng do
glucose, acid uric, creatinin, cholesterol toan phan, triglycerid, LDL-C,
HDL-C, nong d6 homocystein, vitamin Bi, va acid folic trong mau. Néu ¢
THA va/hodc ting homocystein s& duoc tu van va diéu tri bang cac loai
thudc duge Bo Y té cho phép luu hanh ma khong phai chi tra mot khoan chi
phi nao. Bén canh do, viéc bd sung thém vitamin Bs, vitamin By, va acid
folic liéu thap trong thoi gian 8 tudn cho nhimg bénh nhan c6 nong do cac
vitamin nay trong mau ¢ muc binh thuong va tang nhe cling khong gay tac
hai gi. Vi vAy nghién ctru nay khéng lam anh huong dén stc khoe, tinh than
va kinh té ctia ngudi tham gia nghién ctru, dam bao tinh y dtc va khong vi

pham Luat Kham chira bénh.
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Nguoi cao tuoi
vao bénh vién

v

Ngudi cao tudi
khéng co tiéu
chuan loai trur

- Phong van

- Can do

- Kham 1am sang
- Do dién tim d6

P Xét nghiém
v sinh hoa
Phan nhom nghién ctu
P Dinh lugng homocystein, | >
acid folici, vitamin B12
A 4 Y
(Nhém chirng) ) - (Nhém bénh)
A 4 A 4
Co tang Khong ting Co tang

homocystein mau

A 4

homocystein mau
(Ph&n nhém 1 va 4)

homocystein mau

Diéu trj ting .
homocystein 8§ tuan
(Ph&n nhém 5)

Diéu tri THA két hop diéu tri
tang homocystein § tuan

(Phan nhom 3)

Diéu trj THA
don thuan 8 tuan
(Ph&n nhom 2)

A 4

Dinh luong ndng do
homocystein mau
sau 8 tuan diéu tri

'

Dinh lugng ndng do
homocystein méu
sau 8 tuan diéu tri

l

Dinh luong ndng do
homocystein mau
sau 8 tuan diéu tri

So dé 2.1. Céc budrc tién hanh nghién ciru
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Chuong 3
KET QUA NGHIEN CUU

3.1. MOT SO PAC PIEM CHUNG

3.1.1. Pic diém chung ciia tit ca doi twong nghién ctru

Bing 3.1. Cac phan nhom trong nghién ciru

Céac phan nhom nghién ciu n %
Nhom bénh (cé ting huyét ap) 120 | 100
- Phé&n nhom 1: khong tang homocystein mau 25 20,8

- Phan nhom 2: c6 ting homocystein mau (duoc diéu tri | 48 40,0
THA, khong diéu tri ting homocystein)
- Phan nhém 3: c6 ting homocystein mau (duoc diéu tri| 47 39,2
THA két hop véi diéu trj ting homocystein)

Nhom chieng (khong ting huyét 4p) 141 | 100
- Phén nhém 4: khong tang homocystein mau 84 59,6
- Phan nhom 5: ¢6 ting homocystein méau (duoc diéu tri| 57 40,4

tang homocystein)

Tong 261 | 100,0

Nhign xét: Nhom bénh gém 3 phan nhom: phan nhom khong ting
homocystein chiém ti 1& 20,8%; phan nhom c6 ting homocystein chi dugc
diéu tri THA chiém ti 18 40,0%; phan nhém c6 ting homocystein duoc diéu trj
THA két hop véi diéu tri ting homocystein mau chiém ti 1& 39,2%. Nhom
ching gém 2 phan nhom: phan nhom khong ting homocystein chiém ti 18

59,6% va phan nhom c6 ting homocystein chiém ti 1¢ 40,4%.
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Tile %
70
60+~

66.7 66.7

N\

50 A
40 1

33. 33. B Nam

30 - B Nw

20 -

10 -

Nhom bénh Nhom ching

Biéu dé 3.1. Phén bé gidi tinh
Nhdn xét: Ti I¢ nam va nit gitta nhém bénh va nhom chiing 1a tuong

duong nhau (p>0,05).

Tilé % 44
45 -

40 -
35 71

30 o >
25 v
20 v
15 v
10 Vo
s

0

30.5 30

255
Nhoém bénh
®Nhom ching

60 - 64 65 - 69 =170

Biéu d6 3.2. Phén b6 nhém tuoi
Nhdn xét: Tudi trung binh cia nhom bénh 14 67,16 + 6,44 tudi, nhdm
chtmg 13 66,29 + 5,30 tudi, khac biét khong c6 ¥ nghia thong ké bang phép
kiém dinh Mann-Whitney (p>0,05). Phan bd do tudi gitta nhdm bénh va nhém
ching ciing trong duong nhau (p>0,05).
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Bing 3.2. Pic diém nhén tric ciia doi twong nghién ciru

Nhom bénh

Nhom chikng

Pic diém nhan tric p
(x £ SD) (X £ SD)
Can nang (kg) 52,61+7,30 | 51,46+8,85 |p>0,05*
Chiéu cao (m) 1,55 + 0,07 1,55+ 0,08 | p>0,05*
Chi sb khéi co thé (BMI) 21,89 +207 | 21,36+2,45 |p>0,05
Phéan loai BMI n=120 (%) n=141 (%)
<185 10 (8,3%) 20 (14,2%)
p>0,05
18,5229 59 (49,2%) 76 (53,9%)
2325 51 (42,5%) 45 (31,9%)
\Vong eo (cm) 80,98 £ 7,55 79,14 £ 8,88 | p<0,05*
\Vong modng (cm) 97,15 £7,53 94,84 + 8,70 | p<0,05*
Ti s6 eo/méng 0,83 +0,04 0,83+0,03 |p>0,05*

*Kiém dinh Mann-Whitney

Nhin xét: Cac dic diém nhan trac nhu can ning, chiéu cao, BMI, phan
loai BMI va ti s6 eo/mong giita nhém bénh va nhém chimg khong khéc biét

c6 ¥ nghia théng ké (p>0,05). Riéng sb trung binh vong eo va vong mong &

nhoém bénh cao hon nhém ching ¢ y nghia théng ké (p<0,05).
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Bing 3.3. Ddc diém tin so tim, huyét dp ciia doi twong nghién ciru

Pic diém tan so tim

Nhom bénh

Nhom chikng

va huyét ap (X = SD) (X £ SD) P
Tan s6 tim (lan/phut) 79,83+11,77 | 77,56 +9,54 |p>0,05
Phan nhom tan sé tim n=120 (%) n=141 (%)
<70 lan/phat 24 (20,0%) 23 (16,3%)
70-<80 lan/pht 34 (28,3%) 63 (44,7%) | p<0,05
80-<90 lan/phut 37 (30,8%) 44 (31,2%)
> 90 1an/phut 25 (20,8%) 11 (7,8%)
HATT (mmHg) 140,15 + 15,54 | 123,63 + 11,15 | p<0,001*
HATTr (mmHg) 83,19+946 | 77,78+7,76 |p<0,001
Phan loai HA n=120 (%) n=141 (%)
Téi vu 10 (8,3%) 41 (29,1%)
Binh thuong 19 (15,8%) 41 (29,1%) | p<0,001**
Binh thudng cao 27 (22,5%) 59 (41,8%)
THA 64 (53,3%) 0 (0,0%)
THA tam thu don doc n=120 (%)
Co 31 (25,8%)
Khéng 89 (74,2%)
Ap lyc mach (mmHg) 56,96 + 12,35 | 45,85+9,33 | p<0,001*
Phan loai ap luc mach n=120 (%) n=141 (%)
> 50 mmHg 85 (70,8%) 46 (32,6%) | p<0,001
< 50 mmHg 35 (29,2%) 95 (67,4%)

* Kiém dinh Mann-Whitney

**Kiém dinh Fisher

Nhén xét: Tan sd tim & nhom bénh 1a 79,83 + 11,77 lan/phit tuong

ddng véi tan sd tim & nhom ching 1a 77,56 + 9,54 lan/phat (p>0,05). Tuy

nhién khi phan nhém tan s6 tim giita hai nhém thi thay khac nhau c6 y nghia

thong ké (p<0,05). Cac chi s con lai nhuw HATT, HATTr, phan loai HA, ap

luc mach va phan loai ap luc mach gitta nhém bénh va nhoém ching khac

nhau rat c6 y nghia thong ké (p<0,001)
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] Nhom bénh | Nhom chikng
Céac chi so sinh hoa p
(X £SD) (X £ SD)
Puong huyét lac d6i (mmol/L) 521+042 | 521+£0,40 | p>0,05
Acid uric (mg/dL) 520+0,89 | 513+0,98 |p>0,05*
Cholesterol toan phan (mmol/L) 4,66 +0,38 | 4,63+0,37 | p>0,05*
Triglycerid (mmol/L) 163+0,41 | 1,60+0,45 |p>0,05*
LDL-C (mmol/L) 2,76 £0,52 | 2,80+0,52 |p>0,05*
HDL-C (mmol/L) 1,33+£0,31 | 1,35+0,32 |p>0,05*
Creatinin (mg/dL) 0,78+0,15 | 0,74+£0,14 | p>0,05*
Do thanh thai creatinin (ml/ph) 63,26 +13,92(64,76 £12,99| p>0,05
Do loc cau than uéc tinh theo
, 84,77 £17,40|89,52 £+ 15,36 | p<0,05*
MDRD (ml/phut/1,73m"da)
Phan nhém d6 loc ciu than ude n=120 n=141
tinh MDRD (ml/phut/1,73m*da) (%) (%)
p>0,05
60 -89 74 (61,7%) | 77 (54,6%)
290 46 (38,3%) | 64 (45,4%)

* Kiém dinh Mann-Whitney

Nhdn xét: Céac chi sd sinh héa méu nhu duong huyét lac doi, acid uric,
creatinin, cholesterol toan phén, triglyceride, LDL-C, HDL-C gitra hai nhom
khong c6 su khac biét (p>0,05), riéng do loc cAu than uéc tinh theo MDRD &
nhom bénh thép hon nhém chimg c6 ¥ nghia théng ké (p<0,01).
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3.1.2. Mt s6 dic diém ciia nhém bénh nhan ting huyét ap

Bing 3.5. Thoi gian diéu tri THA 6 3 phdn nhém cé ting huyét dp

Tang homocystein

Khong tang . -
Thot gian ) bieu tri bieu tri
. homocystein . , P
dieu tri THA don thuan ket hop
n % n % n %
<1 nam 6 24,0 7 14,6 10 21,3
1 -5 nam 12 48,0 22 45,8 22 46,8 | p>0,05
> 5 nam 7 28,0 19 39,6 15 31,9
Tong 25 100,0 48 100,0 | 47 100,0

Nhén xét: Thoi gian dugc diéu tri THA cua 3 phan nhom trong nhom

bénh khong khéc biét ¢ ¥ nghia vé mit théng ké (0>0,05).

Bing 3.6. Sw tudn thii diéu tri THA ¢ 3 phén nhom c0 ting huyét dp

Tang homocystein
Khong tang ) .
Sw tuan tha _ Diéu tri | Dieu tri
; homocystein . ) P

dieu tri THA don thuan| ket hep

n % n % [ n | %
Piéu trj thudng xuyén 18 | 72,0 | 31 |64,6|34 723

Diéu tri khong thuong xuyén | 3 | 12,0 | 12 | 250 5 | 10,7 | p>0,05*
Khéng diéu tri 4 160 | 5 |104| 8 |17,0
Tong 25 | 100 | 48 | 100 | 47 | 100
*Kiém dinh Fisher

Nhén xét: Viéc tuan thi diéu tri cia nhimg bénh nhan THA giita 3 phan

nhom khéng khac biét co y nghia théng ké (p>0,05).
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Bing 3.7. 86 loai thuéc bénh nhén dang sir dung

¢ 3 phan nhom 0 ting huyét dp

Tang homocystein

Khong tang

S6 loai thudc _ biéu tri piéu tri
. homocystein . ] P
diéu tri THA don thuin ket hgp
n % n % n %

Khéng st dung 4 16,0 5 10,4 8 17,0

1 loai 13 52,0 22 | 458 | 24 | 51,1 | p>0,05
2 loai tr¢ 1én 8 32,0 21 | 438 | 15 | 319
Tong 25 | 100,0 | 48 |100,0| 47 |100,0

Nhdn xét: S6 loai thudc bénh nhan dang st dung dé diéu tri THA gitra
3 nhém la tuong duong nhau (p>0,05).

100% '/—
90% - / 28
80% 1 / 51.1
70% - 644
60% -
50% - Chuwa dat HA muc tiéu
40% - ® Dat HA muc tiéu
30% -
20% -
10% -
0% 1 1 1
Phén nhém Piéu tri THA biéu tri két hop
khéng ting don thuan
homocystein

Biéu do 3.3. Ti 1¢ dat huyét dp muc tiéu 6 cac phan nhom
khong ting homocystein co ting homocystein
Nhan xét: Ti 1€ bénh nhan dat HA muc ti€u & phan nhém khong tang
homocystein 1a 72%, cao hon so v6i 2 phan nhom c¢6 ting homocystein diéu

tri THA don thuan va diéu tri THA két hop (35,4% va 48,9%), p<0,05.



67

3.2. NONG PO HOMOCYSTEIN, VITAMIN By,, ACID FOLIC MAU

3.2.1. Nong d6 homocystein

Bing 3.8. Nong dé homocystein mdu va khodng tir phén vi

, . Nhom THA | Nhém chikng
Cac chi so _ _ Y
(x £SD) (x £SD)
Nong d6 homocystein (umol/L) | 18,61 +4,45 | 14,87 +3,16 | p<0,001*
Khoang tr phanvi | Q1 (25%) 15,39 12,80
nong do homocystein | Q2 (50%) 18,23 14,49
(umol/L) Q3 (75%) 20,83 16,17

* Kiém dinh Mann-Whitney

Nhign xét: Nong do homocystein mau trung binh & nhom bénh la

18,614+4,45 pmol/L cao hon so véi nhém ching la 14,87+3,16 umol/L,

khéc biét nay rat c6 y nghia théng ké (p<0,001). Khoang t&r phan vi ¢ bang

trén cho thiay, nhom bénh cd 75% bénh nhin c6 ndn do homocystein >
y g y

15,39 umol/L, trong khi nhom ching chi c¢6 50% dbi tuong c6 nong dod

homocystein > 14,49 umol/L.
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— Nhém chitng

8=t = o

Nong d6 Homocystein

Biéu dé 3.4. Phén bé tir phin vi nong dé homocystein mdu
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100 ~

Nhom bénh

Nhom chimg

Téng vira
B Tang nhe

m Khoéng ting

Biéu dé 3.5 Phan bé ti I¢ cdc nhém nong dp

homocystein ¢ nhom bénh va nhom chirng

Nhdn xét: Nhom bénh c6 ti 16 ndng d6 homocystein & muc ting nhe va

tang vira cao hon so v&1 nhom ching, khac biét c6 ¥ nghia thong ké voi

p<0,001.

Bing 3.9. Ti I¢ ting nong dp homocystein mdu

Nhom bénh | Nhém chirng OR
Phan nhom homocystein p
n=120 (%) | n=141 (%) (95% ClI)
Tang (>15 umol/L) 95 (79,2%) | 57 (40,4%) 5,60
p<0,001
Khong tang (<15 pmol/L) | 25 (20,8%) | 84 (59,6%) (3,22 - 9,75)

Nhdn xét: Ti 1¢ tang n(‘A)ng d6 homocystein & nhom bénh la 79,2%, cao

hon xép xi 2 1an so véi nhom ching 13 40,4% voi p<0,001. Ti suat chénh

OR=5,6 (95% CI; 3,22 — 9,75)
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Biéu dé 3.6. Puong cong ROC xdc dinh diém cit
nong dp homocystein
Nhén xét: Dién tich dudi duong cong AUC (95% KTC) la: 0,761
(0,705 - 0,812), (p<0,001). Biém cit: 17,29 pmol/L. Pé nhay: 63,33%.D¢ dic
hiéu: 85,11%

Bing 3.10. Nong d¢ homocystein mdu theo gidi tinh

Nong d§ homocystein mau (umol/L)
Giai tinh Nhom bénh Nhom chirng
(x £ SD) (x £ SD)
Nam 20,63 +3,41 16,83 + 3,33
N 17,61 +4,59 13,92 £ 2,61
p p<0,001* p<0,001*

* Kiém dinh Mann-Whitney
Nhdn xét: Nong do homocystein mau & nam cao hon & nit trong ca

nhdm bénh va nhom chirng véi mire ¥ nghia cua su khac biét p<0,001.
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Bing 3.11. Nong d¢ homocystein mdu theo nhom tuoi

Nong dd homocystein mau (umol/L)
Nhom tudi Nhém bénh Nhom chirng
(x £ SD) (x £ SD)
60-64 17,49 £4,25 14,37 £ 3,27
65-69 19,13 + 3,93 15,31 + 3,35
>70 19,64 £ 4,95 15,21 £ 2,67
P p>0,05* p>0,05*

* Kiém dinh Kruskal Wallis
Nhin xét: Khong co su khac biét c¢6 ¥ nghia thong ké vé ndéng do

homocystein gitta cac d6 tudi trong ca 2 nhém véi p>0,05.

Bing 3.12. Nong d¢ homocystein mdu theo BMI

Nong dd homocystein mau (umol/L)
Nhom BMI Nhom bénh Nhom chirng
(X % SD) (X % SD)
<18,5 18,43 £4,11 15,33 £ 3,53
18,5-22,9 18,82 + 5,03 14,52 £ 2,85
23— 25 18,42 + 3,83 15,25 + 3,49
0 0>0,05* 0>0,05*

* Kiém dinh Kruskal Wallis

Nhdn xét: Nong d6 homocystein giira cac nhom phén loai BMI khong
c6 su khic biét co ¥ nghia théng ké trong ca nhom bénh va nhém ching

(p<0,05)
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Bing 3.13. Nong d¢ homocystein mdu theo phén logi huyét dp

Nong dd
A _ . homocystein mau
Phan loai huyét ap n p
(umol/L)
(x £ SD)
Téi wu 51 14,56 + 3,87
Binh thuong 60 15,31 £ 3,60
p<0,001*
Binh thuong cao 86 16,87 + 3,72
THA 64 19,04 4,51
Tong 261 16,59 + 4,24

* Kiém dinh Kruskal Wallis
Nhén xét: Bang trén cho thiy, nong d6 homocystein ting dan theo timg
phan loai HA cao hon, su khac biét nay rat c6 y nghia véi p<0,001.
Bing 3.14 . Trung binh huyét dp tim thu
theo phin nhém nong d¢ homocystein (n=259)

Phan nhoém nong d HATT (mmHg)
homocystein (Hmol/L) n (X + SD) P
5-<10 4 119,75 £ 12,45
10 - <15 105 123,35 £ 13,22
15 - <20 104 136,38 + 14,20 0<0,001*
20 - <25 36 136,44 + 14,40
25 -<30 10 144,00 £ 17,44

*Kruskal Wallis Test

Nhin xét: HATT tang dan theo timg mirc ting homocystein c6 y nghia
thong ké (p<0,001), mirc tang nhiéu nhat dugc ghi nhan giita nhém 10 — 15

umol/L va 15 — 20 pmol/L.
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Bing 3.15. Trung binh huyét dp tam truwong
theo phin nhém nong d¢ homocystein (n=259)

Phin nhém nong dé HATTr (mmHQg)
homocystein (umol/L) n (X + SD) P
5-<10 4 76,75 2,50
10 - <15 105 76,56 = 8,47
15 - <20 104 83,00 + 8,26 p<0,001*
20 - <25 36 81,78 £9,14
25 - <30 10 87,00 + 8,78

*Kruskal Wallis Test

Nhin xét: HATTr tang dan theo timg muc ting homocystein co
nghia thong ké (p<0,001), tuy nhién murc ting cia HATTr khong nhiéu nhu
HATT.

Bing 3.16 . Huyét dp trung binh
theo phin nhém nong dé homocystein (n=259)

Phin nhém nong do HA Trung binh (mmHg)
homocystein (umol/L) n (X + SD) p
5-<10 4 91,08 +5,73
10 - <15 105 92,16 + 8,90
15 - <20 104 100,79 + 9,25 p<0,001*
20 - <25 36 100,00 + 9,28
25 -<30 10 106,00 + 10,45

*Kruskal Wallis Test

Nhgn xét: HA trung binh ciing ting dan theo timg muc ting
homocystein ¢ ¥ nghia théng ké (p<0,001), muc ting nhiéu nhit ciing duoc
ghi nhéan gitra nhém 10 — 15 pmol/L va 15 — 20 umol/L.
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Bing 3.17. Nong d¢ homocystein mdu theo nhém dp luc mach

Nong dd homocystein mau (umol/L)
Nhom ap luc mach Nhom bénh Nhom chirng
(x £ SD) (x £ SD)
> 50 mmHg 18,77 £4,10 15,02 +2,81
< 50 mmHg 18,25 + 5,25 14,80 + 3,34
p p>0,05* p>0,05*

* Kiém dinh Mann-Whitney

Nhin xét: Khong co su khac biét c6 ¥ nghia thong ké vé ndéng do
homocystein giira cac mirc ap luc mach trong ca 2 nhom: nhém bénh va nhom
chirmg (p>0,05)
3.2.2. Nong dé acid folic mau

Bing 3.18. Nong dé acid folic mdu va phén nhém nong dé acid folic mdu

] , Nhom bénh Nhém chikng
Cac chi so o o p
(X £ SD) (X £SD)
Nong d acid folic (ng/mL) 8,28 + 6,46 8,29 +4,48 |p>0,05*
Phan nhém nong do acid folic | n=120 (%) n=141 (%)
<3 ng/mL 27 (22,5%) 16 (11,3%)
p<0,05
3 -20 ng/mL 83 (69,2%) 120 (85,1%)
> 20 ng/mL 10 (8,3%) 5 (3,5%)

* Kiém dinh Mann-Whitney

Nhdn xét: Nong d6 acid folic trung binh ctia nhom bénh 1 8,28 + 6,46
ng/mL tuong duong véi nhom ching 1a 8,29 + 4,48 ng/mL (p>0,05). Ti 1€ cac
nhom ndng d6 acid folic trong méu giita hai nhom khac biét ¢6 ¥ nghia thong

ké (p<0,05).
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Bing 3.19. Nong d¢ Acid folic mdu theo gidi tinh

Nong @9 Acid folic (hg/mL)
Giai tinh Nhom bénh Nhom chirng
(X = SD) (X + SD)
Nam 6,24 + 5,88 7,63 4,29
Nt 9,30 + 6,52 8,62 + 4,55
P p<0,001* p>0,05*

* Kiém dinh Mann-Whitney
NAdn xét: Trong nhdm bénh, nong d6 acid folic & nam thap hon nir c6
y nghia thong ké v&i p<0,001. Trong nhém chimg, ndng d6 acid folic & nam
va nit khac biét khong c6 ¥ nghia thong ké vai p>0,05.
Bing 3.20. Nong dé Acid folic theo nhém tuoi

Nong do Acid folic (ng/mL)
Nhom tudi Nhom bénh Nhom chirng
(x £ SD) (x £ SD)
60-64 8,74 £5,93 9,51+£5,03
65-69 7,97 £6,75 7,79 = 3,67
>70 7,93 £6,98 6,79 £ 3,84
p p>0,05* p<0,05*

* Kiém dinh Kruskal Wallis

Nhdn xét: Trong nhom chimg, néng do acid folic giam dan & nhimg
nguoi thude cac nhom tudi cao hon, su khac biét nay cé ¥ nghia véi p<0,05.
Tuy nhién, trong nhém bénh, khéng ghi nhan c6 su khac biét vé ndng do acid

folic gitta cac nhom tudi (p>0,05).
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Bing 3.21. Nong d¢ Acid folic theo phan nhém BMI

Nong dé Acid folic (ng/mL)
Nhom BMI Nhom bénh Nhom chirng
(x £ SD) (x £ SD)
<18,5 4,13 +2/44 6,65 + 3,28
18,5-22,9 8,57 6,76 8,25 + 4,35
2325 8,75+6,43 9,10 £5,01
p p>0,05* p>0,05*

* Kiém dinh Kruskal Wallis
Nhdn xét: Bang trén cho thdy khong c6 su khac biét vé néng do acid

folic gitra cac phan nhom BMI ¢ ca nhém bénh va nhoém ching (p>0,05).

Bing 3.22. Nong d¢ Acid folic theo phén logi huyét dp

Nong dé Acid folic
Phan loai huyét ap n (ng/mL) p
(X + SD)
T6i uu 51 8,85+ 4,73
Binh thuong 60 9,20 + 5,46
Binh thuong cao 86 7,42 +525 p<0.05”
THA 64 8,14 + 6,19
Tong 261 8,28 + 5,47

* Kiém dinh Kruskal Wallis
Nhén xét: Nong do acid folic giam dan theo timg mirc phan loai HA

cao hon, mtrc y nghia cta sy khac biét nay la p<0,05.
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3.2.3. Nong d vitamin B;, mau

Bing 3.23. Nong d¢ vitamin B, va phdn nhém néong dé vitamin By,

] , Nhom bénh Nhom chikng
Cac chi so o o P
(x £ SD) (x £ SD)
Vitamin By, (pg/mL) 527,57 £266,00 | 527,38 £ 263,05 | p>0,05*
Phan nhom vitamin By, n=120 (%) n=141 (%)
<200 pg/mL 4 (3,3%) 6 (4,3%)
p>0,05
200-900 pg/mL 106 (88,3%) 127 (90,1%)
>900 pg/mL 10 (8,3%) 8 (5,7%)

* Kiém dinh Mann-Whitney

Nhdn xét: Néng d6 vitamin By, trung binh ctia nhém bénh la 527,57 +

266,00 pg/mL khong khac biét c6 y nghia so vé1 nhom chimg 1a 527,38 +

263,05 véi p>0,05. Ti 1&6 % cia cac phan nhém ndng do vitamin B, giita

nhém bénh va nhom chirng cling khong khac biét c6 y nghia (p>0,05).

Bing 3.24. Nong d¢ vitamin B, theo gidi tinh

Nong dd Vitamin By, (pg/mL)
Gioi tinh Nhém bénh Nhom chirng
(x £ SD) (x £ SD)
Nam 461,60 *+ 156,05 479,76 = 155,40
N 560,55 + 302,08 550,43 + 299,75
p p>0,05* p>0,05*

* Kiém dinh Mann-Whitney

Nhdn xét: Bang trén cho thdy nong d¢ vitamin By, & nam déu thip hon

nir trong cd nhom bénh va nhém chung, nhung sy khéac biét nay khong co ¥

nghia théng ké vai p>0,05.
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Bing 3.25. Nong d¢ Vitamin By, theo nhom tuoi

Nong dd Vitamin By, (pg/mL)
Nhom tudi Nhém bénh Nhom chirng
(x £ SD) (x £ SD)
60-64 561,49 + 263,89 503,55 + 262,79
65-69 528,60 + 210,83 579,98 + 309,83
>70 480,39 + 313,02 505,58 +£ 190,64
P p>0,05* p>0,05*

* Kiém dinh Kruskal Wallis

Nhdn xét: Khong c6 su khac biét co y nghia thong ké vé nong d6 trung

binh vitamin By, theo d6 tudi trong ca 2 nhém (p>0,05).

Bing 3.26. Nong d¢ Vitamin By, theo nhom BMI

Nong dd Vitamin By, (pg/mL)
Nhom BMI Nhom bénh Nhom chirng
(X £ SD) (X = SD)
<18,5 551,90 + 193,19 463,90 * 209,24
18,5-22,9 531,92 + 303,00 542,28 + 295,63
23—-25 517,76 + 234,40 530,42 + 223,76
p p>0,05* p>0,05*

* Kiém dinh Kruskal Wallis

Nhén xét: Theo s6 lidu & bang trén, khong ghi nhan c6 su khéac biét co
y nghia vé néng do vitamin By, gitta cac mic BMI trong ca nhom bénh va

nhém chimg véi p>0,05.
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Bing 3.27. Nong d¢ Vitamin By, theo phén loai huyét dp

Nong dd Vitamin By,
Phan loai huyét ap n (pg/mL) p
(x £ SD)
T6i uu 51 520,04 + 204,67
Binh thuong 60 572,37 £ 249,54
p>0,05*

Binh thuong cao 86 520,34 + 280,65
THA 64 500,86 + 294,68

Tong 261 527,46 + 263,90

* Kiém dinh Kruskal Wallis

Nhdn xét: Bang trén cling cho thay khong co su khéac biét c6 y nghia vé
nong do vitamin B12 giita cic nhom phan loai HA (p>0,05).
3.3. MOI LIEN QUAN GIUA NONG PQ HOMOCYSTEIN MAU VA Ti
LE TANG NONG PO HOMOCYSTEIN MAU VOI MOT SO PAC
PIEM NHAN TRAC, LAM SANG VA SINH HOA MAU
3.3.1. Moi lién quan giira ndng d9 homocystein véi mdt sé dic diém nhéan
trac, lAm sang va sinh héa mau

Bing 3.28. Méi lién quan giita nong dé homocystein

VOl tudi va cdc chi so nhan trac (n=261)

CA4c yéu to r p
Tudi 0,134 p<0,05*
Céan nang (kg) 0,202 p<0,001*
Chiéu cao (m) 0,235 p<0,001*
BMI 0,106 p>0,05*
\Vong eo (cm) 0,154 p<0,05*
Ti s6 eo/mong 0,147 p<0,05*

*Twong quan Spearman
Nhdn xét: Nong do homocystein mau c6 tuong quan thudn mic do yéu voi
cac yéu t0 nhu tudi, can nang, chi€u cao, vong eo, ti s eo/mong (p<0,05); khong

c6 twong quan véi chi sd BMI (p>0,05).
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Bing 3.29. Méi lién quan giita nong d¢ homocystein

véi tan s tim va huyét dp (n=261)

Cé4c yéu tb r p
Tan s6 tim 0,095 p>0,05*
HATT (trude diéu tri) 0,415 p<0,001*
HATTr (trude diéu tri) 0,276 p<0,001*
HA trung binh (mmHg) 0,378 p<0,001*
Ap luc mach 0,320 p<0,001*

*Tuong quan Spearman

Nhgn xét: Nong do homocystein mau ¢ twong quan thuan muc do trung
binh v61 HATT, HA trung binh va ap luc mach, tuong ting véir= 0,415, r =
0,378 va r = 0,32 (p<0001), twong quan thuan mirc yéu véi HATTr véi r =
0,276 (p<0,0001), khong c6 twong quan véi tan sb tim (p>0,05).
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Biéu dé 3.7. Moi twong quan giiva
nong dp homocystein va huyét dp tim thu
Phwong trinh hoi quy tuyén tinh don bién gitta nong dé homocystein va huyét
ap tam thu (R? = 0,149): HATT = 107,564 + 1,426*Homocystein.
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Biéu dé 3.8. Moi twong quan giiva néong dé homocystein va dp lic mach

Phwong trinh héi quy tuyén tinh don bién giita nong dé homocystein va dp luc
mach (R® = 0,085): Ap luc mach = 37,099 + 0,835*Homocystein

Bing 3.30. Méi lién quan giita nong dé homocystein

va cdc chi so sinh héa (n=261)

CA4c yéu to r P
Puong huyét lac doi -0,031 p>0,05*
Acid uric 0,291 p<0,001*
Cholesterol toan phan -0,129 p<0,05*
Triglycerid -0,036 p>0,05*
LDL-C -0,086 p>0,05*
HDL-C -0,025 p>0,05*
Creatinin mau 0,408 p<0,001*
D6 loc cau than uée tinh theo MDRD -0,254 p<0,001*

*Twong quan Spearman
Nhin xét: Nong d6 homocystein mau co tuong quan thuan muc do
trung binh véi ndng do creatinin mau (r = 0,408, p<0,001), twong quan thuan

mic d6 yéu véi ndong d6 acid uric mau (r = 0,291, p<0,001), twong quan
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nghich mtc dd yéu VOl néng do cholesterol toan phﬁn, dd loc cau than uéc
tinh theo theo MDRD (p<0,05), khong c6 twong quan voi ndng do glucose,
triglyeric, LDL-C va HDL-C (p>0,05).

Biéu do 3.9. Moi twong quan giiia nong dé homocystein voi creatinin
Phuong trinh héi quy tuyén tinh don bién giita nong dé homocystein va
creatinin (R® = 0,163): Homocystein = 7,640 + 11,783*creatinin
Bing 3.31. Méi lién quan giita nong dé homocystein

voi acid folic va vitamin By, (n=261)

Ca4c yéu to r p
Acid folic -0,228 p<0,001*
Vitamin B, -0,233 p<0,001*

*Twong quan Spearman
Nhdin xét: Nong d6 homocystein mau ¢ twong quan nghich véi ndng do
acid folic va vitamin B, c6 y nghia (p<0,001), nhung mbi twong quan nay chi

& mirc do yéu véi r twong tng 13 -0,228 va -0,223.
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Biéu dé 3.10. Moi twong quan giiva nong dé homocystein véi Acid folic

Phuong trinh hoi quy tuyén tinh don bién giita nong dé homocystein va Acid
folic (R? = 0,014): Homocystein = 17,359 — 0,093*Acid folic
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Biéu dé 3.11. Moi twong quan giita nong dé homocystein va vitamin B,

Phwong trinh héi quy tuyén tinh don bién gita nong do homocystein va
vitamin B12 (R2 = 0,044): Homocystein = 18,365 — 0,003*vitamin B12
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Bing 3.32. Méi lién quan giita néng dé homocystein vdi gidi tinh va phin

d¢ huyét dp (mé hinh hoi quy logistic da bién) (n=261)

CA4c yéu to OR 95%KTC OR p

Nam 4,415 | 2255 8,645 |p<0,001
Gidi tinh

N 1

T6i uu 1

Binh thudng 1,103 | 0,474 2562 | p>0,05
Phéan do HA

Binh thudng cao 3,122 | 1,422 6,855 | p<0,05

THA 20,030 | 6,982 57,458 |p<0,001

Nhdn xét: Nam gidi co nguy co ting nong d6 homocystein cao gap 4,4
1an nit gidi (p<0,001); nguoi co HA binh thuong cao cd nguy co ting nong do
homocystein cao gap 3,1 1an ngudi c6 HA t6i wu (p<0,05) va ngudi THA co
nguy co ting néng do homocystein cao gap 20 lan ngudi c6 HA téi wu
(p<0,001)

Bing 3.33. Cdc yéu t lién quan dén nong dé homocystein ciia doi twong

nghién ciru (mé hinh héi quy tuyén tinh da bién) (n=261)

CA4c yéu to B 95%KTC B P
Huyét ap tim truong 0,080 | -1,610 13,494 | p<0,05
Ap lyc mach 0,086 | 0,029 0,130 | p<0,05
Cholesterol toan phan -1,199 | 0,050 0,123 | p<0,001
Creatinin huyét 8,951 | -2,394  -0,004 | p<0,05
Vitamin By, -0,003 | 5,745 12,156 | p<0,001

Mo hinh hoi qui tuyén tinh da bién giai thich dugc 29,5% su thay doi cua
ndng d6 homocystein voi 1 = 0,295.

Phuong trinh héi qui tuyén tinh da bién co6 dang:

Nong do homocystein = 5,942 + 0,080 x Huyét ap tam truong + 0,086 x
Ap lyc mach - 1,199 x Cholesterol toan phan + 8,951 x Creatinin huyét -
0,003 x Vitamin By
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3.3.2. Moi twong quan giira ti 1¢ tiing nong dd homocystein voi mot s6 dic
diém nhan tric, 1am sang va sinh h6a mau
Bing 3.34. Méi twong quan giita ti I¢ ting nong dp homocystein

VOl gidi tinh va nhom tuoi

Nong dd homocystein | Khéng ting Ting
Téng P
CAc yéu t6 n % n %

Nam 18 | 20,7 | 69 | 79,3 | 87

Gisi tinh 0<0,001
N 91 | 523 | 83 |47,7 | 174
60 — 64 58 | 523 | 53 | 47,7 | 111

Nhém tudi 65 - 69 27 | 346 | 51 | 654 78 p<0,05
>70 24 | 333 | 48 | 66,7 72
Téng cong 109 | 41,8 | 152 | 58,2 | 261

Nhgn xét: Ti 1¢ ting nong do homocystein mau chung (ca nhom bénh va
nhoém chung) 1a 58,2%. Ti I¢ tang homocystein mau ¢ nam la 79,3%, cao hon
nhiéu so v&i nit 14 47,7% (p<0,001). Ti 18 ting nong do homocytein mau ciing
tang dan theo tirng nhom tudi twong tmg: 60 — 64 tudi 13 47,7%, 65 — 69 tudi
14 65,4%, tir 70 tudi trd 1én 1a 66,7% véi p<0,05.

Bing 3.35. Méi twong quan giita ti I¢ ting nong dp homocystein véi BMI

Nong dd homocystein | Khong ting Ting
n % n % Tong P
BMI
<185 12 | 40,0 | 18 | 60,0 30
18,5-229 63 | 46,7 | 72 | 53,3 | 135 p>0,05
23 —-25 34 | 354 | 62 | 64,6 96
Tong cong 109 | 41,8 | 152 | 58,2 | 261

Nhdn xét: Khong c6 su khac biét vé ti 1€ ting nong d6 homocystein mau

¢ cac muc BMI khac nhau gitta nhom bénh va nhom chimg (p>0,05).
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Bing 3.36. Méi twong quan giita ti I¢ ting nong d¢ homocystein

véi nhip tim va huyét dp

Nong d§ homocystein | Khong
5 Tang X
tang Tong P
Céc yéu t6 n % | n | %

<70 Iﬁn/phl]t 21 | 44,7 | 26 | 55,3 | 47

Phan d6 70-<80 lan/phut | 48 | 49,5 | 49 | 505 | 97
L . p>0,05

nhip tim | 80-<90 lan/phit | 29 | 35,8 | 52 | 64,2 | 81

> 90 lan/ph(t 11 [ 306 | 25 | 694 | 36

Téi wu 36 | 70,6 | 15 | 29,4 | 51

Phan do Binh thuong 37 | 61,7 | 23 | 38,3 | 60
p<0,001

HA Binh thuongcao| 30 | 349 | 56 | 651 | 86

THA 6 94 | 58 | 90,6 | 64

THA tam Co0 tang 4 129 | 27 | 87,1 | 31
p<0,001

thu don doc Khong tang 105 | 45,7 | 125 | 54,3 | 230

Ap lyc Co ting 36 | 275 | 95 | 725 | 131
p<0,001

mach Khong ting | 73 | 56,2 | 57 | 43,8 | 130

Tbng cong 109 | 41,8 | 152 | 58,2 | 261

Nhdn xét: Khong co su khac biét c6 y nghia théng ké vé ti 16 ting nong
d6 homocysyein theo cac phan nhom tan sb tim (p>0,05). Ti 1¢ ting nong do
homocystein mau ting dan theo timg phéan loai HA cao hon, nhom c6 THA
tam thu don doc cao hon nhém khong c6 THA don doc, nhém c6 tang ap luc
mach cao hon nhom khéng ting ap luc véi cac mirc ¥ nghia thong ké nhu

nhau la p<0,001.
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Bing 3.37. Méi lién quan giita ti 1¢ ting nong dé homocystein véi dp loc

cdu thin wéc tinh theo MDRD

Nong @9 homocystein | Khéng ting Tang
5 loc cAu tha Tong p
P loc cau tha % N
wéc tinh theoMDRD
60 — 89 57 | 37,7 | 94 | 623 | 151
p>0,05
>90 52 | 47,3 | 58 | 52,7 | 110
Tong cong 109 | 41,8 | 152 | 58,2 | 261

Nhin xét: khong co su khac biét c6 y nghia thong ké vé ti 1é ting nong

dd homocystein mau gitta nhém c6 MDRD < 90 va nhém c¢c6 MDRD > 90

(p>0,05).

Bing 3.38. Méi lién quan giiva ti 1¢ ting néng dp homocystein véi cdc phin

nhém nong dp acid folic va vitamin B12

ong do homocystein | Khong ting | Ting )
C4c yéu to n % | n | % Tong P
<3 ng/mL 10 | 23,3 | 33 | 76,7 | 43
Acid folic 3 -20 ng/mL 93 | 458 | 110 | 54,2 | 203 | p<0,05
>20 ng/mL 6 400 9 |60,0| 15
<200 pg/mL 1 |100| 9 |90 10
Vitamin B12 | 200-900 pg/mL | 96 | 41,2 | 137 | 58,8 | 233 | p<0,05
>900pg/mL | 12 | 667 | 6 |333| 18
Téng cong 109 | 41,8 | 152 | 58,2 | 261

Nhén xét: Ti 1¢ ting ndng d6 homocytein mau ting dan theo tig mirc

noéng do acid folic va vitamin B12 trong mau thap hon c6 y nghia thong keé

voi p<0,05.
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3.4. HIEU QUA PIEU TRI TANG HOMOCYSTEIN MAU BANG PHOI
HQP THUOC ACID FOLIC, VITAMIN B; VA VITAMIN B,

Bing 3.39. So sanh trung binh néng dé homocystein mdu truwéc va sau diéu

tri ¢ 3 phan nhom co tang homocystein

Nhom chieng Nhom bénh
X . Co tiing biéu tri THA | Piéu tri THA
Nong do homocystein . A £
trung binh (umol/L) hoAm ocys,teln d?n thl{an If ¢t hg:p
(Phan nhom 5) | (Phan nhom 2) | (Phan nhém 3)
(n=57) (n=48) (n=47)
Trudc diéu tri 17,76 £ 2,69 20,20 + 3,93 19,97 £ 3,65
Sau diéu trj 8 tuan 12,73+2,50 | 19,90 + 4,98 13,08 £2,17
p p<0,001* p=0,076* p<0,001*

* Kiém dinh dau va hang Wilcoxon

Nhin xét: Nong do homocystein trung binh trong méau sau diéu tri ¢ hai
phan nhém (ph&n nhom ching c6 taing homocystein va phan nhém bénh dugc
didu tri taing homocystein) déu giam xubng c6 y nghia théng ké (p<0,001).
Riéng phan nhém bénh c6 ting homocystein nhung khong dugc diéu tri ting
homocystein mau thi néng do homocystein khong giam (p>0,05).

Nhém nghién clru

—— C6é THA c6 tdng homocystein (Diéu tri k&t hop)
—— C6é THA tang homocystein (BT THA don thuén)
—--—- Khoéng THA va co6 tang homocystein

35 |-pmol/L
L]
]
30
<!
25 | @
. *
i
!
20 —i
i i L4
[T A4
! .
15 F J— 155 -[ 5
l i
i_ _I
!
10 | 1 H
5 w [ [

Homocystein truée didu tri  Homocystein sau diéu trj
Biéu do 3.12. So sanh trung binh nong do homocystein mdu trudc va sau

diéu tri ¢ 3 phdn nhom cé ting homocystein
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Bing 3.40. So sanh hié¢u sé nong dé homocystein trung binh trong mau

trwéc va sau diéu tri 6 3 phan nhém cé ting homocystein

Hiéu sé nong dé

Phan nhém homocystein trwéc va p
sau diéu tri (umol/L)
Khong THA c6 tang homocystein 503 + 2,43 Ps_»<0,001*
(n=57) (5)
THA c6 tdng homocystein dugc
N : 0,3 +4,37 Ps_3<0,001*
diéu tri THA don thuan (n=48) (2)
THA c6 tdng homocystein dugc
. , 6,89 + 2,93 <0.001*
diéu tri két hop (n=47) (3) P2-3<Y,
Tong 4,42 + 3,50

* Kiém dinh Mann-Whitney

20 |--umol/L. Nhém_nghién_ctru . )
—— Co6 THA c6 tang homocystein (Dieu tri két hop)
—— Co THA c6 tang homocystein (BT THA don thuan)
| =:= Khéng THA va co tang homocystein
15 | )
el .
10 |- o}
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5F ;- --------- i
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Hiéu s0 nong do homocystein truéc va sau dieu tri

Biéu dé 3.13. So sdnh trung binh higu so6 nong dé homocystein mdu

trudc va sau diéu tri 6 3 nhom nghién ciru co tang homocystein
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Nhin xét: Hiéu s6 nong d6 homocystein méau trung binh trudc va sau diéu
tri chung cho ca 3 nhom c¢6 tang homocystein mau la 4,42 + 3,50 umol/L. Trong
ca 3 phan nhém: phan nhom khéng THA, phan nhom THA diéu tri THA don
thuan va nhom THA c6 két hop diéu tri ting homocystein méu déu c6 hiéu sd
duong (co giam sau diéu tri), nhung hiéu sb ctia phan nhom dugc diéu tri THA
don thuan 1 rat thip, khi so sanh timg cip cho thay hiéu sb nay khac nhau giira 3
nhém rét c6 ¥ nghia théng ké véi p<0,001.
Bing 3.41. So sdnh ti I¢ ting néng dé homocystein mdu

sau diéu tri 6 3 nhom nghién ciru co ting homocystein

Nhom chirng Nhom bénh
cé diéu Picu tri | Co6 diéu tri ting
Phan nhom tri tin THA don homocystein
: g
homocystein : thua .
.+ .. | homocystein uan mau
sau diéu tri
() (@) ®3)
n % n % n %

Khongting | 50 | 87,7 | 10 | 208 | 39 | 830

p<0,001
Ting 7 |123| 38 [ 792 | 8 17,0

Tong 57 |100,0| 48 |100,0| 47 100,0

Nhén xét: Sau 8 tuan diéu tri, ti 1é ting nong do homocystein mau &
nhoém ching va nhém bénh c6 diéu tri két hop ting homocystein mau giam
xudng con tuong tmg 1a 12,3% va 17,0%, trong khi nhém bénh chi duoc diéu
tri THA don thuan van con ti 1é ting nong d6 homocystein mau kha cao

(79,2%), su khac biét nay co y nghia vai p<0,001.
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Chuong 4
BAN LUAN

4.1. PAC PIEM CHUNG CUA POI TUQNG NGHIEN CUU
4.1.1. Phan nhom nghién ctru

Can ctr tiéu chuan chon miu va tiéu chuan loai trir, chung toi da lua chon
dugc 364 dbi tuong nghién ctru 14 nguoi tir 60 tudi tré 1én (nam va nit) dén
kham, diéu tri ngoai trd hodc kham strc khoe tai Khoa kham bénh Bénh vién
da khoa trung tdm Tién Giang, cac d6i tuong duoc chia thanh hai nhom:
nhom THA gém nhitng bénh nhan cé tién sat THA dang diéu trj hodc bénh
nhan méi duoc chan doan THA lan dau véi HATT > 140 mmHg va/hoic
HATTr > 90mmHg; nhom chirg gom nhitng nguoi khong cé tién sir THA va
c6 chi s6 HATT/HATTTr tai thoi diém nghién ctu <140/90mmHg, ca hai
nhom déu khong co céac tiéu chuan loai trir vé tién st bénh tt cling nhu két
qua kham 1am sang hién tai. TAt ca cac ddi twong thudc hai nhém nay déu
dugc ldy mau giri vé Trung tdm chan doan y khoa Hoa Hao Thanh phé Ho
Chi Minh thyc hién cac xét nghiém sinh hoa bao gom: dudng huyét lac doi,
acid uric, creatinin, cholesterol toan phan, triglyceride, LDL-c, HDL-c va tinh
mure loc cau than udc tinh theo MDRD tu dong.

Sau khi co két qua xét nghiém sinh héa, nhimng ddi twong c6 tiéu chuan
loai trir vé sinh hoéa méau tiép tuc bi loai ra khoi nghién ctru, két qua, ching toi
da chon duoc 261 d6i tugng du tiéu chuan dua vao nghién ctru, trong dé:
nhéom THA c¢6 120 bénh nhén, nhém chimg c6 141 ddi twong, tit ca mau
huyét thanh cta nhimg ddi twong nay dugc 1am xét nghiém dinh lugng ndng
d6 homocystein, acid folic va vitamin By, trong vong 48 gio. Ngay sau khi cé
két qua dinh luong ndéng dd homocystein, acid folic va vitamin By, huyét

thanh, dua vao néng do homocystein huyét thanh, cac d6i tuwong tiép tuc



91
dugc phan chia ngau nhién vao cac phan nhom dé tién hanh nghién ctu can
thiép diéu tri trong thoi gian it nhat 8 tudn (56 ngay), trong do:

- Nhém THA: ¢6 120 bénh nhan, dugc chia thanh 3 phan nhom:

+ Phan nhom 1: gdm nhiing bénh nhan khéng ting homocystein c6 25
bénh nhan, chiém 20,8%.

+ Phan nhém 2: gdm nhiing bénh nhan duogc lya chon ngiu nhién, mi
don trong danh sach nhitng bénh nhan c6 ting homocystein dé dua vao phan
nhém diéu tri THA don thuan, téng s6 c6 48 bénh nhan, chiém 40,0%.

+ Phan nhém 3: gdm nhiing bénh nhan duogc lya chon ngiu nhién, mi
don trong danh sach nhitng bénh nhan c6 ting homocystein dé dua vao phan
nhom diéu tri THA két hop véi diéu tri ting homocystein, tong sd ¢ 47 bénh
nhan, chiém 39,2%.

- Nhém ching c¢6 141 dbi tugng duge chia thanh 2 phan nhém:

+ Phan nhom 4: gom 84 dbi tuong khong ting homocystein, chiém
59,6%, nhitng d6i twong nay khong dugc diéu tri gi va khong theo ddi tiép.

+ Phan nhém 5: gdm 57 dbi twong c6 ting homocystein, chiém 40,4%,
nhimng dbi tuong nay duogc diéu tri ting homocystein nhu phan nhom 3.

Tom lai, c6 3 phan nhém c6 tdng homocystein mau duoc can thiép diéu
tri, trong d6: phan nhom 3 va phan nhém 5 duoc diéu tri ting homocystein
cung chung phat do gdom acid folic, vitamin Bg va vitamin By,, phan nhém 2
khong duge diéu tri ting homocystein dé so sanh két qua diéu tri.

4.1.2. Mot s6 dic diém cia dbi twong nghién ciu
4.1.2.1. Gigi tinh:

Trong tong sb 261 d6i tugng tham gia nghién ctru, d6i tuong nir 1a 174
nguoi, chiém 66,7%, nam 87 nguoti, chiém 33,3%. Trong do, nit trong nhom
THA 1a 80 nguoi, chiém 66,7%, nam trong nhom THA 1a 40 nguoi, chiém
33,3%, twong dong véi nir trong nhom chimg 14 94 ngudi, chiém 66,7% va

nam trong nhom chung 1a 47 ngudi, chiém 33,3% (p>0,05).
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Két qua nghién ctru ctia Ngo Thi Hiéu (2014) trén 97 bénh nhan THA tai
Bénh vién A Thai Nguyén cho thay ti 1& bénh nhan ¢ nam 1a 51,6% cao hon
so v6i nit 14 48,4% [7]. Mot s nghién ctru dich t& hoc vé THA ¢ ngudi cao
tudi gan day cho thay ti 1 phan bd nam va nit nhu sau: nghién ctru ctia Lé
Van Hoi (2016) tai Ha Noi twong ung 1a 30,9% va 69,1% [13], nghién ciru
ctia Nguyén Thai Hoang (2012) va cong su tai Can Tho twong ung 1a 35,9%
va 64,1% [11] va nghién ctru cua Hoang B¢ Thuan Anh (2013) va cong su
tai Thira Thién Hué twong ung 13 46,7% va 53,3%[1].

Trong nghién ctru cua ching t01, ti 1€ nit cao hon nam khong phu hop véi
ti 1¢ nam cao hon nit trong nghién ciru cia Ngo Thi Hiéu c6 thé do c6 sy khac
nhau vé do tudi cua d6i tugng gitra hai nghién ctu, do khac nhau vé phan b
dan cu hoic do khac nhau vé dic diém dich t& hoc va phwong phap chon mau.
Tuy nhién két qua nghién ctru ciia chung t6i hoan toan phu hop véi két qua
nghién ctru cua Lé Vian Hoi (2016), Nguyén Thai Hoang (2012) va Hoang
Ptrc Thuan Anh (2013), bén canh do, phan bd ti 16 nam va nit trong nghién
ctru ctia chung tdi ciing rat phu hop vdi ti 16 phan bd vé gidi tinh trong co cu
dan s6 chung tai Viét Nam. Theo cac bao cao théng ké vé dan s trén 60 tudi
cua Viét Nam, nam 1960 ti 1€ nir 1a 65%, nam la 35%; nam 1974 ti 1€ nit 1a
60,7%, nam la 39,3% [14].

Sy twong dong vé gidi tinh gitta nhom bénh va nhom chimg trong nghién
ctru cila chung toi ¢6 thé han ché duoc t6i da yéu t6 gay nhiu vé gidi tinh khi
so sanh nong d6 homocystein trung binh trong mau ciing nhu ti 1é ting ndng
d6 homocystein mau gitra nhom bénh va nhom chtng, béi vi trong phan 16n
C4C y van va hau hét cac nghién ctru vé homocystein déu cho rang nong do
homocystein & nam gidi ludn cao hon nir gidi.
4.1.2.2. Tuéi:

Trong nghién ctru nay, tudi trung binh ciia nhém bénh 14 67,16 + 6,44

tudi (tudi nho nhat 13 60, tudi 16n nhat 13 88), so voi nhom chimg 13 66,29 +
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5,30 tudi (tudi nho nhét 14 60, tudi 16n nhat 1a 86) khong khac biét co ¥ nghia
thng ké (p>0,05).

Biéu dd 3.1 cho thiy, do tudi nhiéu nhat trong nhom bénh 1a 60 — 64
tudi, chiém ti 1& 40,8%, twong ddng voi nhom chimg 1a 44%, d6 tudi 65 — 69
tudi & nhom bénh 13 29,2% twong dong voi nhom chimg 1a 30,5%, do tudi tir
70 tudi trd 1én tuong tng & ca hai nhom lan luot 13 30,0% va 25,5%. Ching
to1 khong ghi nhan c6 su khéc biét vé ti 1é clia cac nhom tudi gitra nhom bénh
va nhom chirng (p>0,05).

Theo két qua nghién ctru cia Ngo Thi Hiéu (2014), bénh nhan c6 do
tudi trung binh 1a 64,5 + 10,8 tudi (tudi nho nhat 1a 43, tudi 16n nhét 13 97),
trong d6 bénh nhan tir 50 tudi tro 1én chiém 92,8% [7]. Tudi trung binh
trong nghién ctru cua ching tdi cao hon trong nghién ctru cuia Ngo6 Thi
Hiéu 1a do ddi twong nghién ctru cta chung t6i 13 nhing ngudi tir 60 tudi
tré 1én, con trong nghién ctru ctia Ngoé Thi Hiéu chon ngiu nhién trén
nhitng bénh nhan THA c0 tudi thap nhat 1 43 tudi va do tudi chiém ti 1¢
cao nhat 1a tir 50-69 tuoi.

Sy twong dong vé do tudi gitta hai nhoém trong nghién ctru cua ching toi
cling gop phan loai bé yéu t6 nhiéu do tudi khi so sanh két qua nong do
homocystein trung binh ciing nhu ti 1¢ ting nong d6 homocystein mau giita
nhom bénh va nhém chung, boi vi nhiéu nghién ctu ciing di chimg minh
rang nong d6 homocystein thay d6i theo do tudi, tudi cang cao thi nong do
homocystein mau cang cao.
4.1.2.3. Pic diém nhén tric ciia doi twong nghién civu

Theo két qua & bang 3.2, chung toi nhan thay cac chi sé can ning, chiéu
cao, BMI va ti s6 eo/mong giita nhom bénh va nhém chimg khong khac biét
c6 y nghia thong ké (p>0,05), chi riéng vong eo va vong mong & nhom bénh
la cao hon nhom chirng c6 y nghia vai p<0,05, tuy nhién su chénh 1éch ve tri

s6 trung binh cta hai chi s6 nay giita hai nhom 14 rat nho.
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Sy twong ddng vé cac chi s6 nhan tric cua cac ddi tugng nghién ciru
gitta hai nhom 1a do trong qua trinh chon mau, ching t6i da loai ra khoi
nghién ctru nhitng ddi twong béo phi vi da c6 nhimng bing chimg cho thdy béo
phi ciing lam gia ting nong d6 homocystein mau [78].
4.1.2.4. Pic diém tin sé tim, huyét dp ciia doi twong nghién civu

Két qua ¢ bang 3.3 cho thdy, tan s tim trung binh ¢ nhom bénh 12 79,83 +
11,77 lan/phit va ¢ nhom ching 1a 77,56 + 9,54 lan/phut, su khic biét nay
khong c6 ¥ nghia vé mat théng ké (p>0,05). Tuy nhién, khi phan chia tan s tim
thanh cac nhdm khéac nhau thi ching t6i nhan thiy c6 sy khac biét vé ti 18 phan
b gitta cac nhom véi p<0,05, trong d6, nhom bénh ¢6 ti 1& nhoém tan s tim tir
90 1§n/ph1’1t trd 1én cao hon nhém chung, nguoc lai, & nhém ching cé ti 1€ nhom
tan sd tim tir 70 — 89 lan/phut cao hon nhém bénh (p<0,05). Su khac biét nay
cling 13 tat yéu boi vi nhitng bénh nhan THA ludn c6 bién ddi tan sb tim theo
chiéu hudng tang 1én do ting hoat tinh hé than kinh giao cam [16],[34].

Do nhém chirng trong nghién ctru ctia chiing t6i la nhom khong cé THA,
cho nén sb trung binh cia HATT va HATTr ¢ nhom bénh twong ung 13
140,15 = 15,54 mmHg va 83,19 + 9,46 mmHg, cao hon nhiéu so v4i nhoém
chung tuong tng la 123,63 = 11,15 mmHg va 77,78 + 7,76 mmHg (p<0,001).
Pay chinh la bién s6 chi yéu khac biét giita nhom bénh va nhém ching trong
nghién ctru ctia chung t6i dé so sanh néng d6 homocystein trung binh trong
mau va ti 1é ting nong do homocystein trong mau giita hai nhom.

Ciing theo két qua ¢ bang 3.3, ti 1¢ phan loai HA t6i wu & nhom bénh Ia
8,3% thap hon nhiéu so v&i nhém ching 13 29,1%, ti 1¢ phan loai HA binh
thuong va binh thuong cao & nhom bénh twong tmg 13 15,8% va 22,5% thap
hon nhiéu so vi nhom chimg 1a 29,1% va 41,8%, doi tuong THA do | chi co
& nhom bénh véi ti 1¢ 53,3%. Pay ciing 1a diéu tat nhién trong nghién ctu
bénh ching.

Trong nghién ctru cuia Ngd Thi Hiéu (2014), bénh nhan THA d I chiém
ti 16 35%, bénh nhan THA d6 II chiém ti 16 34%, bénh nhan THA do III
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chiém ti 1& 31%, sb trung binh cia HATT va HATTr lan luot tuong ung 13
144,1 £ 6,1 mmHg/84,4 + 5,6 mmHg; 161,0 £ 8,3 mmHg/91,5 £ 10,9 mmHg
va 194,3+ 15,7 mmHg/109,3+ 10,3 mmHg [7]. Két qua nghién ctru ciia Ngb
Thi Hiéu cao hon nhiéu so v6i két qua nghién ctru cta chiing toi.

Chung t6i giai thich vi sao s trung binh cia HATT va HATTr ciing nhu
ti 16 cac phan do HA trong nhém bénh cua nghién ctru ching tdi thap, co thé
la do bénh nhan trong nghién ctru ciia chiung t6i chi THA don thuan, da s6
bénh nhan da duoc chan doan, dugc diéu tri thuong xuyén va phan 16n da
kiém soat dwoc HA muc tiéu hodc cac chi s HATT va HATTr da giam
xudng do bénh nhan di dung thubc ha HA.

Nhin vao két qua ¢ bang 3.3, ching t6i nhan thay, trong s6 120 bénh
nhan THA thi c6 dén 25,8% bénh nhan c6 THA tdm thu don doc, mic du
phan 16n bénh nhéan da duoc diéu tri THA va kiém soat tot HA, diéu nay gop
phan 1y gidi vi sao s6 trung binh 4p luc mach & nhom bénh 1a 56,96 + 12,35
mmHg cao hon nhiéu so v6i nhém chimg 14 45,85 + 9,33 mmHg véi muc ¥
nghia cua sy khéc biét p<0,001.

Ti 18 ting ap luc mach (>50mmHg) & nhom bénh vi thé ciing cao hon nhom
chimg tuong tmg 1a 70,8% va 32,6% (p<0,001). Picu dang luu y & day la ngay
trong nhom nguoi cao tudi khong THA van co ti 16 kha cao bi gia ting ap luc
mach (32,6%), trong khi gia tang ap luc mach da duogc xem nhu 13 mét yéu o
nguy co doc 1ap cia bénh 1y tim mach. Tinh trang gia tdng &p luc mach & ca nhom
bénh va nhom chimg da duoc giai thich trong phan téng quan 13 do hién tuong xo
cung dong mach trung tim & ngudi gia, lam cho HATT tang 1én cao trong khi
HATTr ¢6 xu huéng giam xudng.
4.1.2.5. Céc chi sé sinh héa ciia d6i twong nghién ciru

Dua vao két qua nghién ctru & bang 3.4, chling t6i khong nhan thay c6 su
khac biét vé cac chi sb sinh hda mau nhu: dudong huyét lac déi, acid uric,

creatinin, cholesterol toan phan, triglyceride, LDL-C va HDL-C. Riéng véi do
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loc cau than wdc tinh theo MDRD thi ching t6i nhan thay & nhom bénh 1a
84,77 + 17,40 ml/pht/1,73%da thap hon nhém ching la 89,52 + 15,36
ml/phat/1,73%da, khac biét nay c6 y nghia thong ké (p<0,01).

Trong nghién ctru nay, chlng toi co thé giai thich vé viéc khong khac
biét vé néng d6 trung binh cac chi sé sinh héa mau gitta nhom bénh va nhém
chtng 1a do trong qua trinh chon mau, cac ddi tuong c6 tiéu chudn loai trir vé
xét nghiém sinh hoa da bi loai ra khoi nghién ctru. Muc dich cua chiung toi la
dé loai trir cac yéu t6 ¢ lam ting nong do homocystein mau nhu: réi loan
chuyén hoa duong, roi loan chuyén hoa lipid, roi loan chuyén hoa acid uric,
suy giam chtc nang than ... dd duoc néu trong cac y vin ciing nhu nhiéu
nghién ctru 1am sang trudc day [65].

4.1.3. Mot s6 dic diém riéng ciia nhém bénh nhan ting huyét ap
4.1.3.1. Thoi gian nhén biét va diéu tri THA

Trong téng s6 120 bénh nhan THA, ching t61 nhan théy ti 1€ bénh nhan
nhan biét va diéu tri THA trong vong 1 — 5 nam 1a phd bién nhét, ti 18 nay
doéng déu ¢ ca 3 nhom: khong ting homocystein, ting homocystein diéu tri
THA don thuan va ting homocystein duoc két hop véi didu tri ting
homocystein mau lan luot tuong Ung la 48%, 45,8% va 46,8%, ti 1¢ bénh
nhan nhan biét va diéu tri dudi 1 nim va trén 5 nim ciling trong duong nhau &
3 nhom, sy khac biét nay khong c6 ¥ nghia vé mit théng ké (p>0,05).

Két qua nghién ctru cta chiing t6i ciing twong doéng voi két qua nghién
ctru ciia Ngo Thi Hiéu vé&i thoi gian nhan biét ting huyét ap dudi 5 nim
chiém ti 18 65%, trén 5 ndm chiém ti 1& 35% [7]. Ti 1é nhan biét THA & ngudi
cao tudi tai Trung Qudc nam 2010 1a 74,5% [139].

Két qua trén cho thy ti 16 bénh nhan nhan biét som tinh trang THA
trong nghién ctru ctia chung t6i 14 khé cao, c6 thé do trinh d dan tri cua nguoi
dan ngdy cang dugc nang 1én va do tac dong cua cac chwong trinh truyén
thong gido duc strc khoe trong cong ddng, dic biét 1a Chuong trinh phong
chéng tang huyét ap quoc gia.
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4.1.3.2. Sw tudn thii diéu tri THA & 3 phan nhom c6 THA

Chang t6i nhan thdy qua bang két qua 3.6, bénh nhan dugc diéu tri
thuong xuyén chiém ti 1¢ kha cao ¢ ca 3 nhom twong ung 1a 72%, 64,6%
va 72,3%. C6 khoang 30% bénh nhan THA khong duoc diéu tri thudng
xuyén hodc khong diéu tri gi ciing dugc phan bd déu & ca 3 nhom, tuong
ung la 28%, 35,4% va 27,7%. Vi vay ching t61 khong ghi nhan sy khac
biét c6 y nghia thdng ké vé su tudn thu diéu tri THA gitta ba phan nhom:
phan nhom khong ting homocystein, phan nhom diéu tri THA don thuan
va phan nhém diéu tri THA két hop véi diéu tri ting homocystein
(p>0,05). Két qua nay ciing cho thay ti 1& bénh nhan THA tuan thu diéu
tri ngay cang cao hon, phu hop véi két qua nghién ctru ciia Nguyén Thi
M3y Hanh (2011) va cong su vé su tuan thu dung thubc ctia bénh nhéan
ting huyét ap diéu tri ngoai trG tai Bénh vién cap ctu Trung Vuong [6].
Ti 1é¢ bénh nhan THA 14 nguoi cao tudi dugce diéu tri tai Trung Qudc 1a
63,7% [139], tai Brazil 1a 72,6% [123].
4.1.3.3. 86 loai thuéc bénh nhén dang diéu tri ting huyét dp

Ti 16 bénh nhén chi st dung mot loai thudc dé diéu tri THA trong nghién
ctru nay tuong tng cho 3 phan nhom: khong ting homocystein, diéu tri THA
don thuan va diéu tri THA két hop diéu tri ting homocystein 1a 52%, 45,8%
va 51,1%, bénh nhan sir dung 2 loai thudc trd 1én dé diéu tri THA chiém ti 18
kha cao, tuong tng cho 3 phan nhom la 32%, 43,8% va 31,9%. Su khac nhau
vé s6 loai thudc bénh nhéan sir dung diéu tri THA giira cac phan nhém khéng
c¢6 y nghia thong ké véi p>0,05.

Ti 1€ bénh nhan st dung da tri li€u trong nghién clru cua ching to1 thép
hon cua Thai Khoa Bao Chau va V& Thi Hong Phuong (2016) nghién ctru
tinh hinh st dung thude trong diéu tri tang huyét ap tai Bénh vién Truong Dai
hoc y dugc Hué. Trong nghién clru nay, ti 1€ bénh nhan dugc diéu tri khoi dau

cling nhu kiém soat THA véi da tri liéu tuong tng 1a 64,7% va 61,9%. Su
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khac biét ndy c6 thé 1a do dic diém 1am sang ctia hai nhém bénh nhan trong
hai nghién ctru c6 khac nhau [4].
4.1.3.4. Tinh hinh kiém sodt HA muc tiéu

Biéu d6 3.3 cho thiy, phan nhom bénh nhan khéng ting homocystein
mau c6 ti 1& dat HA muc tiéu 1a cao nhét, chiém 72%, trong khi phan nhém
diéu tri THA don thuan va phan nhom diéu tri két hop c6 ti 16 dat HA muc
tiéu thap hon, twong tng 1a 35,4% va 48,9%. Su khac nhau nay c6 ¥ nghia vé
mit thong ké vai p<0,05.

Theo Ngo Thi Hiéu, ndong d6 homocystein trung binh & nhom diéu tri
thuong xuyén thip hon nhom diéu tri khong thuong xuyén, sy khac biét nay
c¢6 y nghia théng ké (p<0,05) [7], va theo Ali Taqgi Al- Baldawi, nong do trung
binh homocystein & nhém THA duoc kiém soat ciing thip hon so v6i nhém
THA khong dugc kiém soat [40]. Theo Wu (2015) ti 1é nguoi cao tudi THA
duogc kiém soat tot HA ciing chi dat 30,3% vao nam 2010 [139]. Tai Brazil,
niam 2019, ti 1& nay da dat 50,8% [123]. Canada hién c6 ty 1¢ kiém soat HA t6t
nhat thé gidi, udc tinh khoang 68% [92]

Két qua nay budc dau cho thdy nhém nhimg bénh nhan THA khong kém
tang homocystein mau co ti 1¢ kiém soat HA dat muc tiéu cao hon so véi
nhom bénh nhan THA c6 kém ting néng do homocystein trong mau. Két qua
nay cho phép chung toi dat ra gia thuyét nhig bénh nhan THA néu kém ting
homocystein kho kiém soat dat HA muc tiéu hon, hodc néng dd homocystein
trong mau cao c6 anh hudng dén két qua diéu tri THA cia timg bénh nhan?
C6 18 can c6 thém nhiing nghién ctru chit ché hon véi ¢d mau 16n hon, thoi
gian theo ddi du dai dé 1am rd hon mdi quan hé nay.

4.2. NONG PO HOMOCYSTEIN, VITAMIN B;,, ACID FOLIC MAU
4.2.1. Nong @6 homocystein mau:

Theo két qua nghién ciru clia chiing t6i & bang 3.8, nong do homocystein

trung binh trong mau ¢ nhom bénh 1a 18,61 + 4,45 pmol/L, cao hon nhiéu so

v6i nhom chung 14 14,87 + 3,16 pmol/L c6 ¥ nghia vé mat thong ké voi
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p<0,001. Mtrc chénh 1éch ndng d6 homocystein mau gitta nhom bénh va
nhom chimg 14 25,15%. Nong d6 homocystein trung binh ¢ nhém ching
trong nghién ctru nay 1a kha cao, gan véi ngudng xac dinh ting homocystein
mau 12 15umol/L, ¢ thé duoc giai thich 1a do tat ca cac ddi tugng trong nhom
chtng ctia ching t6i déu 1a ngudi cao tudi, trong khi ndng do homocystein
mau di duoc ching minh 13 ting dan theo tudi, ctr ting thém mdi 10 tudi thi
ndng d6 homocystein mau ting thém 0,8 pmol/L [69].

Khi phén tich t&r phan vi nong d6 homocystein trong mau & nhém bénh
va nhém chimg, ching toi nhin thiy, nhom bénh c6 dén 75% bénh nhan
THA c6 néng d6 homocystein > 15,39 umol/L, trong khi nhém chimg chi co
50% ddi tuong c6 ndong d6 homocystein > 14,49 umol/L. Piéu nidy co thé
cho phép udc doan nhom bénh c6 ti 18 ting nong d6 homocystein trong mau
cao hon nhom chung.

Tt biéu d6 dudng cong ROC (biéu dd 3.6), ching toi xac dinh dugc
diém cit nong d6 homocystein trung binh 13 17,29 umol/L. V&i diém cat nay
c6 thé gitp ching t6i du bao nguy co THA ¢ nhiing ngudi c¢6 nong do
homocystein trong mau > 17,29 umol/L vdi d@§ nhay la 63,33% va d6 dac
hiéu 1a 85,11%, tuy nhién, mdi tuong quan nay chi & muc trung binh, twong
tmg voi dién tich dudi duong cong AUC 1a 0,761 c6 y nghia thong ké
(p<0,001).

Theo két qua phan loai nong d6 homocystein mau & biéu d6 3.5 chlng
t6i khdng thay trudng hop nao ting ndng d6 homocystein & mirc dd ning & ca
nhom bénh va nhom ching. Ti 1é ting nong do homocystein mirc d vira chi
chiém 1,7% & nhom bénh, trong khi & nhém chung 1a 0%, ti 1€ tang néng do
homocystein mitc d6 nhe & nhém bénh 13 77,5% cao hon nhiéu so v&i nhém
chung 1a 40,4%, ti 1¢ khong ting nong d6 homocystein & nhom ching 1a
59,6% trong khi & nhém bénh 1a 20,8%, su khac biét vé ti 1é cac muc ting
néng d6 homocystein mau gitta NhGmM bénh va nhom ching rat ¢6 ¥ nghia
(p<0,001).
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Dua vao khoang tham chiéu gi4 tri binh thuong ndng d6 homomcystein
trong mau cua hé thong phan tich mau xét nghiém ADVIA Centaur cta hang
SIEMENS va dwa vao y van, ching tdi chon ngudng xac dinh ting ndng do
homocystein mau khi ndong d6 homocystein mau > 15 umol/L [141]. Theo
d6, bang 3.9 cho thay ti 1é ting ndng do homocystein & nhém bénh 1a 79,2%,
cao hon gan gip 2 1an so v&i nhoém ching 13 40,4%, khac biét nay rat c6 ¥
nghia vé& mat théng ké véi p<0,001.

Ciing tir két qua ¢ bang trén, ching tdi xac dinh dugc ti suat chénh
OR=5,6 (95% ClI; 3,22-9,75). Nhu vay, c6 thé két luan rang, nhitng nguoi co
noéng d6 homocystein mau cao c6 nguy co THA gip 5,6 lan ngudi ¢6 nong do
homocystein mau binh thuong.

Két qua tir phan tich cat ngang va phan tich doc trong dan sb truong
thanh & Béac Kinh tir nam 2012 dén 2017 khao sat mdi lién quan giira
homocystein huyét twong va THA. Dit liéu dugc lay tir nghién ctru doan hé
quan 1y y té Bic Kinh, d3 tién hanh kiém tra sttc khoe dinh ky tir nam 2012
dén 2017. Téng cong c6 30 376 dbi tuong (tudi trung binh 14 50,0 tudi) dugc
dua vao phan tich cat ngang va mot nhom nhé gom 3913 ddi twong khong
THA duogc dua vao phan tich theo chiéu doc. Sau khi hiéu chinh cac yéu t6
gy nhiéu tiém an, nguy co THA ting dan theo muc homocystein trong phan
tich cat ngang véi OR = 1.262 ( 95% CI: 1.155-1.378, Q2 so v6i Q1); OR =
1.458 (95% CI : 1.335-1.593, Q3 so voi Ql); OR = 1.520 (95% CI:
1.388-1.664, Q4 so v6i Q1). Phan tich theo chiéu doc ciing cho thiy nguy co
tang huyét ap ting trong nhom thir ba cia homocystein voi OR = 1.268 (95%
Cl: 1.030-1.560, Q3 so véi Ql). Két qua tir nghién ctru ndy cho thiy
homocystein c6 thé dugc sir dung nhu mot dau 4n sinh hoc du doan cho ting
huyét ap [125].

Theo két qua & bang 3.10, ndong d6 homocystein trung binh ¢ nam cao
hon & nit trong ca nhém bénh va nhém chtng, trong nhém bénh, ndng do

homocystein trung binh ¢ nam la 20,63 + 3,41 umol/L so véi nir la 17,61 *
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4,59 umol/L; trong nhém ching, ndng d6 homocystein trung binh ¢ nam 14
16,83 £ 3,33 pmol/L so voi nir 1a 13,92 + 2,61 pmol/L, mic y nghia cia su
khac biét chung cho ca 2 nhom 1a p<0,001.

Tuy nhién, theo két qua & bang 3.11 va bang 3.12, ching tdi khéng nhan
thay c6 su khac biét c6 y nghia théng ké vé ndng d6 homocystein trung binh
giita cac Nhom tudi ciing nhu gitra cac muc phan loai BMI & ca nhom bénh va
nhém chung (p>0,05). Chung t6i khong tim thay su khac biét vé néng do
homocystein trung binh gitta cac nhom tudi trong bang két qua 3.13, ¢o thé do
d6i twong nghién ctru cua ching toi 1a tir 60 tudi trd 1én, phan 16n trong do
tudi tir 60 — 75 tudi, su chénh léch vé do tudi gilta cac nhom khong nhidu nén
chua tim thdy duoc su khac biét vé ndong do homocystein trung binh gitta cac
nhom tudi. Dé 1am ré hon vé van dé nay, can c6 nhitng nghién ctiu véi c&
mAu 16n, bién d6 tudi rong hon moi cé thé xac dinh duoc sy thay doi ndong do
homocystein giita cac nhoém tudi theo xu hudng ting dan véi tudi. Ching toi
cling khong nhan thdy c6 su khac biét c6 ¥ nghia thong ké vé ndng do
homocystein trung binh gitta cac mirc phan loai BMI (bang 3.14), c6 1€ baoi Vi
cac ddi tuong béo phi da duogc loai ra khoi nghién ctru nay, su chénh Iéch vé
chi s6 BMI cua cac dbi tugng trong nghién ciru 12 khong dang ké, vi vay kho
c6 thé tim thay mdi tuong quan giita ndong d6 homocystein trung binh véi cac
muirc BMI theo twrong quan thuan.

Khi xem xét mdi lién quan gitta nong d6 homocystein trung binh va phan
loai huyét ap (bang 3.13), chung toi nhan thay, nong d6 homocystein trung
binh chung trong ca hai nhém nghién ctru 1a 16,59 + 4,24 pumol/L (n = 261),
ndéng d6 homocystein trung binh trong méu ting dan theo timg mirc phan loai
HA cao hon. Cuy thé 13, nhém HA tdi vu 13 14,56 + 3,87 pmol/L, nhém HA
binh thuong la 15,31 = 3,60 pumol/L, nhém HA binh thuong cao 1a 16,87 +
3,72 pmol/L va nhom THA d6 I 1a 19,04 + 4,51 umol/L, sy khac biét nay rat
c¢6 ¥ nghia thong ké véi p<0,001.
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Tién hanh khéo sat su bién ddi cia HATT, HATTr va HA trung binh

theo ting muc ting Spmol/L ndng dd homocystein, ching toi nhan thay
HATT ting dan theo timg muc ting homocystein nhu két qua & bang 3.14,
muc ting it nhat duoc ghi nhan gitta nhém 5 — 10 pmol/L va 10 — 15 pmol/L
la 4 mmHg, muc ting nhiéu nhit duoc ghi nhan giita nhom 10 — 15 pmol/L
va 15 — 20 umol/L la 13 mmHg, gitra nhém 20 — 25 umol/L va 25 — 30
umol/L 12 8 mmHg, su khéc biét ndy c6 ¥ nghia thong ké véi p<0,001; két
qua ¢ bang 3.15 cling cho thdy HATTr ting dan theo ting muc ting
homocystein c6 ¥ nghia théng ké (p<0,001), tuy nhién mirc ting cia HATTr
khong nhiéu nhu HATT, trung binh chi ting tir 6 — 7 mmHg; két qua ciing
tuong ty nhu véi tri sd HA trung binh ¢ bang 3.16, tri s6 HA trung binh ciing
tang dan theo timg muc ting 5pmol/L homocystein tir 6 — 8mmHg, dong thoi
cling chi tang rd gitta cac nhom 10 — 15 pmol/L va nhom 15 — 20 pmol/L,
nhém 20 — 25 pmol/L va nhom 25 — 30 pmol/L, su kh&c biét nay c6 y nghia
théng ké véi p<0,001. Két qua nghién ctru ciia ching t6i hoan toan phu hop
v6i két qua nghién ctru caa Lim U. (2002) va Wu (2018) [90],[138].

Theo két qua ¢ bang 3.17, ching t61 khong nhan théy co su khac biét co
y nghia thong ké vé ndong d6 homocystein trung binh gitta cac mirc ap luc
mach trong cd nhom bénh va nhom ching (p>0,05). Trong pham vi cua
nghién ctru ndy, c6 thé két luan rang, ndng do homocystein trung binh trong
mau c6 lién quan dén HA nhung khéng lién quan dén ap luc mach.

Két qua nghién ctru ciia Ngd Thi Hiéu (2014) trén 97 bénh nhan THA tai
Bénh vién A Thai Nguyén cho thdy, ndong d6 homocystein trung binh cua
bénh nhan THA trong nghién ctru nay 1a 19,30 &+ 13,92 mol/L, ti 1¢ bénh nhan
c6 nong d6 homocystein > 15 umol/L 1a 77,3%, twong duong véi két qua
nghién ctru cia ching t6i. Ciing theo Ngb Thi Hiéu, ndong d6 homocystein
méau & nam ludn cao hon nit va ting dan theo tudi [7].

Nguyén Vin Tuén (2017) tién hanh nghién ctru trén 136 bénh nhan dot

quy ndo va 136 ngudi 1a nhom ching, tudi trung binh ctia nhém dot quy nio
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la 65,60 + 10,33, twong dwong nhom ching 1a 64,26 + 10,53 (p>0,05). Tac
gia di xac dinh dugc néng d6 homocystein trung binh ¢ nhom bénh 1a 14,96
+ 4,73 umol/L, cao hon nhom chung 1a 12,25 + 4,34 umol/L véi p<0,0001.
Ti 1¢ ting nong do homocystein mau (>15pmol/L) & nhom bénh 14 42,6%,
cao hon nhém chimg 1a 19,9%, khac biét ndy co y nghia thong ké véi
p<0,0001. Nong do homocystein trung binh va ti 1& ting ndéng do
homocystein trong nghién ctru ctia Nguyén Vian Tuan thip hon ctia ching t6i
c6 thé do dic diém cua d6i tugng tham gia nghién ctru khac nhau va/hodc hé
théng xét nghiém dinh lwong nong do homocystein khac nhau. Ciing theo
Nguyén Vin Tuan, & nhom bénh nhan dot quy ndo, nam gidi c6 néng do
homocystein (15,44 + 4,65 umol/L) cao hon nir gigi (14,05 + 4,79 pmol/L),
tuy nhién khac biét nay khong c6 y nghia thong ké vdi p>0,05. Tac gia ciing
ghi nhan, trong nhém chimg, ndong do homocystein c¢6 xu hudng ting dan
theo nhoém tudi cao hon, cao nhat 1a nhém trén 80 tudi (18,71 = 5,85
umol/L), khac biét vé ndong d6 homocystein trung binh gitta cac nhom tudi
c6 ¥ nghia théng ké v6i p<0,0001. Tuy nhién, nhém bénh nhan duéi 50 tudi
lai c6 nong d6 homocystein cao hon nhom 50-59 tudi (12,12 + 2,05 so véi
9,37 £ 2,88 umol/L) [32].

Bowman T.S. va CS (2006) tién hanh nghién ctru nong do homocystein
va nguy co phat trién ting huyét ap ¢ nam gidi, két qua cho thdy nhom THA
c6 nong d6 homocystein 12,6 + 5,0 pmol/L va nhom chtng 1a 11,8 + 4,0
umol/L véi p<0,05. Nong dd homocystein cao c6 lién quan véi ting nguy co
phat trién THA & nam gidi, nhung chua c6 y nghia thong ké [44], két qua nay
ciing thap hon so véi két qua nghién ctru ciia ching toi.

Mot cudc diéu tra cit ngang da duoc thuc hién tai Lianyungang cua tinh
Giang T6, Trung Qudc (2013), phan tich nay bao gom 13 946 ngudi ting
huyét ap. Ty 1é tang hyperhomocysteinaemia 1a 51,6% (42,7% & phu nit va
65,6% 6 nam gidi) [131].
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Lim H.S. va CS (2002) nghién ctru néng d6 homocystein, acid folic va
vitamin By huyét tuong ¢ nguoi lon Han Quéc, thuc hién trén 195 nguoi co
d6 tudi tir 23-72, trong d6 c¢6 99 nam va 96 nit. Tac gia ghi nhan ndng do
homocystein ¢ nam gidi l1a 11,18 = 3,88umol/L cao hon nit gidi 1a 9,20 £+ 2,65
umol/L ¢6 y nghia théng ké véi p<0,001. Khi tudi ting thi ndéng do
homocystein trung binh trong mau c6 khuynh hudng cao hon & nit gidi [89].
Nong d6 honmocystein trung binh trong nghién ctru nay thdp hon nhém
chtng cta chung t6i c¢6 thé 1a do ddi tugng tham gia nghién ctru c6 do tudi
nho hon va/hoac do phuong phap dinh lwvong homocystein khac nhau.

Chen K.J. va CS (2005) tién hanh nghién ctru méi lién quan giita tinh
trang vitamin nhém B véi homocystein & nguoi Pai Loan 16n tudi, nghién
ctru nay tién hanh diéu tra vé strc khoe va dinh dudng ¢ ngudi 16n tudi (tir 65—
90 tudi), bao gom 1.094 nam va 1.135 nit. Két qua cho thiy, nong do
homocystein huyét twong 1a 13,3 £+ 0,6umol/L ¢ nam, cao hon so véi nit 1a
10,6 + 0,7umol/L c6 ¥ nghia thong ké v6i p<0,0001, két qua trong nghién ctru
ciia Chen K.J. kha tuong dong véi két qua trong nhom chimg ciia ching toi.
Tuy nhién, ti 1¢ ting nong d6 homocystein mau (>15umol/L) trong nghién
ctru nay chi 1a 23,4% & nam va 11,2% & nit [50], thap hon nhiéu so véi két
qua nghién ctru cua ching toi.

Fakhrzadeh H. va CS (2006), nghién ctru ndng do homocystein, acid
folic va vitamin B12 huyét twong trén ngudi 16n khoe manh & Iran. Nghién
ctru nay 1a mot phan cia nghién ctru diéu tra nguy co bénh tim mach trong
cong dong ngudi Iran. Tong so ngudi tham gia nghién ciu 1a 1.214 ngudi,
35,3% 1a nam va 64,7% la ni, tudi tr 25 — 64 tudi. Ti 1é ting nong do
homocystein (>15 umol/L) & nam gidi 73,1% va nir gidi 1a 41,07%, khac biét
c¢6 ¥ nghia v&i p<0,0001. Nong do homocystein trung binh & nam l1a 19,02 +
1,46 pmol/L va nir 14 14,05 + 1,45 umol/L, khac nhau cé y nghia thong ké véi
p<0,01[60], két qua nghién ctru ctia Fakhrzadeh H. va CS hoan toan phu hop

voi két qua nghién ctru ctia chiing toi.
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Nghién ctru ctia Selhub (1993) trén 1.160 d6i twong, tién hanh do ndng
d6 homocystein mau toan phan ciing da di dén két luan, ndng d6 homocystein
mau & nam gidi cao hon nit gidi va ting dan theo tudi. Su ting dan ndng do
homocystein theo tudi xac dinh c6 nghia thong ké (p<0,001) cho ca nam va
nit sau khi d3 hiéu chinh ndng do vitamin trong mau. Dir liéu tir NHANES III
cling chirng minh rang, nong d6 homocystein mau ting dan theo tudi, dong
thoi ciing cho thiy c6 rat it sy khac biét giira cac nhém chung toc [116].

Theo Ngo Thi Hiéu, nong d6 homocystein ting dan theo timg muic do
THA. Nong do homocystein trong cac nhém THA d6 I, II va do I1I twong Ung
la 13,2 + 8,4 umol/L, 14,6 £ 5,1 pmol/L va 18,3 £ 5,6 umol/L véi p<0,05 [7],
két qua nay ciing twong dong vai két qua nghién ctru ciia chlng t6i, chi khac &
diém cac muc phan loai HA trong nghién ciru cta ching toi thi ¢ mic thap
hon trong nghién ctru ctia Ngo Thi Hiéu.

Lim U. va CS (2002) tién hanh nghién ctru méi lién quan giira nong do
homocystein mau va THA trong cudc diéu tra strc khoe va dinh dudng lan thir
11T & Hoa Ky. Nghién ctru dugc tién hanh trén 7.612 nguoi 16n, tudi trung binh
la 41 + 19 tudi, nam gi6i chiém ti 18 51%, tac gia nhan thay, néng do
homocystein trung binh trong méau la 9,6 pmol/L, HATT/HATTr Ila
119,7mmHg/74 mmHg, ti 16 THA 1a 14%. Téac gia cling nhan thay, nong do
homocystein co lién quan doc 1ap v6i HA, ¢t ting mdi 5 pmol/L homocystein
thi lién quan dén tang HATTI/HATT tuong tng 14 0,5/0,7 mmHg & dan 6ng va
0,7/1,2 mmHg & phu nit [90].

Sutton —Tyrrell K. va CS (1997) tién hanh nghién ctru dé chimg minh
ndéng d6 homocystein cao 1a yéu té nguy co doc lap lién quan dén ting HATT
& ngudi 16n. Két qua cho thay, tudi trung binh & nhom THA 1 75,3 tudi, nong
d6 homocystein nhom THA la 11,5umol/L va nhom khéng THA la 9,9
umol/L véi p<0,001. Nong dd homocystein trong mau c6 lién quan véi
HATT v6i OR = 2,1 (CI 95%; 1,1 -3,8) [124].
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Wang Y. va CS (2014) nghién ctru thuan tdp vé nguy co THA do ting
homocystein mau. Sau 2 nam theo doi trén 2.427 nguodi lon khong THA,
trong d6 nam gidi chiém ti 1& 49,2%, tudi trung binh 14 51,26 tudi. Tac gia ghi
nhan duoc néng do homocystein trung binh trong méu 1a 12,3 pmol/L, ti 18
tang homocystein (v6i ngudng > 16 pmol/L) 1a 30,2%; ti 1& phan b cac phan
loai HA tai thoi diém bat dau nghién ctu 1a: 34% HA t6i vu (HATT/HATTr
<120/80 mmHg), 38,1% HA binh thuong (HATT/HATTr = 120-129/80-84
mmHg) va 27,9% HA binh thuong cao (HATT/HATTr = 130 — 139/85-89
mmHg). Sau hai nim theo ddi, c6 22,5% d6i tugng bi THA, nam 1a 24,9% va
nit 1a 20,2%. Tac gia két luan, ting homocystein mau 1a yéu t6 nguy co cia
tang HA, ¢ nam gidi thi OR = 1,8 (95% CI; 1,90-2,723), khong co mbi tuong
quan & nir gidi [130].

Scazzone C. (2014) nghién ctru 116 bénh nhéan bi ting huyét ap va 81
d6i tuong khoe manh, nhan thdy nong dd6 homocystein méau cao hon dang ké &
bénh nhan so v&i nhoém ching (22,9 + 3,5 pmol/L so véi 9,0 + 2,3 umol/L
twong ung, p <0,001) [114].

Toém lai, qua nghién ciru ndy ching tdi cho thay, ndng d6 homocystein
trung binh trong mau & nhém bénh nhan THA cao hon nhém ching, & nam
gidi cao hon nit gidi, ting dan theo timg muc phan loai HA cao hon ¢6 ¥
nghia voi p<0,05, khong ghi nhan su khac biét c6 ¥ nghia théng ké vé& ndng
d6 homocystein trung binh gitta cac nhdm tudi, nhém BMI va nhom ép luc
mach, két qua trong nghién ctru nay ciing phu hop véi két qua cia nhiéu
nghién clru trong va ngoai nudc.

4.2.2. Nong d6 acid folic trong mau

Theo két qua & bang 3.18, ndng do acid folic trung binh ciia Nhdm bénh
la 8,28 + 6,46 ng/mL, khong khac biét c6 y nghia théng ké so vo1 nhom
chung 1a 8,29 + 4,48 ng/mL (p>0,05). Tuy nhién, khi phan loai theo néng do
acid folic trong mau thi ti 1€ % & Cac phan loai gitra nhdm bénh va nhém

chtng khac biét co ¥ nghia théng ké (p<0,05). Trong d6, dang luu y 1a ndng
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d6 acid folic thdp < 3 ng/mL chiém ti 1é kha cao & nhém bénh la 22,5%, trong
khi & nhom chimg chi 1a 11,3%, diéu nay ciing c6 thé gop phan anh hudng
dén sy khac biét vé ndng d6 homocystein giira nhém bénh va nhom chimg.

Chung t6i nhan thay, & nhdm bénh, noéng d6 acid folic méu & nam la
6,24 + 5,88 ng/mL thép hon ¢ nit 1a 9,30 + 6,52 ng/mL, sy khac biét nay co y
nghia thong ké véi p<0,001; trong khi & nhom chimg c6 nong d6 acid folic &
nam la 7,63 * 4,29 ng/mL khoéng khac biét so vdi nir 1a 8,62 + 4,55 ng/mL
(p>0,05).

Két qua & bang 3.20 cho thidy nong d¢ acid folic trong nhom ching
giam dan ¢ nhimg nguoi thudc nhom tudi cao hon, nhdm 60 — 64 tudi 1a 9,51
+ 5,03 ng/mL, nhdm 65 — 69 tudi 1a 7,79 + 3,67 ng/mL, va nhém tir 70 tudi
tro 1én 1a 6,79 £ 3,84 ng/mL, khac biét c6 y nghia véi p<0,05. Tuy nhién,
ching tdi khong ghi nhan c6 su khac biét vé nong do acid folic giira cac nhém
tu6i trong nhom bénh (p>0,05). Két qua & cac bang 3.21 khong cho thiy c6 sy
khéc biét vé néng do acid folic gifra cac mirc phan loai BMI ¢ ¢4 nhém bénh
va nhom chimg (p>0,05), nhung bang 3.22 thi cho thiy ndng do acid folic ¢
nhoém HA t6i vu va HA binh thuong tuong tng 1a 8,85 + 4,73 ng/mL va 9,20
+ 5,46 ng/mL cao hon so v&i nhom HA binh thuong cao va THA tuong Gng
la 7,42 £ 5,25 ng/mL va 8,14 *+ 6,19 ng/mL, mirc y nghia ctia sy khac biét nay
la p<0,05.

Theo Nguyén Vin Tuan (2017), néng d6 acid folic trung binh trong
mau ¢ nhom bénh 1a 8,74 + 4,95 ng/mL, thap hon nhiéu so véi nhém chimg
(13,02 + 6,18 ng/mL) c6 y nghia thong ké voi p<0,001. Mat khac, khi phan
chia cac d6i tuong nghién ctru theo phan nhom 10 nim tudi, thi nhan thay
noéng do acid folic & nhom bénh ludn thap hon nhom chimg (ngoai trir nhom
trén 80 tudi). Nong do acid folic & nhom ching c6 xu huéng giam dan theo
tudi, nhom trén 80 tudi c6 nong d6 acid folic thap nhat (10,7 + 7,31 ng/mL).
Tuy nhién, khong cé su khéac biét cé y nghia thong ké theo phan nhoém tudi &

ca nhom bénh va nhom ching véi p >0,05. Khi xem xét vé yéu to gidi tinh,
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trong nhom bénh, ndng do acid folic & nam gi6i (7,96 + 4,65ng/ml) thap hon
& nir gidi (10,21 + 5,2 ng/ml) c¢6 ¥ nghia théng ké véi p<0,01; tuy nhién trong
nhom ching khong c6 su khac biét (p>0,05) [32].

Lim H.S. va CS (2002) nghién ctru ndng d6 homocystein, acid folic va
vitamin By huyét tuong trén nguoi 16n Han Qudc nhéan théy, néng do acid
folic & nam gi6i 1a 6,47 + 3,06 ng/mL thap hon & nir gidi 1a 7,96 + 3,55
ng/mL cé y nghia thong ké véi p<0,01. Ti 1¢ giam acid folic (<3,0ng/ml) &
nam la 6,1% va ¢ nir 1a 2,1% [89].

Trong nghién ctru ciia Scazzone C. (2014), ndng do acid folic trong
huyét twong ¢ bénh nhan ting huyét ap thap hon dang ké so véi ddi tuong
kiém soat (1an luot 14 6,7 + 5,0 ng/mL va 9,0 + 4,4 ng/mL, p <0,05). [114].

Qua nhitng phan tich trén cho thiy, két qua nghién ctru vé ndng d6 acid
folic trung binh cta cac ddi tugng trong nghién ctru cua chung toi twong dong
v6i két qua nghién ctru cta nhiéu tac gia trong va ngoai nudc.

4.2.3. Nong d6 vitamin B,, trong mau

Tir két qua nghién ctru & bang 3.23, chiing t6i nhan thdy nong do vitamin
B1, trung binh ctia nhoém bénh 1a 527,57 £ 266,0 pg/mL khong khéc biét co y
nghia théng ké so v&1 nhém ching la 527,38 + 263,05 voi p>0,05. Bén canh
do, ti 1€ % cac muc néng d6 vitamin B, trong mau gitra nhom bénh va nhom
ching ciing khong khac biét co ¥ nghia thong ké (p>0,05). Nhém bénh c6
88,3% va nhom chiing c6 90,1% truong hop cod néng do vitamin By, trong gioi
han binh thuong (200-900 pg/mL), ti 1¢ bénh nhan c6 nong d6 vitamin By, thap
<200 pg/mL ctia nhom bénh va nhém ching déu rat thap, tuong tng 1a 3,3%
va 4,3%. Nhu vay, chiing t0i c¢6 thé két luan rang, nong do vitamin By, trung
binh trong mau khong gy anh hudng dén su khac biét vé ndng d6 homocystein
trung binh gitra nhém bénh va nhom chirg trong nghién ctru nay.

Bang 3.24 thi cho thdy nong do vitamin B, & nam thap hon nif trong ca
nhom bénh va nhém ching, nhung su khac biét nay khong co ¥ nghia thong

ké vi p>0,05. Bén canh d6 chung t6i cling khong tim thay su khac biét vé
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ndéng d6 trung binh vitamin By, theo cac nhdm tudi & ca nhoém bénh va nhém
chung (p>0,05), tuong tu nhu gitta cac mitc BMI va cac nhom phan loai HA
nhu két qua & bang 3.25, 3.26 va 3.27 (p>0,05).

Theo Nguyén Vian Tuan (2017), ndng d6 vitamin B12 ¢ nhom bénh 1a
542,72 + 357,75 pg/mL, thap hon nhém chung 13 587,98 + 297,39 pg/mL,
nhung su khac biét nay cling khong co y nghia thong ké (p>0,05). Nong do
vitamin By, trong ca nhém bénh va nhém chirng cling khong cé su khac biét
theo nhom tudi va theo gidi (nam 13 553,02 + 375,58 pg/mL, nir 1a 523,21 +
324,29 pg/mL, p>0,05). Ti 1 giam nong do vitamin By, (<200pg/mL) ¢ nhém
bénh 1 5,1% va nhoém chimg 13 0,0%, ti 16 nong d6 vitamin B;, trong giéi han
binh thuong & nhom bénh 1a 66,9%, thap hon & nhom ching la 83,8% cé y
nghia thong ké véi p <0,01 [32]. Két qua nay gan giong vdi két qua nghién
ctru cua chung toi.

Lim H.S. va CS (2002) nghién ctru nong d6 homocystein, acid folic va
vitamin By, huyét tuong trén nguoi 16n Han Qudc nhan thay, nong do vitamin
By, & nam gidi 1a 537,0 £ 222,0 pg/mL thap hon nir gidi 1a 664,1 + 309,8
pg/mL véi p<0,01. Ti 1é c¢6 nong do vitamin By, thap (<150pg/mL) & nam
gidi la 2,0% va nir gidi 1a 1,0% [89].

Fakhrzadeh H. va CS (2006) nghién ctru nong d6 homocystein, acid
folic va vitamin B12 huyét tuong trén nguoi 16n khoe manh & Iran, tac gia xac
dinh dugc néng d6 homocystein trung binh & nam 1a 19,02 + 1,46 umol/L va
nit gi6i 1a 14,05 pmol/L khac nhau c6 y nghia théng ké véi p<0,01. Ti 1¢ giam
acid folic & nam gidi 1a 98,67% va nir gi61 1a 97,92%. Ti I¢ giam vitamin By,
& nam giodi 1a 26,32% va nir gidi 1a 27,2% [60]. Két qua nay cho thay cong
cong nguoi 16n tudi 6 Iran co6 ndng dd homocystein mau cao cé thé do thiéu
acid folic va vitamin B, [60].

Nong do vitamin By, trong nghién ctru cua Scazzone C. (2014) ciing
khong c6 su khac biét gitta nhom THA va nhém chung (440 + 223 pg/ml so

v6i 491 + 185 pg/ml, p> 0,05). Scazzone C. nhan dinh c6 méi lién quan giira
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mirc d ting homocystein va mirc acid folic thip, nhung khong lién quan dén
muc vitamin By,.

Tom lai, chung t6i khéng nhan thdy c6 sy khac biét nong do vitamin
By, gilta nhom bénh va nhom ching, gitta nam va nit, gitta cic nhom tudi,
nhom BMI va phan loai HA.
4.3. MOI LIEN QUAN GIUA NONG PQ HOMOCYSTEIN MAU VA Ti
LE TANG NONG PO HOMOCYSTEIN MAU VOI MOT SO PAC
DIEM NHAN TRAC, LAM SANG VA SINH HOA MAU
4.3.1. Méi lién quan giira ndng dd homocystein véi mot so6 dic diém nhén
tric, JAm sang va sinh h6a mau

Khao sat méi lién quan gitta nong do homocystein vi mot sd dic diém
nhan tric cta d6i tugng nghién ciru, bang 3.28 cho thay cac yéu té nhu: tudi,
can nang, chiéu cao, vong eo, ti sb eo/mong déu co tuong quan thuan voi
néng do homocystein mau vdi p<0,05, hé s6 twong quan r cua cac yéu to
tuong tng 1a: r(tudi) = 0,134, r(can ning) = 0,202, r(chiéu cao) = 0,235,
r(vong eo) = 0,154, r (eo/mong) = 0,147; riéng yéu t6 BMI khong c6 mdi
tuong quan nao véi nong dé homocytein mau (p>0,05).

Khi khao sat mbi lién quan giira nong d6 homocystein mau véi cc chi
s6 1am sang nhu & bang 3.29, chung t6i nhan thay, nong do homocystein trung
binh trong mau c6 tuong quan thuan véi HATT, HATTr, HA trung binh va ap
luc mach (p<0001). Theo d6, nong d6 homocystein trung binh trong mau
tuong quan thuan mirc d6 trung binh voi HATT véi r = 0,415, HA trung binh
voir = 0,378 va ap luc mach voi r = 0,32; twong quan thuan mirc do yéu vOl
HATTr voi r = 0,276. Nong d6 homocystein mau khong co twong quan véi
tan s tim (p>0,05).

Nhu phan tich két qua ¢ bang 3.30, nong d6 homocystein mau c6 tuong
quan thudn muc d6 trung binh véi ndng dd creatinin mau (r = 0,408,
p<0,001), twrong quan thuan muc do yéu VOl néng d6 acid uric mau (r = 0,291,

p<0,001), twong quan nghich mitc 46 yéu véi ndong do cholesterol toan phan
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(r = 0,129, p<0,05) va d6 loc cau than udc tinh theo MDRD (r = -0,254,
p<0,05). Nong do homocystein mau khong c6 mdi twong quan véi ndng do
glucose, triglyerid, LDL-C va HDL-C (p>0,05).

Két qua ¢ bang 3.31 ciing cho thiy c6 twong quan nghich giita néng do
homocystein trung binh voi ndng d6 acid folic va vitamin By, trong mau, nhung
mdi twong quan ndy chi & mirc d6 yéu vai r twong tmg 13 (-0,228) va (-0,223) véi
p<0,001.

Chung t6i tién hanh phan tich hdi quy logistic da bién véi cac dic diém
nhan tric va 1am sang ctia d6i tuong nghién ctru chi ghi nhan dugc mdi twong
quan gitra nong d6 homocystein v&i gidi tinh va phan d huyét ap c6 y nghia
vé mit thong ké. Theo két qua ¢ bang 3.32 thi nam gidi ¢ nguy co ting nong
d6 homocystein cao gip 4,4 1an so véi nit gidi voi OR = 4,415 (KTC 95%:
2,255 — 8,645; p<0,001); nguoi cd6 HA binh thudng cao c6 nguy co ting nong
d6 homocystein cao gip 3,1 1an so v6i ngudi c6 HA toi wu véi OR = 3,122
(KTC 95%: 1,422 — 6,855; p<0,05) va ngudi THA c6 nguy co ting nong do
homocystein cao gip 20 1an so véi ngudi c6 HA t6i wu véi OR = 20,030
(KTC 95%: 6,982 — 57,458; p<0,001).

Mo hinh hoi qui tuyén tinh da bién ¢ bang 3.33 giai thich dugc 29,5% su
thay d6i ctia ndng d6 homocystein véi r* = 0,295.

Phuong trinh hoi qui tuyén tinh da bién c6 dang:

Nong do homocystein = 5,942 + 0,080 x Huyét 4p tam truong + 0,086 X
ap luc mach - 1,199 x Cholesterol toan phﬁn + 8,951 X Creatinin huyét -0,003
X Vitamin Bys.

4.3.2. Moi lién quan giira ti 1¢ tiing nong d9 homocystein véi mét s6 dic
diém nhén tric, 1am sang va sinh h6a mau

Dua vao két qua nghién ctru & bang 3.34, chiing t6i xac dinh duoc ti 18
tang nong d6 homocystein mau chung cho ca nhom bénh va nhém chimg 1a
58,2%. Ti 1€ tang néng dd homocystein mau & nam 1a 79,3%, cao hon nhiéu

s0 v&i nit 1a 47,7% (p<0,001). Ti 1é tang ndong do homocytein mau ciing tang
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dan theo timg nhém tudi tuong tng: 60 — 64 tudi 1a 47,7%, 65 — 69 tudi 1a
65,4%, tir 70 tudi trd 1én 13 66,7% (p<0,05).

Ciing theo két qua ¢ bang 3.36, ti 1¢ ting ndng do6 homocystein mau &
nhém HA binh thuong (38,3%), binh thuong cao (65,1%) va THA (90,6%)
cao hon nhiéu so voi nhom HA t6i uu (29,4%) véi p<0,001; nhém c6 THA
tam thu don doc (87,1%) cao hon rd rét so voi nhom khong c6 THA don doc
(54,3%) v61 p<0,001; nhom c6 tang ap luc mach (72,5%) cling cao hon
nhiéu so vi nhom khong ting ap luc mach (43,8%) rat c6 y nghia thong ké
v6i p<0,001.

Tién hanh khao sat mdi lién quan gitra ti 1é ting nong do homocystein
mau voi phan nhom nong do acid folic va vitamin Bi,, bang 3.38 cho thay ti
1¢ ting nong d6 homocystein mau ciing ting dan theo timg muirc nong do acid
folic va vitamin By, trong mau thap hon, cy thé 13, d6i véi acid folic: nhom
thap (<3 ng/mL) 1a 76,7%, nhom trung binh (3 - 20 ng/mL) 14 54,2% va nhém
cao (>20 ng/mL) 1a 60,0%; d6i v6i vitamin Bi,: nhdm thap (<200 pg/mL) la
90,0%, nhom trung binh (200-900 pg/mL) la 58,8% va nhém cao (>900
pg/mL) 1a 33,3%, nhiing su khac biét déu co ¥ nghia thong ké (p<0,05).

Chung t61 chua tim théy c6 su khac biét vé ti 1é tang né)ng do
homocystein mau & cac phan nhém BMI (bang 3.35), phan nhom tan s tim
(bang 3.36) va phan nhdm d6 loc cau than udc tinh theo MDRD (p>0,05) theo
két qua o bang 3.37.

Trong nghién ctru ctia Ngb Thi Hiéu (2014), tac gia nhan thdy c6 mdi
tuong quan thuan chit ché giira nong d6 homocystein huyét twong va céac chi
s6 huyét ap: HATT (r=0,74, p<0,01), HATTr (r = 0,6, p<0,01) va HA trung
binh (r= 0,82, p<0,01). Nong d6 homocystein huyét twong ciing cO twong
quan thuan véi nong do uré huyét (r=0,58, p<0,05), creatinin (r = 0,78, p<
0,01), cholesterol (r = 0,71, p < 0,01), triglycerid (r=0,15, p>0,05), LDL-C
(r=0,5, p<0,05) va glucose méau (r = 0,74, p < 0,01. Nong d6 homocystein
huyét twong c6 twong quan nghich véi ndong ¢6 HDL-C (r=0,38, p<0,05).
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Trong s6 97 bénh nhan trong nghién ctru ctia Ngo Thi Hiéu, c6 32 bénh nhan
c6 16i loan lipid méu, 65 bénh nhan co cac chi s lipid mau trong gidi han
binh thudng, ¢ nhiing bénh nhan THA c6 réi loan lipid méau, nong do
homocystein huyét twong cao hon nhitng bénh nhan khong c6 rdi loan lipid
mau. Sy khac biét ndy c6 ¥ nghia thong ké (p<0,01). Nhitng bénh nhén c6 chi
s6 duong huyét cao ciing o6 ndng do homocystein huyét twong cao hon nhiing
bénh nhan co chi s6 dudng huyét binh thudng, su khac biét ndy c6 ¥ nghia
théng ké voi p<0,01 [7].

Nghién ciru cia Nguyén Vian Tuan trén nhom ching va nhom dot quy
nhdi mau ndo déu cho thdy cé sy tuong quan tuyén tinh giita su bién doi
néng d6 homocystein mau theo sy thay d6i nong do acid folic. Nhom bénh
c6 phuong trinh tuyén tinh y = 17,293 — 0,266.x, v6i hé s6 twong quan r = -
0,282 va p <0,01; Nhom chtng la y = 16,136 — 0,298.x véi hé sb twong quan
r= - 0,424 va p<0,0001. Nong d6 homocystein mau c6é mdi twong quan
nghich mutc do yéu v6i nong do vitamin By, huyét tuwong trong nhom chimng
(r=-,264 va p<0,01); khong cé tuong quan trong nhom dot quy nado (r =0,0
va p>0,552) [32].

Trong nghién ctru cia Ahmad Mirdamadi va cs (2010), tac gia da tim
thdy méi tuong quan giita nong do homocystein voi cac chi s6 huyét 4p dong
mach & bénh nhan ting huyét ap [98].

Kim S.T. va cong sy nghién ctru trén 179 ngudi cao tudi THA vé mbi
lién hé gilta ndng d6 homocystein huyét twong va THA tam thu don doc.
Két qua nghién ctru nay ciing cho thidy néng d6 homocystein 1a mot trong
cac nguyén nhan chinh cua ting huyét 4p tdm thu don doc & mot s6 ngudi
cao tudi [124].

Van Guelpen B. va CS (2005) tién hanh nghién ctru thuan tip vé nong do
acid folic, vitamin B, trén bénh nhan dot quy ¢ nguoi Thuy Sy. Téac gia nhan

thay nong dd acid folic c6 moi twong quan nghich muc do vira véi nong do
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homocystein (r = -0,42 va p<0,001); ndng do vitamin B, c6 mdi twong quan
nghich mutrc 46 yéu véi ndng do6 homocystein (r = -0,217 va p<0,001) [126].

Theo két qua nghién ctu ctia Khan U. va CS (2008), nong do
homocystein c6 méi twong quan nghich mac d6 yéu véi vitamin By, (r=-
0,311 vdi p<0,001) va vai acid folic (r = -0,158 véi p< 0,001) [80]. Con
theo Lim H.S. va CS (2002), nghién ctu trén 195 ngudi 16n, tudi tir 23-
72, trong d6 c6 99 nam va 96 nit. Tac gia tim thdy c6 méi twong quan
nghich mirc d6 yéu giira homocystein véi nong do acid folic (r = -0,372,
p <0,001); twong quan nghich mirc do yéu giita homocystein véi vitamin
B12 (r = -0,225 va p<0,01) [89].

Hao L. va CS (2007) nghién cGu danh gia vé tinh trang ting
homocystein & ngudi 16n 1ién quan véi tinh trang giam acid folic, vitamin B,
va vitamin Bg ¢ ngudi Trung Quédc. Nghién ctru duoc tién hanh trén 2.471
nguoi tinh nguyén khée manh, tudi tir 35 dén 64, sdng o thanh thi va nong
thén mién Bic va mién Nam Trung Quéc. Tac gia ghi nhin néng do
homocystein ¢ mién Nam cao hon mién Bic c6 y nghia théng ké (13,0
umol/L so v6i 9,1 pmol/L), (p<0,05). Ti 1& ting ndng d6 homocystein (v4i
ngudng >16 pmol/L) & mién Bac 1a 28% va mién Nam 7%, ti 1¢ ting nong do
homocystein mau ctia nam gidi & mién Bic chiém dén 40%. Ti 1¢ ting nong
d6 homocystein mau co lién quan dén giam nong do acid folic <6,8 nmol/l 1a
12%, néu két hop giam ca acid folic va vitamin By, thi ti 1¢ ting homocystein
(>16 umol/L) la 9% [66].

Fakhrzadeh H. va CS (2006) tién hanh nghién ctru ndng do homocystein,
acid folic va vitamin By, huyét twong trén nguoi 16n khée manh & Iran, day la
mot phan cia nghién ctru diéu tra nguy co bénh tim mach trong cong dong
ngudi Iran. Tong sd nguoi tham gia nghién ciru 1 1.214 ngudi, 35,3% 1a nam
va 64,7% la nit, tudi tr 25 — 64 tudi, tac gia di tim thdy mdi twong quan
nghich mirc d6 yéu giita néng do homocystein véi nong do acid folic
(r=-0,27, p<0,001) va véi vitamin B, (r=-0,19, p<0,001) [60].
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Theo Henry O.R. va CS (2012), trong nghién ctru méi twong quan giita
ndéng do homocystein véi vitamin By, va acid folic trong nghién ctru tim mach
Jackson, tac gia d tién hanh nghién ciru trén 5.129 ngudi M§ gdc phi, tudi tir
21-94, tudi trung binh 12 55+13 tudi, ti 16 nam 1a 37% va nit 1a 63%, tac gia
két luan rang: ctr ting 10 tudi thi ndng d6 homocystein ting 0,8 pmol/L véi
p<0,001; cr ting mdi 10 don vi folat thi néng d6 homocystein giam 2,2
umol/L (p<0,001) va ci ting mbi 100 don vi ndng do vitamin B, thi ndng do
homocystein giam 0,2 pmol/L (p<0,001) [69].

Tém lai, n6ng dd homocystein mau co mdi tuong quan thuan voi: tudi,
can nang, chiéu cao, vong eo, ti sb eco/moéng, HATT, HATTT, 4p luc mach,
noéng do creatinin mau, nong do acid uric mau (p<0,05); tuong quan nghich
VOl néng do cholesterol toan phén, muc loc cau than wée tinh theo MDRD,
nong d6 acid folic va vitamin By, trong mau (p<0,05); khéng c6 mdi twong quan
v6i BMI, tan s6 tim, nong d6 glucose, triglyerid, LDL-C va HDL-C (p>0,05).
4.4. HIEU QUA PIEU TRI TANG HOMOCYSTEIN

Tat ca 152 bénh nhan c6 ting ndng do homocystein mau dugce chiung toi
chia thanh 3 phan nhém: phan nhém d6i tuong khdng THA c6 ting
homocystein dugc diéu tri ting homocystein mau (phan nhom 5) ¢6 57 ngudi;
phan nhdm bénh nhan c6 THA kém theo ting homocystein chi dugc diéu tri
THA don thuan (phan nhom 2) c6 48 ngudi; phan nhém bénh nhan c6 THA
kém theo ting homocystein mau duoc diéu tri THA két hop vé6i diéu tri ting
homocystein mau (phan nhdém 3) c6 47 ngudi. Sau khi két thuc 8 tuan diéu tri
tang homocystein mau b.'?lng acid folic, vitamin Bg va vitamin B;, cho mdi doi
tugng, ching toi tién hanh xét nghiém dinh lugng néng d6 homocystein méu
lan hai dé danh gia hiéu qua diéu tri. Chung t6i ghi nhan duoc két qua theo
bang 3.39 nhu sau:

Nong do homocystein trung binh trong mau sau diéu tri & phan nhém 5
va phan nhém 3 déu giam xudng tuong Gng tir 17,76 * 2,69 umol/L xubng
con 12,73 + 2,50 pumol/L va tir 19,97 + 3,65 umol/L xudng con 13,08 + 2,17
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umol/L, mirc giam ndy c6 ¥ nghia théng ké véi p<0,001. Riéng phan nhém 2
khong duge diéu tri ting homocystein mau thi ndng d6 homocystein trude va
sau diéu tri lan luot 1a 20,20 + 3,93 pumol/L va 19,90 + 4,98 umol/L khdng
giam c6 ¥ nghia thong ké (p>0,05).

Chung t6i nhan thiy hiéu s6 ndng d6 homocystein mau trung binh trude va
sau diéu tri chung cho ca 3 phan nhom 14 4,42 + 3,50 umol/L. Két qua & bang 3.40
ciing cho thiy chi ¢ phan nhdm 5 va phan nhdm 3 13 c6 hiéu sé duong tuong tmg
12 5,03 + 2,43 pmol/L va 6,89 + 2,93 pmol/L ¢ ¥ nghia théng ké (p<0,05), con
& phan nhom 2 chi duong 0,3 + 0,17 pmol/L khong c6 ¥ nghia thong ké (p>0,05).
Chung to6i tién hanh so sanh hiéu qua diéu tri theo cap thi nhan théy cac hiéu sb
nay ciing khac nhau c6 ¥ nghia théng ké (p<0,001), theo d6, muc giam nong do
homocystein & phan nhom 3 (diéu tri THA két hop véi diéu tri ting homocystein
mau) giam nhiéu hon so véi phan nhom 5 (chi diéu tri ting homocystein méu) véi
murc ¥ nghia cua su khac biét p<0,001.

Bang 3.41 ciing cho thiy sau 8 tuidn diéu tri, ti 1é ting nong do
homocystein mau ¢ phan nhém 5 va phan nhém 3 giam xudng chi con tuong
tmg 1a 12,3% va 17,0%, trong khi phan nhém 2 van con ti 1¢ ting néng do
homocystein mau rat cao (79,2%), sy khac biét nay rat c6 ¥ nghia thong ké
voi p<0,001.

Tac gia Huynh Van Nhuan (2009) nghién ctu trén 89 bénh nhan suy
than man giai doan cudi loc mau béng than nhan tao chu ky va 40 nguoi &
nhom ching nhan théy: loc mau bﬁng than nhan tao chu ky két hop voi diéu
tri bang udng acid folic Smg/ngady, vitamin Bg 100mg/ngdy va tiém bap
vitamin B, 1000pg sau mdi 1an loc mau 1am giam ndng do homocystein mau
c¢6 ¥ nghia théng ké so véi trude diéu tri, trong khi loc mau don thuan khong
lam giam homocystein mau [19].

Nghién ctru ctia Chambers J.C. va cong sy (2000) trén nhiitng bé¢nh nhan

bénh mach vanh cho thiy, chi sau 8 tuan sir dung 5 mg acid folic va 1 mg
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vitamin By, mdi ngay nong do trung binh ctia homocystein da giam tir 13,0
umol/l xudng con 9,3 umol/l [47].

Marcucci R. va cong su (2003) theo ddi 56 ngudi dugc cdy ghép than st
dung 5mg acid folic, 50 mg vitamin Bg va 400ug vitamin By, mdi ngdy sau 6
thang nhan thay, ndng d6 homocystein mau trung binh da giam tir 20,8umol/l
xubng con 9,3umol/l, trong khi & nhém ching thi khong thay d6i [94].

Yi va CS (2014) tién hanh phan tich gop cac thir nghiém 1am sang ngiu
nhién dé xac dinh anh hudéng cta viéc bo sung acid folic vao chiic ning ndi mac
va nong do homocystein huyét twong ¢ bénh nhan bénh dong mach vanh. Trong
s6 377 bénh nhan cta nghién ctru ndy, c6 191 bénh nhan duoc bo sung acid folic
va 186 bénh nhan dung gia duoc. Két luan ctia nghién ctru ndy cho thiy bo sung
hang ngay 5 mg acid folic trong thoi gian trén 4 tuan cai thién dang ké chirc ning
ndi mac dong mach va giam néng dd homocystein huyét twong [143].

Baszczuk A. va cong su (2017) tién hanh nghién ctru danh gia tac dong cua
viéc bo sung acid folic 1én ndng do homocystein, cholesterol toan phan (TC),
HDL- va LDL-cholesterol, triglycerid (TG), apoprotein Al (apoAl) va
apoprotein B (apoAl) ) & bénh nhan bi ting huyét ap nguyén phat. Nném duoc
kiém tra gdm 42 bénh nhan bi ting huyét ap nguyén phat. Tt ca cac bénh nhan
duogc xét nghiém: ndng d6 homocystein, acid folic, cholesterol toan phan, LDL-
cholesterol, HDL-cholesterol, triglycerid, apoAl va apoB, sau d6 dugc udng
15mg acid folic mdi ngay trong 45 ngay. Sau khi dung 15 mg acid folic cho
bénh nhan tang huyét ap nguyén phat, nong d6 homocystein da giam 24,5% (tir
10,68 pmol/L xudng con 8,06 pmol/L), song song vdi viéc ting 8,1% nong do
HDL-cholesterol (tir 1,35 mmol/L 1én 1,46 mmol/L), ciing nhu ting nong do Al
apoprotein va giam néng do apoprotein B. Két qua phan tich thong ké da chi ra
mdi twong quan rd rang gitta giam néng do homocystein va ting néng d6 HDL-
cholesterol, ciing nhur giira su gia ting nong do acid folic va su gia ting nong do
apoAl & bénh nhan sau khi udng acid folic. Viéc giam nong do homocystein

thong qua viéc bd sung acid folic c6 thé gay ra nhiig thay do6i vé s luong trong
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cac thong s lipid va lipoprotein, do do, c6 thé dan dén giam thiéu rui ro lién
quan dén su phét trién ctia chiig xo vita dong mach [42].

Mot phén tich tong hop cac thir nghiém ngiu nhién c6 kiém soat dé danh
gia hiéu qua cta viéc bd sung acid folic & bénh nhan ting huyét ap va ting
homocystein mau, bao gém cac thir nghiém danh gia tac dung cua tri liéu acid
folic két hop voi diéu chong ting huyét ap so vdi chi dung ha huyét ap don
thuan. Sdu muoi 1im nghién ctru bao gdbm 7887 bénh nhan dap tmg tat ca cac
tiéu chi nhan vao nghién ctu. Trong sd do, 49 thir nghiém di bao cao hiéu
qua dang ké cua lidu phap phdi hop trong viéc ha huyét ap tdm thu va huyét
ap tam truong so voi chi dung thude ha huyét ap, dong thoi, viéc bo sung acid

folic cling da lam giam rd nong d6 homocystein trong mau [129].

HAN CHE CUA LUAN AN

1. Do ngudn kinh phi c¢6 han nén nghién ctru nay khong tién hanh dinh
luong né)ng dd vitamin Bg trudc va sau diéu tri, khong dinh luong lai néng do
acid folic va vitamin By, sau diéu tri, vi vay khong danh gia dugc bién doi
ndng do cc vitamin nay trudc va sau diéu tri.

2. C& mau ciia ba phan nhom can thiép diéu tri ting homocystein méau
trong nghién ctru ndy khong du 16n dé khao sat cac yéu td ¢o lién quan dén
hiéu qua diéu trj ting homocystein mau.

3. Can c6 thém nhiing nghién ctru vé néng d6 homocystein mau va hiéu
qua diéu tri ting homocystein v6i ¢& mau 16n hon, khao sat nhiéu yéu t6 lién
quan hon, thoi gian theo ddi diéu tri dai hon, ... dé lam rd thém nhiing han

ché cta luan an va cting c6 thém cho nhiing két luan rat ra tir nghién ctru nay.



119

KET LUAN

Chung t6i tién hanh nghién ciru 120 bénh nhan ting huyét ap, goi 1a
nhom bénh (gém 40 nam, 80 nir) va 141 ddi tuong khong tang huyét ap, goi
13 nhém ching (g6m 47 nam, 94 nit), tudi trung binh cia nhém bénh 1 67,16
+ 6,44 tudi va ciia nhém ching 13 66,29 + 5,30 tudi, chdng tdi két luan:

1. Nong dd homocystein, acid folic va vitamin B, trong mau:

N6ng d6 homocystein trong mau ¢ nhom bénh la 18,61 * 4,45 pumol/L,
cao hon nhom chimg 14 14,87 + 3,16 umol/L (p<0,001). Ti 1¢ ting néng dod
homocystein & nhom bénh 1a 79,2%, cao hon gin gap 2 lan so véi nhom
chung 1a 40,4% (p<0,001).

Nong d6 acid folic trung binh nhom bénh 1a 8,28 + 6,46 ng/mL, khdng
khac biét so v&i nhom ching 1a 8,29 + 4,48 ng/mL (p>0,05).

Nong d6 vitamin By, trung binh nhdm bénh 1a 527,57 + 266,00 pg/mL,
khong khac biét so vo1 nhém chimg 1a 527,38 + 263,05 pg/mL (p>0,05).

2. Méi lien quan giira nong dd homocystein mau véi mot s6 dic diém
nhén tric, laAm sang va sinh h6a mau

Nong d6 homocystein mau c6 twong quan thudn mic do trung binh véi
huyét ap tam thu (r=0,415; p<0,001), 4p lyc mach (r=0,32; p<0,001), creatinin
méau (r=0,408; p<0,001); twong quan thuan muc do yéu vGi tudi (r=0,134;
p<0,05), can ning (r=0,202; p<0,001), chiéu cao (r=0,235; p<0,001), vong eo
(r=0,154; p<0,05), ti sé eo/mong (r=0,147; p<0,05), huyét 4p tdm truong
(r=0,276; p<0,001) va noéng d¢ acid uric mau (r=0,291; p<0,001).

Nong d6 homocystein mau ¢6 twong quan nghich mic do yéu véi
néng do cholesterol toan phﬁn (r=-0,129; p<0,05), do loc ciu than udc
tinh theo MDRD (r= -0,254; p<0,001), nong d6 acid folic (r= -0,228;
p<0,001) va ndng do vitamin By, (r= -0,233; p<0,001).

Nong d6 homocystein khong cd twong quan véi chi s6 BMI, tan sb

tim, nong do glucose, triglyerid, LDL-C va HDL-C trong mau (p>0,05).
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3. Hiéu qua diéu tri ting homocystein mau

Sau 8 tudn diéu tri, ndng d6 homocystein trung binh & nhém chimg co
tang homocystein va nhdm bénh dugc diéu tri ting homocytein giam xubng
c6 y nghia thdng ké (p<0,001), ndng d6 homocystein trung binh & nhém bénh
khong duoc diéu tri ting homocystein khong giam c6 ¥ nghia théng ké
(p>0,05).

Ti 1¢ ting nong d6 homocystein mau ¢ nhom chimg c6 ting homocystein
mau va nhdm bénh dugc diéu trj ting homocystein giam xudng chi con twong
ung la 12,3% va 17,0%, trong khi & nhom bénh khéng dugc diéu tri tang
homocystein van con ti 18 ting ndng dd homocystein mau kha cao (79,2%), su
khac biét ndy rat co y nghia voi p<0,001.

Hiéu s6 nong d6 homocystein méau trude va sau diéu tri chung cho ca 3
nhom c6 tdng homocystein mau la 4,42 + 3,50 umol/L. Nhung chi c6 nhém
ching c6 ting homocystein mau va nhém bénh duoc diéu tri ting
homocystein 1a c¢6 hiéu sd duwong cao, c6 giam sau diéu tri (p>0,05), con
nhoém bénh khong duoc diéu tri ting homocystein thi hiéu sé duong rét it,

khong giam sau diéu tri (p>0,05).
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KIEN NGHI

Nghién ciru nay bude dau cho thay ti 1¢ ting nong do homocystein trong
mau & ngudi cao tudi 1a kha cao, dit biét 1a ngudi cao tudi ting huyét ap,
ddng thoi ciing cho thay hiéu qua diéu tri ting homocystein mau bang phdi
hop ba loai thudc: acid folic, vitamin By, va vitamin Bg ¢ nhimg ngudi cao
tudi ¢o tang huyét ap hodc khong ting huyét 4p kém theo ting homocystein
mau cé ¥ nghia vé mat théng ké. Vi vy ching toi kién nghi can tiép tuc
nghién ciru v6i nhitng thir nghiém 14m sang ngau nhién 16n hon, ddi chting da
trung tam, thoi gian diéu tri dai hon kém theo danh gia cac két cuc 1am sang
cu thé hon nham khang dinh vai tro ctia homocystein trong bénh 1y tang huyét

ap noi riéng va bénh 1y tim mach no61 chung.
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Phu luc 1
CONG HOA XA HOI CHU NGHIA VIET NAM
Poc 1ap — Tw do — Hanh phic

GIAY DONG Y THAM GIA NGHIEN CcUU

TONTBN: oo Tuoi v,
D1 Chi: oo
Di€n thOai: .oovveiii
Sau khi duoc tu van, giai thich rd rang vé quyén loi va trach nhiém cua
ban than t6i khi tham gia dé tai “Nghién ctru ndng d6 homocystein méau va
hiéu quéa diéu trj ting homocystein mau & ngudi cao tudi ting huyét 4p” cu
thé nhu:
1. Quyén loi khi tham gia nghién ctu:
- Puogc kham bénh va thuc hién xét nghiém can lam sang dé chan
doan bénh THA va mét s6 bénh 1y khac kém theo.
- Puoc béc si ké don va huéng dan cac bién phap diéu tri nham kiém
soat tot bénh tang huyét ap va cac bénh 1y kém theo.
2. Trach nhi€m khi tham gia nghién ctru:
- Cung cip day du, chinh xac thong tin vé tién sir ban than, gia dinh.

- Thyc hi¢n day du cac hudng dan ciia nhoém nghién ctru.

To6i dong v tham gia nghién ciru va s& thyc hién dung nhimg diéu ma
nhom nghién ciru di tu van va huéng dan.
................. ,ngay ... thang .... nam 201...
Nguoi dong y tham gia nghién ctru

(Ky va ghi ro ho tén)



Phu luc 2
CONG HOA XA HOQI CHU NGHIA VIET NAM
Poc 1ap — Tw do — Hanh phic

----000----
THO MOI KHAM SUC KHOE
Kinh giti: ONg (BA) ....cocovevieeeeeeeeeeeee s Sinh nim: ...............

Dia Chi: oo —————

Nhom nghién ctru thude Truong dai hoc y duge Hué dang tién hanh dé
tai nghién ctru khoa hoc nham khao sat va can thiép diéu tri mot sd yéu tb
nguy co bénh tim mach & ngudi cao tudi tang huyét ap. Trong qué trinh lwa
chon d6i tuong tham gia nghién ctru, 6ng (ba) dd may man dugc chon dé céac
bac si truc tiép tham kham, do dién tam d6 va 1am mot sb xét nghiém mau tai
Trung tim chan doan y khoa MEDIC Thanh phé H6 Chi Minh, bao gom:

1. Glucose
Creatinine
Acid uric
Cholesterol
Triglyceride
LDL-C
HDL-C
Acid folic
Vitamine B12

© o N o O B~ DN

10. Homocystein
(Toéng chi phi do dién tdm dd va thuc hién cac xét nghiém trén 1a

561.000d, ong (ba) s& duoc mién phi hoan toan)



Néu phat hién dugc bénh 1y trong qua trinh tham kham va xét nghiém,
ong (ba) s& duoc dugc cac bac si ké don va hudng dan diéu tri (Ong, ba nhé
mang theo th¢ BHYT dé duogc cip thubdc BHYT khi can). Néu phat hién duoc
yéu t6 nguy co tim mach méi, ong (ba) s& duoc cap thudc diéu tri mién phi
trong vong 02 thang, sau dé 6ng (ba) sé dugc hen tai kham va lam lai cac xét
nghiém méau mién phi 1an thit hai.

Stic khoe 1a von qui nhat ciia con nguoi, chung toi rit mong c6 su tham
gia ddy du cta quy ong (ba). Ching tdi tran trong kinh mdi ong (ba) hiy sap
xép thoi gian va cong viéc cd nhan cO Mt tai ...........ooeevveeiieeiieeiieeiin,
dung 7 gio sang ngay thi ....../......./...../ 2018 dé duoc tham kham dung theo
lich hen.

- Phai nhin an, uéng tir 21 gio dém hom trude dé 1am cac xét nghiém
mau cho chinh xac (c6 thé udng duoc nude chin hodc nude sudi).

- Khéng udng ruou (bia) it nhat mot ngay (24 gio).

- Khéng udng cafe it nhat mot gio (60 phit).

- Khong hat thudc 14 it nhét 15 phit.

- Mang theo cic gidy to c6 lién quan dén cac bénh 1y trudc day nhu:
Gidy xuat vién, cac két qua xét nghiém da co, toa thude, cac loai
thudc hién dang udng... va thé BHYT (néu co).

............ , hgay thang nam 201
TM. NHOM NGHIEN CUU



Phu luc 3
BENH AN NGHIEN CUU
(Nghién ciéru nong d§ homocystein mau va hiéu qua

diéu tri tiing homocysteine mau ¢ ngudi cao tudi tiing huyét ap)

I. THONG TIN CA NHAN:

1. HO VAN
2. Tudi: 1. 60 — 64 2. 65— 69. 3.270

3. Gioi: 1. Nam 2. Nu

T O - o) 1| R
5. NEhE NZHIEP NIEN A1 ..vucveceveieereeeeeee ettt neas
6. M2 the BHYT (18U CO):eoveeeieeeeeieeeeeeeeee et es e eene sttt
7. NOAY KNAM: ..o
8. HoO te€n nUOT thAN: ....ooiiiiiiiicie e
9. Sb dién thoai ci nhan (NGUST thAN):.......cv.cveveeeeeeeeeeeee e,
Il. TIEN SU BENH TAT

- Dai thdo duong. 1.Co 2. Khong

- Béo phi, 16i loan lipid mau. 1.C6 2. Khong

- Bénh mach vanh. 1.Co 2. Khong

- TBMMN moi xuét hién trong vong 02 thang. 1.Co 2. Khong

- Suy than man. 1.Co 2. Khéng

- Goute, luput ban d6, vay nén ning. 1.Cé 2. Khéng

- Ung thu. 1.Cé 2. Khong

- Cay ghép tang. 1.C6 2. Khong

- Pang sir dung cac thudc: Methotrexat, cyclosporin, 1. C6 2. Khéng

phenytoin, carbamazepin, theophyline, cholestyramin,
colespitol, acid nicotinic, loi tiéu thiazid, vitamin Bg

B1,, acidfolic trong vong 2 thang.



111. KHAM LAM SANG LAN DAU:
10. Nhip tim/phut:

11. Trj s6 HA:

- HATT(mmHg)
- HATTr(mmHg)

- Phan d¢ HA theo VNHA/VSH (2015):

Phan loai HATT (mmHg) | HATTr ( mmHg)

1. Téiuwu <120 <80
2. Tién THA 120 - 139 80 — 89
3. THAGo 1 140 — 159 90 -99
4. THA d6 2 160 — 179 100 — 109
5. THA d6 3 > 180 > 110
6. Tang huyét ap tam thu don doc > 140 <90

12. Céan nang: kg:

13. Chiéu cao: cm.

14. Vong bung: cm

15. Vong mong: cm

. Kham toan than:

IV.CAN LAM SANG:
17.
18.
19.
20.
21.
22.
23,

Puong huyét lac doi:
Creatinine huyét:
MDRD:

Acid uric huyét:
Cholesterol toan phan:
LDL-C:

HDL-C:




24,
25.
26.
217,
28.
29.

30.

31.

32,

33.

VI.

Triglycerid:

Nong d6 homocystein mau:
Nong d6 vitamin B12 mau:
Nong d6 acid folic mau:

Két qua ECG :

PHAN DANH CHO POI TUQNGTANG HUYET AP:

Thoi gian dugc chan doan THA:
1. <Indm. 2.1-5nam 3.5—10 ndm
Diéu tri THA:
1. Ubng thudc lién tuc mdi ngay
2. Ubng thudc khi co tridu chimg kho chiu
3. Khéng udng thudc diéu tri THA
Céc thudc dang diéu tri THA
1. Nhom tic ché canxi:
2. Nhom e ché men chuyén:
3. Nhém trc ché thu thé:
4. Nhom tic ché beta:
S6 loai thude dang diéu tri:
1. 1 loai 3.3 loai
2. 2 loai 4. 4 loai

4.> 10 nam

Piéu tri dat HA muc tiéu (HATT/HATTr < 140/90, Nguoi >80 tudi <

150/90):
1. Pa dat HA muc tiéu
2. Chua dat HA muc tiéu.
PHAN NHOM NGHIEN CUU
1. Khong THA va khong tang homocystein
2. Khong THA c6 tdng homocystein
3. Co6 THA khong tang homocystein
4. C6 THA c6 tang homocystein



4a. Piéu tri THA don thuan + Lacebo (calci D)
4b. Piéu tri THA két hop tang homocystein
VII. CAN THIEP PIEU TRI
34. Céc nhom thube diéu tri THA tiép theo:
1. Nhom trc ché canxi:
2. Nhom e ché men chuyén:
3. Nhém tce ché thu thé:
4. Nhom tc ché beta:

35. S6 loai thudc dang diéu tri:

1. 1 loai 3.3 loai
2. 2 loai 4. 4 loai
36. Diéu tri ting homocystein 1.Cé 2. Khdng
- Vitamin B6:
- Vitamin B12:
- Acid folic:

VIIl. TAI KHAM LAN I (sau 4 tuin)
37. Nhip tim/phut:
38. Trisd HA:
- HATT(mmHg)
- HATTr(mmHg) o
39. Dicu chinh thudC HA: ..o.ooovevecvceceeeeeeeseeee ettt nen

IX. TAI KHAM LAN II (sau 8 tuan)
40. Nhip tim/phut:
41. Trisd HA:
- HATT(mmHg)
- HATTr(mmHg)



- Phan d6 HA theo VNHA/VSH (2015):

Phan loai HATT (mmHg) | HATTr (mmHg)
1. Téiuu <120 < 80
2. Tién THA 120 - 139 80 — 89
3. THAGo 1 140 — 159 90 — 99
4. THA d6 2 160 —179 100 - 109
5. THA do 3 >180 > 110
6. Tang huyét ap tam thu don doc > 140 <90

42. Nbng do homocystein mau lan 2:
.............. , hgay..... thang .....2018

Nghién ciru sinh




Ma s&d BN: _ 00|
May té :
. BENH AN NGHIEN CUU
(Nghién ctru ndng d homocystein mau va hi¢u qui

diéu tri ting homocysteine miu & nguwdi cao tudi ting huyét ap)

I THONG TIN CA NHAN: o :

1. Hovatén: R e N e B oot sees s
2. Tudi: 1953(65) 1.60-64 2)65 - 69. 3.270

3. Gisi N (DNam 2. Nit .

4. Piachi: ... X 0ALD s L
5. Nghé nghiép hién tai: R IET 2 R V1T o .o NSO A
6. Mithé BHYT (afu c6): K d 8ol ol AIRT2BED e
TR T A AL BB (1 I S R —————
8. Ho tén ngudi than: ..m.m/.j.é\.r.\]....-w.;’...cy.o. ................................................................
9. & dian thoai cé nhan (ngudi thn): .06 FFI2E5L5. oo
[I. TIEN SUBENH TAT

- Dai thao dudng. 1.C6 (2)Khéng

- Béo phi, 16 loan lipid méu. 1.C6 (2)Khéng

- Bénh mach vanh. 1.Cé (2)Khéng

- TBMMN méi xuét hién trong vong 02 théng. 1.Cé ()Khéng

- Suy than man. 1.C6 - (2)Khéng -

- Goute, luput ban dé, viy nén ning. 1.C6 - 2.)Khong

- Ung thur. 1.Cé ¢)Khong

- CAy ghép tang. _ 1. Cé (2 Khéng

- Dang sir dung cac thude: Methotrexat, cyclosporin, - 1.Co @Khéng

phenytoin, carbamazepin, theophyline, cholestyramin,
colespitol, acid nicotinic, l¢i tiéu thiazid,. -
II1. KHAM LAM SANG LAN DAU:

10. Nhip tim/phut: 94
11. Tri s HA: ”
- HATT(mmHg) ' - 44F

- HATTr(mmHg) 0r



M3z s6 BN:
- Miyté:

- Phén d6 HA theo VNHA/VSH (2015):

Phén loai | HATT (mmHg) | HATTr (mmHg )
1. Téiuu — <120, <80
2 TiénTHA | 120-139 80-89
3.)THA d6 1 | 0-159 [ 90-99
4 THAS2 ~ 160 179 100-109 -
s. THAd63 = > 180 >110
6. Tanghuyétép timthudonddc | > 140 <90

'12. Canning: ¢ kg:
13. Chiducao: 1)  cm.
*14. Vong bung: £9 cm
i5. Vong m6n.g: fw cm
16. Kham toan than:
IV. CAN LAM SANG:
17. Pudng huyét lic do6i:
~ 18. Creatinine huyét:
19. MDRD:
20. Acid uric huyét:
21. Cholesterol toan phin:
22 LDL-C: |
23. HDL-C:
24. Triglycerid:
25. Nong d6 homocystein méau:
26. Néng d6 vitamin B12 méu:
27. Noéng d6 acid folic mau:
28. Két qua ECG :



Cong hoa X3 hoi Chi nghia Viét Nam
Doc 1ap — Ty do — Hanh phtc

GIAY PONG Y THAM GIA NGHIEN CUU

Toi tén: TLAN. SN DAY, oo Tubi ..495.0.........
Dia chi: LD L e,
Dién thoai: .. O1CA A CICH oo

Sau khi dugc tu van, giai thich 10 rang v€ quyén loi va trach nhiém cta ban

than toi khi tham gia dé tai “Nghién ctru ndng d6 homocystein mau va hi€u qua

diéu trj ting homocystein mau & ngudi cao tudi ting huyét 4p” cu thé nhur:

(P

Quyén loi khi tham gia nghién ciru:

Dugc kham bénh va thuc hién xét nghiém cén 14m sing dé chén doan
bénh THA va m6t sb bénh Iy khac kém theo.

Dugc bac si ké don va huéng din c4c bién phap diéu trj nhim kiém soét

t6t bénh tang huyét 4p va cdc bénh 1y kém theo.

. Tréach nhiém khi tham gia nghién ctu:

Cung cép ddy du, chinh x4c thong tin v& tién si ban than, gia dinh.

Thuc hién day dl c4c hudng dan ciia nhém nghién cim.

T6i _déng y tham gia nghién ctru va s& thuc hién ding nhimg diéu ma nhém

nghién ctru ¢4 tu van va huéng déan.

Tién Giang, ngay.2 thang . ndm 201 4.
Nguoi ddng y tham gia nghién ciru

(Ky va ghi 16 ho tén)
/ /L//

/ITC/§Q \/(lv'ﬂ bfigj



CONG TY TNHH Y TE HOA HAQ H IIIIIIIIII ﬂIIHIIIIIﬂllllillllllllllllllll

&) PHONG KHAM DA KHOA PID: S.T.T;
B\ KHOA XET NGHIE;:; S(Mfgl‘)xlfml;\“) Ngay DK.29/03/18 Gio lay mau 14 03:48
. Hotiae {318) AR5 Gio DK: 13:56:27 Gioinlin 1: 14:04:12

2/ 254 Hda Hio - P4 - Q.10 - TR.HCM
Enailinineneickbon, oo PHIEU KET QUA XET NGHIEM

Tel: (028)3927 0284 (Ext:1134) - Fax:(028) 39271224
(BM.TTXN.XN.02.1 - Phién bén: 2.0)

Ho tén: MT006 TRAN VAN BAY Ném sinh: 1953 Phai:Nam DT:
DPon vi: PTNC BS NGUYEN MINH TAM Bic si chi dinh: .
Dia chi: TIEN GIANG Loai mau: Mau
TEN XET NGHIEM KET QUA KHOANG THAM CHIEU
Glucose (FPG)* ’ 5.42 (3.90 - 5.90 mmol/L)
LDL Cholesterol 2.46 ) (< 3.60 mmol/L)
HDL Cholesterol 1.15 (>0.90 mmol/L)
Triglycerides 0.700 (0.5 - 2.30 mmol/L)
Cholesterol, Total 3.98 (2.6 - 5.2 mmol/L)
Uric Acid/Serum 6.11 (M :3.4-7.0; F:2.4-5.7mg/dL)
D6 Loc CAu Than (eGFR) *
Creatinin/Serum 0.910 (M: 0.6 - 1.3; F:0.5 - 1.1 mg/dL)
MDRD - 4 84 (60 - 130 mL/min/1.73 m?)

Ngay: 30/03/18
Khoa Xét nghiém ¢

o

BS.JVMN %a’a%&n

THOI GIAN TRA KET QUA TRONG VONG: 1 }\cl nghiém d& duge cong nhan 1SO 15189 : 2012
- 70 Phiit cho xét nghiém thuding qui (Sinh héa, huyét hoc...) “Két qua bio dong S6 trane: 1/1
Ngéy dp dung: 06/02/2017 - 130 Phiit cho cdc xét nghiém thuding qui + mién dich. Lay méu tai nha: 0935 365 116 H: High - L: Tow



CONG TY TNHH Y TE HOA HAO (T I
PHONG KHAM PA KHOA PID: 0 ST.T: X1206
KHOA XET NGHIEM (MEDIC-LAB)  Ngay DK:02/04/18 Gid lay mau: 15:09:09
: G Hotine: 026)3834 9503 1906497 Gioy DK: 09:33:07 Gidin lan 1: 18:03:42
Tel: (928) 392? 0284(Ex_l:l 134)-Fax:(028) 39271224 - 7 2 = P~

e e weic-vconn PHIEU KET QUA XET NGHIEM

(BM.TTXN.XN.02.1 - Phién ban: 2.0)

Ho tén: MT006 TRAN VAN BAY Nam sinh: 1953 Phai:Nam DT:
Don vi: PTNC BS NGUYEN MINH TAM Béc s7 chi dinh: : 5
Dia chi: TIEN GIANG - Loai mau: Mau
TEN XET NGHIEM KET QUA KHOANG THAM CHIEU
Folate/Serum (Siemens) 298 L  (3.1-20ng/mL)
Vitamin B12 380.0 (211 - 911 pg/mL)
Homocysteine Total 1899 H  (5-15pumol/L) //
Ngay: 02/04/18
Khoa Xét nghiém »

o

BS../VWn %a’o%du

THOI GIAN TRA KET QUA TRONG VONG: 1. Xét nghiém da dugc cong nhdn 1SO 15189 : 2012 '
- 70 Phiit cho xét nghiém thudng qui (Sinh héa, huyét hoc...) 2. ’;*: Két qua bao dong ) So trang: 1/1
Ngay 4p dung: 06/02/2017 - 130 Phit cho céc xét nghiém thudng qui + mién dich. Lay méu tai nha: 0935 365 116 H: High - L: Low



e HImr LT
CONG TY TNHH Y TE HOA HAO :
PHONG KHAM DA KHOA PID: 0 S.T.T; X6853
KHOA XET NGHIEM (MEDIC - LAB) Ngdy DK:22/06/18  Gio lay mau: 14:26:22
Hotline: (028) 38349593-19006497 G DK: 14:18:14 Giodinlan 1: 14:16:30

254 Hoa Héo - P.4 - Q.10 - TP.HCM
‘Tel: (028) 3927 0284 (Ext:1134) - Fax:(028) 3927 1224

e & o n” ~” e v ~
wwmedcabeompwww s veonn PHIEU KET QUA XET NGHIEM

(BM.TTXN.XN.02.1 - Phién ban: 2.0)

e
SN,

7:
R

!

i

o\
)
),

A NGNS
“ualy W

Ho tén: TRAN VAN BAY (X1206) Nim sinh: 1953 Phéi:Nam DT:
Don vi: DPTNC BS NGUYEN MINH TAM Bic si chi dinh: )
Dia chi: Loai mau: Mau
TEN XET NGHIEM KET QUA KHOANG THAM CHIEU
Homocysteine Total 13.46 (5 - 15 pymol/L) -
Ngay: 25/06/18
Khoa Xét nghiém,/

o

BS../Voaaye:n RidoBoin

THOI GIAN TRA KET QUA TRONG VONG: 1. Xét nghigm da dugc cong nhin ISO 15189 : 2012 .
- 70 Phiit cho xét nghiém thudng qui (Sinh héa, huyéthoe..) 2. **: Két qua bo dong S0 trang: 1/1
Ngay 4p dung: 06/02/2017 - 130 Phiit cho cdc xét nghiém thudng qui + mién dich. Léy mau tai nha: 0935 365 116 H: High - L: Low



M3 sd BN:
‘Miayté:
V. PHAN DANH CHO POI TU'QNG TANG HUYET AP:
29. Thoi gian dugc chin doan THA:
A 1. <1 nim. 2.1-5nim @S—IOnﬁm 4.> 10 ndm
30. Didu trj THA:
@ Ubng thubc lién tyc m3i ngdy
2 Uc")ng.thu(“')c khi c6 triéu chimg kho chiu
3. Khéng ubng thudc diéu tri THA
31. Cac thudc dang didu tri THA

1. Nhom trc ché canxi: %ﬁwﬁcﬂ&h/g%ﬁ /( P/Z\

2. Nhém trc ché men chuyén: »’bﬁé’l
3. Nhém trc chethuthe Pﬁ e Con 2’5 ”7 /
4. Nhoém trc ché beta:
32. S6 loai thubc dang diéu tri:
1. 1loai @3 loai
2. 2loai 4. 4 loai
33. Piéu tri dat HA muc tiéu (HATT/HATTr < 140/90, Ngudi > 80 tudi < 150/90):
1. B3 dat HA muc tiéu
@ Chua dat HA muc tiéu.
VI PHAN NHOM NGHIEN CUU
1. Khong THA va khong ting homocystein
2. Khéng THA c6 tang homocystein
3. C6 THA khong ting _homocystein'
C6 THA c6 tang homocystein
b4a. Piéu tri THA don thuan + Lacebo (calci D)
Diéu tri THA két hop ting homocystein
VII. CAN THIEP BPIEU TRI
34. C4c nhém thudc didu tri THA tiép theo:
. Nhém vrc ché canxi: T (3/6‘ }’V & %/ 7/&7

. Nhém tc ché men chuyén: G’gg / = dice

1
2
3. Nhom ¢ _ché thu the: & {J t u / j
4. Nhém irc ché beta: S C i ?“7



M3 s6 BN:

M4 yté:

35, S loai thubc dang diéu tri: ,
1 1loai . 3.3 loai

2. 2 loai I 4. 4 loai
36. Diéu tri ting homocystein 1.C6 - 2.Khéng
- ViaminB6: S O n«'
- Vitamin B12: ”\_.bv KE
L Addfolic: ¢ S e "f(a;
VIIIL. TAI KHAM LAN I (sau4 an)
37. Nhip timiphtt: L2
38. Tri s6 HA: _
- HATT(mmHg) A24
. -HATTx(mmHg) ¥4 , , |
39. Didu chinh thube HA: ....vvveeereeeeeeereennns Vs /WQ/ .................................
IX. TAI KHAM LAN II (sau 8 tuin)
40. Nhip tim/pht: 50
41. Tri s6 HA: _
- HATT(mmHg) A8
-HATTr(mmHg) ~  _4¥
- - Phan d6 HA theo VNHA/VSH (2015):" |
Phéan loa1 *| HATT (mmHg) | HATTr (mmHg )
U Téi wu | <120 <30
Tidn THA o L eT90-139 80 — 89
3. THA 61 - - | 40-159 90 —99
4. THA @2 S 160 — 179 100 — 109
5. THA 463 > 180 >110 -
6. Tang huyét ap tAm thu don doc = 140 <90

42. Nong d6 homocystein méau 1an 2:

...................... ,ngay thang nam 2018

Nghién ctru sinh



Ma s6 BN: (074

Mﬁ y té : | :
. BENH AN NGHIEN CUU

(Nghién ciru ndng do homocystein mau va hiéu qua

diéu tri ting homocysteme mau & ngudi cao tudi tang huyet ap)

I. THONG TIN CA NHAN: ;

1. Hovatén: LUL) \I/\N H'TEJ ........................................................................
2. Tudi: 195D(€5) 1.60-64 (2,65 - 69. 3.>70

3. Gisi/Nar . (LNam 2. Nit |

PR T L AN NN S R 7 ————————

5. Nghé nghiép hién tai: ...LAGL.... 2L D i snssssssassasssvasssssmessssssssmmessnsissmonsussimsnmssinns

6. Mz the BHYT (nbucé): O XA LALATCITRL oo oeerrrecenerassscin

O Y P () TR W ——

8. Hoten ngUOi thAN:.....o.c.coooerieererrerie et s

9. S4 dién thoai ca nhan (ngudi than): .L1CH $ n v RS

Il. TIEN SU BENH TAT

- Déi théo duong. 1.Cé (2)Khéng

.Co (2)Khéng
.Co @Khéng
.Ch (2)Knong
. Co ~ @Khéng '
- Goute, luput ban d6, vy nén ning. .Cé - @th‘mg

- Ung thur. | 1.c6  (2)Knéng
- Chy ghép tang. | 1.Cé (2)Khéng
- Pang sir dung céc thubc: Methotrexat, cyclosporin, " 1.Co @Chﬁng
phenytoin, carbamazepin, theophyline, cholestyramin,

- Béo phi, r6i loan lipid méu.
- Bénh mach vanh.
- TBMMN méi xuét hién trong vong 02 thang.

- Suy thén man.

S Ar (Y S G vy

colespitol, acid nicoﬁﬁic, loi tiéu thiazid,.
III. KHAM LAM SANG LAN PAU:

10. Nhip tim/phut: 8.
11. Trisé HA: .
-HATT(mmHg) - m‘

- HATTr(mmHg) 34 .



M sé BN:
Mayté:

- Phan d6 HA theo VNHA/VSH (2015):

Phan loai [ HATT (mmHg) |HATTr (mmHg)
@Téiuu | ' <120 <80
2. Tien THA - | 120-139 |  80-89
3. THA )1 | 140-159 | 90-99
4 THA G2 - 160 — 179 100-109
5. THAd3 . > 180 > 110
6. Ting huyét 4p tAm thu don doc > 140 <90

'12. Cénning: 4V kg:
13. Chiducao: 101  cm.
"14. Vongbung: €9  cm
15. Vong méng: ¥4 cm
16. Kham toan than:
IV. CAN LAM SANG:
17. Pudng huyét lic d6i:
18. Creatinine huyét:
19. MDRD:
20. Acid uric huyét:
21. Cholesterdl toan phan:
22. LDL-C: |
23. HDL-C:
24. Triglycerid:
25. Nong d6 homocystein méu:
26.- Nong d6 vitamin B12 méu:
27. Nbng db acid folic mau:
28. Két qua ECG:



Cong hoa Xa hoi Chu nghia Viét Nam
Doc 1ap — Tu do — Hanh phtic

GIAY PONG Y THAM GIA NGHIEN CUU

Toi ten: LU VAT AHEM. .. Tudi ... 65 oo,
Pia chi: .5 2C.. Ngungedr. A0, Ninki....K6. .. F,.. .. 00 .My The. -

Dién thoai: . QUE48)... 16 8.206.5972 . ccoveeeeeeeseeeeeeeaaanen,

Sau khi dugc tr van, giai thich rd ring vé quyén lgi va trach nhiém cGa ban
than t6i khi tham gia dé tai “Nghién ciru ndng d6 homocystein mau va hiéu qua
diéu tri ting homocystein mau & ngudi cao tudi tdng huyét ap” cu thé nhu:

1. Quyén lgi khi tham gia nghién ciu:

- Duoc khdm bénh va thuc hién xét nghiém cén 1am sang @& chén doan

bénh THA va mét s6 bénh Iy khac kém theo.

- Duoc béc s ké don va huéng dan c4c bién phép didu tri nham kiém soat

t6t bénh tang huyét 4p va céc bénh 1y kem theo.

2. Tréach nhiém khi tham gia nghién ctru:

- Cung cip diy du, chinh x4c thong tin v& tién st ban thén, gia dinh.

- Thuc hién ddy du céc huéng dan ciia nhém nghién cir.

Toi dng ¥ tham gia nghién ctru va s& thyc hién ding nhimng didu ma nhém
nghién ciru da tw vn va huéng dan.
Tién Giang, ngay .4. thang /. nam 201§..
Ngudi ddng y tham gia nghién ciu

(Ky va ghi 10 ho tén)

Lt van Thtm



CONG TV TNHH ¥ TE HOA HAO IHIHIIIIIH Illllllllﬂlﬂlllllllllllllll] l

&\ PHONG KHAM DA KHOA . S.T.T;
5\ KHOA XET NGHIEM (MEDIC - LAB) Ngay DK: 04/04/18 Gio lay mau 13 34:31

Hotline: (028) 3834 9593 - 1900 6497

254 Hoa Hio - P4 - Q.10 - TPHCM Giy DK: 12:52:20 Gidinlan 1: 14:33:18

Tel: (028)3927 0284 (Ext:1134) - Fax:(028) 3927 1224

5’\::»:lm‘:::‘i’x‘c‘.‘-ll‘f;I:‘:::;Jw‘vl\’:;::d|t-llhmmvn PHIEU KET QUA XET NGHIEM

(BM.TTXN.XN.02.1 - Phién ban: 2.0)

Ho tén: LUU VAN THEM Nam sinh: 1953 Phai:Nam BT:
Pon vi: DTNC BS NGUYEN MINH TAM Bic si chi dinh: 3
Dia chi: 57/6 NAN - K1 Loai mau: Mau
TEN XET NGHIEM KET QUA KHOANG THAM CHIEU
Glucose (FPG)* 4.48 (390 - 5.90 mmol/L)
LDL Cholesterol 1.65 (< 3.60 mmol/L)
HDL Cholesterol 1.04 (>0.90 mmol/L)
Triglycerides 1.14 (0.5 - 2.30 mmol/L)
Cholesterol, Total 3.23 (2.6 - 5.2 mmol/L)
Uric Acid/Serum 5.40 (M :3.4-7.0; F:2.4-5.7mg/dL)
D6 Loc Cu Than (eGFR) *
Creatinin/Serum 0.850 (M: 0.6 - 1.3; F:0.5 - 1.1 mg/dL)
MDRD - 4 90 (60 - 130 mL/min/1.73 m?)
Ngay: 04/04/18
Khoa Xét nghiém ;,
A

“ow

Npisin Bo i

THOI GIAN TRA KET QUA TRONG VONG: 1. Xét nghiém da duge cong nhn ISO 15189 : 2012
- 70 Phiit cho xét nghiém thuding qui (Sinh héa. huy€t hoc...) 2.**: Keét qua bdo dong 0 “$ 1/1
Ngay ap dyng: 06/02/2017 - 130 Phiit cho cdc xét nghiém thuding qui + mién dich. Lé_v miu tai nha: 0935 365 116 : Hi Low



CONG TY TNHH Y TE HOA HAO

o e (] AR AOR
@ KHOA XET NGHIEM (MEDIC - LAB) II:IID: 0 ST.T; X1603

z 5] Hotline: (028) 3834 9593 - 1900 6497 gay DK:12/04/18 Gio lay mau: 17:01:06
Ngs? Lot r4 Q0. oM GIODK: 16:2:02 Gitin lAn2: 17:06:12

o ftibs ~ P 2 V2 ~
wncicisnzommmesewsonn PHIEU KET QUA XET NGHIEM

(BM.TTXN.XN.02.1 - Phign ban: 2.0)

Ho tén: LUU VAN THEM (X1303-04/04) Niam sinh: 1953 Ph4i:Nam DT:

Don vi: PTNC BS NGUYEN MINH TAM Béc si chi dinh: .
Pia chi: Loai miu: Mau
TEN XET NGHIEM KET QUA KHOANG THAM CHIEU
Folate/Serum (Siemens) - 7.20 (3.1 -20 ng/mL)
Vitamin B12 349.0 (211 - 911 pg/mL)
Homocysteine Total

23.71 H (5-15pmollL)

Neay: 13/04/18
Khoa Xét nghiém A

~ow

BS.Npuyén Bio Toin

THO! GIAN TRA KET QUA TRONG VONG:
- 70 Phiit cho xét nghiém thuding qui (Sinh héa. huyét hoc...)
- 130 Phiit cho cdc xét nghiém thudng qui + mién dich.

L. Xét nglﬂénl da dwge cong nhén 1SO 15189 : 2012
2. *%: Két qua bio dong

Lol
Ngay 4p dung: 06/02/2017 LAy miu tai nha: 0935 365 116 H: Hi§0 trangod/1




CONG TY TNHH Y TE HOA HAO (i I lIIIIIIIIIIIiilli!Iglllliill fl

PHONG KHAM DA KHOA PID: 0 ST.T; X140

KHOA XET NGHIEM (MEDIC - LAB) Ngay DK:28/06/18  Gio lay mau: 12:14:38
Hotline: (028) 3834 9593 - 1900 6497 10 . . . Iy 1 A . . .

S 254‘}{63}}50,_)1)‘4_Q‘IO_TP_HCM Gio BPK: 11:40:28 Gioinlan2: 13:39:51
Tel: (028)3927 0284 (Ext:1134)- Fax:(028) 3927 1224

L e PHIEU KET QUA XET NGHIEM

VILAS Med 060) vy, medic-lab.com /www.medic-lab.com.vn
(BM.TTXN.XN.02.1 - Phién ban: 2.0)

Ho tén: MT077 LUU VAN THEM Nim sinh: 1953 Phai:Nam PT:
Don vi: PTNC BS NGUYEN MINH TAM Béc si chi dinh: 5
Dia chi: Loai mau: Mau
TEN XET NGHIEM KET QUA KHOANG THAM CHIEU
Homocysteine Total v 11.57 (5 - 15 pmol/L)
Ilglglgﬁy:x 28/0?1/18
oa Xét nghiémy
/ n}
THO! GIAN TRA KET QUA TRONG VONG: 1. Xét nghiém d dugc cong nhan ISO 15189 : 2012 ,
SO trang: 1/1

- 70 Phiit cho xét nghiém thudng qui (Sinh héa, huyét hoc...) 2. **: Két qua béo dong
Ngay dp dung: 06/02/2017 - 130 Phiit cho céc xét nghiém thudng qui + mién dich. Léy mdu tai nha: 0935 365 116 H: High - L: Low
®



. Ma sdé BN:
‘May té:
V. PHAN DANH CHO POI TU'()NG TANG HUYET AP:
29, Thoi gian duge chin doan THA:
L <lmim  2.1-5nim  3.5-10mm 4> 10nim
30. Diéu tri THA:
1. Ubng thudc lién tyc mbi ngdy
2. Ubng thudc khi c6 triéu chimg khé chju
3. Khéng udng thudc didu tri THA
31. Céac thubc dang diéu trj THA

1. Nhém tc ché canxi:
2. Nhém trc ché men chuyén:
3. Nhém trc ché thy thé:
4. Nhém trc ché beta:
32. Sb loai thubc dang didu tri:
1. 1 loai 3. 3 loai
2. 2loai 4. 4 loai
33. Diéu tri dat HA muc tidu (HATT/HATTr < 140/90, Ngudi > 80 tudi < 150/90):
1. Di dat HA muc tiéu
2. Chua dat HA muc tiéu.
VL. PHAN NHOM NGHIEN CUU
1. Khong THA va khéng tang homocystein
2. )Khong THA c6 tang homocystein
3. C6 THA khong tang _homocystein‘
4. Co6 THA c6 tang homocystein
4. Didu trj THA don thuin + Lacebo (calci D)
4b. Piéu tri THA két hop tang homocystem
VII. CAN THIEP PIEU TR]
34. Cac nhém thubc didu tri THA tiép theo:
Nhém tec ché canxi:
Nhém tic ché men chuyén:
Nhém e _ché thu thé:

Nhém tre ché beta:

ol



M3 s& BN:

B May té:
'35, 86 loai thube dang diéu tri: ‘
1 lloai . 3.3 10ai
2. 2 loai 5 4. 4 loai
- 36. Diéu trj ting homocystein 1.Cé6 - ,2.Khodng
- VitaminB6: oo my | 1@_@'{] o, F ﬂ[u’@?)

| f‘Vi_tami_nBIZ: SO ’WQ « Q%@E
- Acid folic: * < o n ;;/ti j ) C{ o Yo

VIII. TAI KHAM LAN I (sau'4 tuin)
37. Nhip tim/phut: A _:}_f}
38. Tri so HA:

- HATT(mmHg) %

- HATTr(mmHl) ﬁ
39. Piéu chinh BB BT i smsss e swusmmmsgayssssmnpsnguneny e gxamesnssss a6 RERESES

................................................................................................................................................

IX. TAI KHAM LAN II (sau 8 tudn)

40. Nhip tim/phit: JjO_
41. Trisd HA:
- HATT(mmHg) 410
-HATTr(mmHg) - 70 __
- - Phén 6 HA theo VNHA/VSH (2015):" _ |
Phan loai | HATT (mmHg) | HATTr (mmHg )
i.) Toi vu <120 . <80
2. Tién THA ] 120-139 80 — 89
3. THAd61 - - - 140 — 159 90 -99
4. THA 362 ' 160 —179 100 — 109
5. THA 403 > 180 >110 -
6. Tang huyét ap tAm thu don ddc > 140 <90

42. Nong d6 homocystein mau 1an 2:

...................... ,ngay  thang nam 2018

Nghién ctru sinh



Phu luc 4
CONG HOA XA HOI CHU NGHIA VIET NAM
Doc lap — Tu do — Hanh phtc

Sé:
GIAY HEN TAI KHAM
Lan thi 1
Kinh giti: Ong (BA) ......ccoovvvveveeeeceeeeeeeeeen, Sinh nam: ................
Dia Chi: oo —————
SR 2 ST {53 1 03 5 SO

Can cir két qua xét nghiém, chung t6i nhan thiy 6ng (bd) c6 ting nong

do homocystein trong mau,

Pé diéu tri giam ndng d6 homocystein trong mau cta 6ng (ba), ching
t6i tran trong kinh moi 6ng (ba) hay sip xép thoi gian va céng viée co mit tai

............................................ ding ... gio ... phat ngay ........./.../.../

...................... ,ngay thang nam 2018

Nghién ctru sinh



Phu luc 5
CONG HOA XA HOQI CHU NGHIA VIET NAM
Doc 1ap — Tu do — Hanh phuc

S6
GIAY HEN TAI KHAM
Lan thir 2
Kinh giti: Ong (BA) ....cocovveeeveeeceeeeeee e Sinh nam: .............
Dia Chiz .o
SODT: oo, 51 1 03 5 TS

Can ctr két qua xét nghiém, chung t6i nhan thiy 6ng (bd) ¢ ting ndng
d6 homocystein trong mau, dong thdi ching t6i cling dd cap thudc diéu tri
nham 1am giam ndng d6 homocystein trong mau cua 6ng (ba) trong thoi gian
08 tuan.

Pé danh gid lai tinh trang strc khoe ciia ong (ba) va lam lai mot s6 xét
nghiém, chiing t6i tran trong kinh moi ong (ba) hay sap xép thoi gian va cong
VIEC COMAL TA1 ..t ding ... gi¢ ... phit ngay
......... /.../.../ 2018 dé duoc tai kham dung theo lich.

Chuay:

- Phai nhin 4n, ung tir 21 gio' dém hom trude dé lam cac xét nghiém
mau cho chinh xac (c6 thé udng dugc nude chin hodc nude sudi).

- Khéng udng ruou (bia) it nhat mot ngay (24 gio).

- Khong ubng cafe it nhat mot gio (60 phut).

- Khong hut thudc 14 it nhét 15 phit.

- Mang theo cic gidy to co lién quan dén cac bénh 1y trudc ddy nhu:
Giéy xuét vién, cac két qua xét nghiém da co, toa thude, cac loai
thudc hién dang udng... va thé BHYT (néu co).

My Tho, ngay  thing nam 2018

Nghién ctru sinh



Phu luc 6

DANH SACH BENH NHAN THAM GIA NGHIEN CUU

De tai "Nghién ciru nong do homocystein mau
va hi¢u qua diéu tri ting homocystein & ngudi cao tudi ting huyét ap"

STT|CODE Ho Tén|Gi6i tinh | Tudi Dia chi
1 | 166 |Nguyén Thi A Nir 69 | My Tho-TG
2 | 22 |Nguyén ThiKim | A Nit 64 |Chau Thanh - TG
3 | 115 |Cao ThiKim A | Ni 78 |Chéau Thanh - TG
4 | 171 |HO Ngoc A Nit 65 | My Tho - TG
5 234 |Nguyén Thi Kim | A N 70 | Tan Phuoc - TG
6 | 241 |Huynh Ngoc A Nam 73 |Ch&u Thanh - TG
7 66 |Lé Thi A Nir 60 | ChoGao-TG
8 | 157 |Tran Thi A Nit 65 | My Tho - TG
9 | 193 [Nguyén Hiru A | Nam | 71 | MyTho-TG
10 | 294 |Lé Thi A | Ni 76 |Chau Thanh - TG
11 | 41 |Nguyén Thi A Nir 62 | My Tho-TG
12 | 104 |Lé Thi B Nir 79 |Chau Thanh - TG
13 | 172 |Nguyén Vin B| Nam | 65 | MyTho-TG
14 | 224 |Tran Vin B | Nam | 68 | Tan Phudc - TG
15 | 252 |Lé Thi Muoi B Nir 62 |Chau Thanh- TG
16 | 305 |NguyénThiBé | B Nit 60 |Chau Thanh - TG
17 | 132 |Lé Thi B Nir 70 | Cho Gao-TG
18 | 232 |Ha Vin B | Nam | 67 | Tan Phudc- TG
19 64 |Nguyén Thi B Nir 63 | Cho Gao-TG
20 | 6 |Tran Vian B | Nam | 65 | M§jyTho-TG
21 | 214 |Phan Thi B Nir 60 | Tan Phudc - TG
22 | 254 |Nguyén Thi B Nit 75 |Chéau Thanh - TG
23 | 273 |Nguyén Thi B Nir 72 |Chau Thanh - TG
24 | 280 |Nguyén Vin B | Nam | 70 |Chau Thanh-TG
25 | 267 |Nguyén Vin B | Nam | 66 |ChauThanh-TG
26 | 122 |Huynh Van B Nam 75 |Chéau Thanh - TG
27 | 136 |Cao Thi B Nir 62 | Cho Gao-TG
28 | 150 |Nguyén Vin B | Nam | 78 | M§yTho-TG
29 | 163 |Lé& Thi B Nir 65 | My Tho-TG
30 | 311 |Nguyén Thi B Nit 71 |Chéau Thanh - TG
31 | 215 |Poan Thi B Nir 60 | Tan Phudc - TG
32 | 49 |LéThi B Nir 66 | My Tho - TG
33 | 314 |Nguyén Thi B Nir 69 |Chau Thanh - TG




34 | 264 |Ngo Thi B Nir 70 |Chau Thanh - TG
35 | 226 |Lé Thi B Nir 60 | Tan Phuéc - TG
36 | 301 |Tran Thi Ngoc C Nir 68 |Chéau Thanh- TG
37 | 276 |Pham Vin C | Nam | 65 |Chau Thanh-TG
38 | 167 |Nguyén Thi C Nir 61 | My Tho- TG
39 | 2 |Nguyén Xuin C| Nam | 71 | MyTho-TG
40 | 178 |Tran Vian Ch| Nam | 86 | MyTho-TG
41 | 129 |Tran Hitu Ch| Nam | 78 | Cho Gao-TG
42 | 302 |Tran Thi Kim Ch| Ni 61 |Chau Thanh- TG
43 | 143 |Nguyén Thi Ch Nir 77 | ChoGao-TG
44 | 216 |Lé& Thi Ch| N 63 | Tan Phudc - TG
45 | 227 |Phan Vin C | Nam | 62 | Tan Phudc- TG
46 | 36 |Dinh Thi C Nir 69 |Chéau Thanh-TG
47 | 51 |Tran Thi C Nit 66 | My Tho - TG
48 | 156 |Nguyén Thi C Nit 62 | My Tho - TG
49 | 255 [Nguyén Thi C Nit 60 |Chau Thanh - TG
50 | 256 |Nguyén Thi C Nir 61 |Chau Thanh-TG
51 | 313 |Lé& ThiBach C Nir 63 |Chau Thanh - TG
52 | 78 |Huynh C| Nam | 65 | MyTho-TG
53 | 162 |Pham Thi D Nir 62 | My Tho-TG
54 | 230 [Vd Thi D Nir 62 | Tan Phudc - TG
55 | 155 |Nguyén Hitu D Nit 64 | My Tho- TG
56 | 108 |Tang Thi D Nir 60 |Chau Thanh- TG
57 | 124 |Ha Thi D Nir 66 |Chau Thanh - TG
58 | 147 |Lé Thi My D Nir 65 | My Tho-TG
59 | 191 |Nguyén Vin D| Nam | 64 | My Tho-TG
60 | 247 |Huynh Thi b Nir 88 |Chau Thanh - TG
61 | 198 |Phan Thi b Nir 69 | Tan Phudc - TG
62 | 30 |Nguyén Thi b Nit 71 |Chau Thanh - TG
63 | 257 |Pd Ngoc P | Nam | 67 |[ChauThanh-TG
64 | 148 |Nguyén Hitu b Nit 62 | My Tho - TG
65 | 40 |[Cao Thi 15 Nir 75 |Chau Thanh - TG
66 | 46 |Nguyén Thi b Nit 62 | My Tho-TG
67 | 110 |Nguyén Thi b Nir 62 |Chau Thanh - TG
68 | 239 |Nguyén Thi b Nit 70 | Tan Phuée - TG
69 | 220 |Tran Thi b Nir 62 | Tan Phudc - TG
70 | 90 |Trinh Thi b Nir 61 | My Tho-TG
71| 4 |TranThi b Nir 60 | My Tho-TG
72 | 158 |Nguyén Hoang b Nam 66 | My Tho-TG
73 | 296 |Vd Vian b | Nam | 64 |Chau Thanh-TG

WNE

4\



74 | 235 [Ngé Vin b | Nam | 80 | Tan Phudc - TG
75 | 50 |Pham Thi G Nir 68 | My Tho-TG
76 | 121 |Tranvin G | Nam | 68 [ChauThanh-TG
77 | 249 |Tran Thi Gh| Nir 66 |Chau Thanh- TG
78 | 258 |Poan Vin Gi | Nam | 63 |Chau Thanh-TG
79 | 199 [Vo Thi G Nir 78 | Tan Phuéc - TG
80 | 135 |Luu Thi H Nir 62 | Cho Gao-TG
81 | 38 |NguyénThiKim | H Nir 61 |Chau Thanh - TG
82 | 37 |Nguyén Thi H Nit 68 |Chau Thanh - TG
83 | 170 |HO Vin H| Nam | 67 | My Tho-TG
84 | 187 |Pham Thi H Nir 71 | My Tho-TG
85 | 213 |Nguyén Thi H Nit 70 | Tan Phuéc - TG
86 | 295 |NguyénThiBé | H Nir 64 |Chau Thanh - TG
87 | 43 |Halong H| Nam | 60 | My Tho-TG
88 | 113 |Huynh ThanhHa | H | Nam | 62 |Chau Thanh- TG
89 | 188 |Bui Vin H | Nam | 60 | My Tho-TG
90 | 245 |Nguyén Ngoc H Nam 61 |Chau Thanh-TG
91 | 42 |Pham Thi H Nir 65 | My Tho-TG
92 | 128 |Lé Thi Hiru H Nir 70 | Cho Gao-TG
93 | 268 |Huynh Vin H | Nam | 60 |Chau Thanh-TG
94 | 281 |Nguyén Thi H Nir 76 |Chau Thanh - TG
95 | 28 |Truong Thi H Nir 68 |Chéau Thanh - TG
96 60 |Pham Thi Lé H N 60 | ChoGao-TG
97 | 74 |Pinh Thi H Nir 65 | Cho Gao- TG
98 | 119 |Lu Thi Thu H Nir 66 |Chau Thanh- TG
99 | 161 |Luu thi kiéu H Nir 62 | My Tho-TG
100 | 194 |Lir Tuyét H Nir 69 | My Tho-TG
101 | 240 |(Phan Thi H Nir 60 | Tan Phudc - TG
102 | 299 [Nguyén Viét H Nit 74 |Chau Thanh - TG
103| 59 |Nguyén Cong H| Nam | 66 | My Tho-TG
104 | 134 |Tran Vin H| Nam | 70 | Cho Gao-TG
105| 145 |Phan Van H Nam 60 | My Tho-TG
106 | 279 |Poan Vin H | Nam | 68 |Chau Thanh- TG
107 | 112 |[Huynh Thj Xuan | H Nir 64 |Chau Thanh- TG
108 | 173 [Nguyén Thi H Nit 65 | My Tho - TG
109 | 45 |Tran Thi Ngoc H Nir 66 | My Tho-TG
110 | 101 [Ng6 Minh H | Nam | 60 |Chau Thanh-TG
111 | 126 [Nguyén Thi H Nit 77 | Cho Gao-TG
112| 92 |Lé Van H| Nam | 73 | My Tho-TG
113 | 165 |Pang Anh H Nir 63 | My Tho-TG
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114 | 218 |Nguyén Vin Kh | Nam 60 | Tan Phudc - TG
115| 164 |Huynh Thi L Nir 62 | My Tho-TG
116 | 260 [Nguyén Thi L Nit 77 |Chau Thanh - TG
117 | 312 [Ngo Ngoc Thu L Nit 60 |Chau Thanh - TG
118 | 196 [Vd Vin L | Nam | 64 | TanPhudc - TG
119 | 84 |Tran Ngoc L | Nam | 70 | My Tho-TG
120 | 209 [Nguyén Thi L Nit 76 | Tan Phudc - TG
121 | 25 |LéNgoc L N 64 |Chéau Thanh - TG
122 | 118 |Nguyén Thi Kim | L Nit 62 |Chau Thanh - TG
123 | 183 |Truong Thi L Nir 60 | My Tho - TG
124 | 229 |Nguyén ThiKim | L N 62 | Tan Phuoc - TG
125| 237 |Lé Thi L Nit 63 | Tan Phude - TG
126 | 285 [Nguyén ThiKim | L Nit 68 |Chau Thanh - TG
127 | 176 |Doan Thi L Nit 66 | My Tho - TG
128 | 142 |Nguyén Thi L Nit 61 | Chg Gao-TG
129 | 185 [Nguyén Thi L Nit 79 | My Tho - TG
130| 221 |Nguyén Thi L N 62 | Tan Phuoc - TG
131| 96 |Tran Thi Tuyét L Nit 66 |Chau Thanh - TG
132 | 203 [Huynh Thi L Nit 60 | Tan Phude - TG
133| 11 [Nguyén Thi L Nir 65 | My Tho - TG
134 | 152 [V6 Minh L | Nam | 69 | My Tho-TG
135| 12 |Vd Thi L Nit 65 | My Tho - TG
136 | 223 |Pham Cong L Nam 70 | Tan Phuodc - TG
137 | 168 |Nguyén Thi L Nir 68 | My Tho-TG
138 | 159 |POThi M Nit 65 | My Tho-TG
139| 8 |LéThi M Nit 60 | My Tho- TG
140 | 180 |[Lé Vin M| Nam | 70 | My Tho-TG
141| 88 |Nguyén Vin M| Nam | 69 | My Tho-TG
142 | 131 |Tran Thi Lé M | N 60 | Chg Gao- TG
143 | 244 |Lé Vin M | Nam | 60 |Chau Thanh-TG
144 | 277 [Pham Thi M Nir 68 |Chau Thanh - TG
145| 160 [Nguyén Thi M Nit 63 | My Tho - TG
146 | 288 |Tran Thi M Nit 76 |Chau Thanh - TG
147 | 67 |Tran Thi M | N 64 | Cho Gao - TG
148 | 94 |Phan Thi Thanh | M N 60 | My Tho-TG
149 | 182 [Nguyén Thi N Nir 63 | My Tho - TG
150 | 18 |Nguyén Vin N | Nam | 70 | My Tho-TG
151| 24 |LéThi N Nir 66 |Chau Thanh - TG
152 | 177 |Pang Van N Nam 65 | My Tho-TG
153 | 250 [Nguyén Thi N Nit 78 |Chau Thanh - TG




154 | 272 |Nguyén Vin N | Nam | 68 |Chau Thanh-TG
155| 315 |Lé Thi N Nir 61 |Chau Thanh - TG
156 | 243 |Nguyén Thi Ng | Nix 60 |Chau Thanh-TG
157 | 293 |Tréan Thi Ng | Nix 70 |Chau Thanh - TG
158 | 99 |Lam Thi Ng | Ni 61 |Chau Thanh - TG
159 | 175 |Pham Thé Ng| Nam | 64 | My Tho-TG
160 | 69 [Nguyén Thi Ng N 70 | Cho Gao-TG
161| 169 |Lé Thi Ngh| Nir 79 | My Tho-TG
162 | 62 |Pham Vin Ngh| Nam | 70 | Ch¢ Gao-TG
163 | 53 |Tran Thi Kim Ng | Nix 66 | My Tho-TG
164 | 79 |Bui Thi Ng | Nix 64 | My Tho-TG
165 | 123 |Nguyén Kim Ng | Nam | 61 |Chau Thanh-TG
166 | 81 |V5 Thi Thanh Nh| Nix 67 | My Tho-TG
167 | 259 |Pd Vin Nh| Nam | 66 |Chau Thanh-TG
168 | 63 [Nguyén Thi Nh | Ni 72 | Chg Gao-TG
169 | 149 [Pham Thi Nh| Ni 81 | M§jTho-TG
170 | 287 |Huynh Kim Nh| Nam | 61 |ChauThanh-TG
171| 190 |Lé Thi Nh| Nix 61 | My Tho-TG
172 | 275 [Nguyén Vin Nh| Nam | 61 |ChauThanh-TG
173 | 298 |Luong Thi Nh| Nix 78 |Chéau Thanh - TG
174 | 47 |Nguyén Thi Nh | Nir 61 | My Tho-TG
175| 207 |Pham Thi Nh | Ni 76 | Tan Phuédc - TG
176 | 89 [Nguyén Thi Nh | Ni 76 | My Tho - TG
177 | 184 |Pang Thi Nh| Nix 64 | My Tho-TG
178 | 111 |Pham Khic O | Nam | 62 |ChauThanh-TG
179 | 133 |Nguyén Thi o) Nir 65 | Cho Gao-TG
180 | 97 [Nguyén Thi O | Nam | 71 |ChauThanh-TG
181| 270 |Nguyén Vin Ph| Nam | 80 |Chau Thanh-TG
182 | 107 |[Huynh Kim Ph | Nam | 67 |Chau Thanh-TG
183 | 205 |V5 Vin Ph | Nam | 68 | Tan Phudc- TG
184 | 228 |Poan Van Ph Nam 73 | Tan Phudc - TG
185| 100 [Nguyén Nhan Ph| Nam | 71 [Chau Thanh-TG
186 | 138 |Nguyén Thi Ph | N 61 | Cho Gao-TG
187 | 98 |Poan Vin Q | Nam | 68 [ChauThanh-TG
188 | 204 |Tran Cén Q | Nam | 68 | TanPhudc- TG
189 | 307 |V5 Thi R Nir 63 |Chau Thanh - TG
190 | 76 |ViiVan R | Nam | 60 | ChoGao-TG
191 | 65 [Nguyén Thi R N 61 | ChoGao-TG
192 | 141 |Tran Thi S Nir 65 | Cho Gao-TG
193 | 82 |Phan Thi S Nir 71 | My Tho-TG
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194 | 202 |Nguyén Vin S Nam 74 | Tan Phuodc - TG
195 | 265 [Nguyén Thi S Nir 68 |Chau Thanh - TG
196 | 95 |Pd Van S| Nam | 70 | My Tho-TG
197 | 91 |Vuong ThiNgoc | S Nit 61 | My Tho-TG
198 | 246 |Tran Ngoc S Nt | 71 [Chau Thanh-TG
199 | 291 |Nguyén Nhat T | Nam | 65 |Chau Thanh-TG
200| 10 |Nguyén Van T Nam 64 | My Tho-TG
201 | 127 |Pang Thi T Nir 68 | Cho Gao-TG
202 | 271 |Lé Van T | Nam | 68 |Chau Thanh- TG
203 | 309 |Nguyén Thi T Nir 65 |Chau Thanh - TG
204 | 13 |Nguyén Vin Th | Nam 79 | My Tho-TG
205 | 181 |Tran Vian Th| Nam | 64 | My Tho-TG
206 | 248 |Nguyén Thi Th| Ni 64 |Chau Thanh - TG
207 | 261 |Nguyén Thi Hong| Th Nir 78 |Chau Thanh - TG
208 | 109 |Thang Vin Th| Nam | 73 [Chau Thanh-TG
209 | 186 |V Pic Th| Nam | 62 | My Tho-TG
210 | 146 |Nguyén Vin Th | Nam 66 | My Tho-TG
211 | 206 |Ung Thi Th| Ni 74 | Tan Phudc - TG
212 | 72 |[Pham Thi Th| Ni 62 | Cho Gao-TG
213 | 253 |DPd Vian Th| Nam | 63 |Chau Thanh-TG
214 | 195 |Trinh Van Th Nam 61 | Tan Phudc - TG
215| 292 |Lé Quang Th| Nam | 75 [Chau Thanh-TG
216 | 120 |Tran Thi Th| Ni 68 |Chéau Thanh - TG
217 | 233 |Nguyén Thi Th| Nir 76 | Tan Phuée - TG
218 | 274 |Nguyén Thi Th| Nir 63 |Chau Thanh - TG
219| 77 |Luu Vin Th| Nam | 65 | My Tho-TG
220 | 56 |Huynh Thi Th| Ni 73 | My Tho-TG
221 | 263 |V0 Van Th | Nam 65 [Chau Thanh-TG
222 | 23 |Nguyén Thi Th| N 62 |Chau Thanh - TG
223 | 192 |Pham Thi Th| N 63 | My Tho-TG
224 | 200 |Lé Van Th| Nam | 61 | TanPhudc - TG
225| 219 |Tran ThiLé Th| N 64 | Tan Phuéc - TG
226 | 242 |Nguyén Thi Th| Nix 60 |Chau Thanh- TG
227 | 58 |Vii Van Th| Nam | 65 | My Tho-TG
228 | 154 |Mai Thi T Nir 86 | My Tho - TG
229 | 212 |Nguyén Thi T Nir 76 | Tan Phudc - TG
230| 17 |Lé Thanh T| Nam | 65 | MyTho-TG
231 | 210 |Nguyén Thanh T Nam 68 | Tan Phuoc - TG
232 | 316 |Nguyén Thi Tr| Nt 80 |Chau Thanh-TG
233| 20 |Pang Thi Tr | Nit 64 | My Tho-TG
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234 | 87 |Nguyén Thi Tr| Nu 62 | My Tho-TG
235| 278 |Tran Thi My Tr| N 66 |Chau Thanh - TG
236 | 52 |Huynh Thi T Nir 60 | My Tho-TG
237 | 282 |Nguyén Vin T | Nam | 66 |Chau Thanh-TG
238 | 189 |Nguyén Thi T Nir 66 | My Tho - TG
239 | 297 |Chau van T Nam 61 [Chau Thanh-TG
240 | 304 |[Nguyén Trong T Nam 71 |Chau Thanh - TG
241 | 103 |Lé Thi Bach T Nir 61 |Chau Thanh- TG
242 | 174 |Nguyén Thi Ngoc| T N 62 | MyTho-TG
243 | 269 |Ha Thi Anh T Nir 61 |Chau Thanh-TG
244 | 222 |Nguyén Thi U N 60 | Tan Phuoc - TG
245 | 153 |Nguyén Thi U Nit 67 | My Tho-TG
246 | 71 |V5 ThiBich V| Ni 60 | Cho Gao-TG
247 | 106 |Tran Thi Kim V| Ni 60 |Chau Thanh-TG
248 | 137 |V5 Thi V| Ni 67 | Cho Gao-TG
249 | 201 |Tran Thi V| Ni 60 | Tan Phudc - TG
250 | 231 |Lé& Thi Minh V| Ni 70 | Tan Phudc - TG
251 | 225 |Lé Vian V | Nam | 60 | Tan Phudc- TG
252 | 310 |Pham Vin V | Nam | 69 |Chau Thanh-TG
253 | 73 |Pham Thi V| Ni 61 | Cho Gao-TG
254 | 15 |Poan Thanh X | Nam | 77 | My Tho-TG
255 | 151 |Tréan Thi X Nir 68 | My Tho-TG
256 | 140 |Luu Thi Cam X Nir 76 | Cho Gao-TG
257 | 238 [Nguyén Thi Y Nir 66 | Tan Phuéc - TG
258 | 1 |Tran Ngoc Y Nir 61 | My Tho-TG
259 | 83 [CaoKim Y Nir 64 | My Tho-TG
260 | 125 [Pham Thi Y Nir 68 | Cho Gao-TG
261 | 217 |Chau Bach Y Nir 62 | Tan Phudc - TG
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PHU LUC HINH

Hinh phu luc 1. Cén sirc khoe TZ 120

CardioCare

Hinh phu luc 2. Mdy do dién tém dé CardioCare 2000
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Tén hng: HCXN cho méy Centaur CP/XP
Thanh phan/Cong dung & HDSD ¢ trong san pham
Quy céch déng géi: hop

M3 §P JLot/ HSD: Trén bao b san phém

oK/ Xudtir, SIEMENS = My
NK&PP: CTY TNHH TM-DVKT LUC TiNH
Dla chi:849 Tran Xudn Soan, P.Tén Hung,

ANnejusd viAAaV
SNIWN3AIS

Tén hang : HOXN cho miy Coreocy /i
Thanh phin/Cong dyng & D5 1 v, v phéin
Quy cich ding goi: hor

MaSP /Lot/ HSD: Trén bau - \x i

HSX/ Xudt xi: SIEMENS = My

NKBPP: CTY TNHH Th ST L i

Dja chi :849 Trér, Xuia Scon, 2. 7in Jung
Q7,TPHCM

DignThogl : 028.3/75° 740

Fax: 02837755746

ADVIA Centaur”

SIEMENS
FOL

Hinh phu luc 7. Bé thuéc thir acid folic ciia hing SIEMENS



Hép 4 vi x 20 vién nén. GMP
Box of 4 blisters x 20 tablets. NG

Folacid

Acid folic 5 mg

2
%)%  CTCP DPDL PHARMEDIC: 367 Nguyn Trdi, 0.1, TP. HG Chi Minh, Vigt Nam
PHARMEDIC JSC: 367 Nguyen Trai St., Dist. 1, Ho Chi Minh City , Viet Nam.

Hinh phu luc 8. Folacid 5mg
CTCP DPDL PHARMEDIC

Hinh phu luc 9. Vitamin B6 50mg
Coéng ty CPDP VINAPHARM

(4
% Hop 3 vi x 10 vién nén bao phim
Al

HASANCOB 5005

Mecobalamin 500 pg

(HASAN| CTY TNHH HASAN - DERMAPHARM
~—— Duting s5 2, KCN Ddng An, Binh Dudng, Viét Nam

Hinh phu luc 10. Hasancob 500ug
Cong ty HASAN DERMAPHARM




TAI LIEU THAM KHAO




