TAP CHI NGHIEN ClPU Y HOC

NGHIEN Cl’U NONG PO HOMOCYSTEINE VA FOLATE HUYET
TUONG O PHU NI’ CO SAY THAI, THAI CHET LWU TAI PHAT
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Homocystein (Hcy) trong mau ting cao lam tén thuong té bao ndi mé, tadng nguy co huyét khéi, lién quan

t6i mét s6 bénh tat nhw bat thudng thai sén. Folate Ia mét acid amin thiét yéu cé vai tro trong trong viéc chuyén
héa cta Hcy thanh Methionine. Nghién ctru nhdm dénh gia sw thay déi néng do va méi twong quan cua
Homocysteine va Folate huyét tuong & nhém bénh nhén c6 tién swr séy thai, thai chét luu. Nghién ciru mé ta
cét ngang gém 144 déi tong bao gébm nhém 97 phu ni¥ khée manh da tirng sinh con va khéng co tién st bat
thuong thai san tudi tir 18 - 45. Nhém bénh gém 47 phu ni¥ ¢6 tién st sdy thai hoéc thai chét luu it nhét tir 2
I4n tré 16n ngay tir IAn dau tién dén kham bénh. Hai ml méu & cac déi tuvong nghién ctru duoc do néng do Hey
va folate huyét tuong theo phuong phap mién dich héa phat quang trén hé théng Architect 12000 ctia Abbott.
Két qua cho thdy néng dé Hcey huyét turong & nhém ching 1a 7,06 + 1,96 umol/L, nhém bénh la 8,05 + 1,95, p =
0,005. Néng do folate huyét twrong & nhém ching la 11,62 + 3,38umol/L, nhém bénh la 11,18 + 2,79, p = 0,444.
Méi twong quan giita néng dé Hcy va Folate & nhém chiing la r = -0,429 va méi tvong quan dé & nhém bénh
13 r = -0,58. Nhw véy, ndng dé Hecy & nhém bénh nhén cé tién sir sdy thai, thai chét luu tai phéat tang cé y nghia
théng ké so v6i nhém chimg. Néng dé folate huyét tuong & nhém bénh nhén cé tién st sy thai, thai chét luu
tai phat khong cé sw thay déi déng ké so véi nhém chiing. C6 méi tuong quan nghich mirc do vira gitka ndng
dé6 Homocystein va folate huyét tirong & cd nhém bénh nhén cé tién st sdy thai, thai chét luu va nhém ching.

Twr khéa: Homocysteine, Hey, Folate, séy thai, thai chét lwu.

. DAT VAN BE

Homocysteine (Hcy) la mét axit amin co
chra lwu huynh dwoc hinh thanh trong qué trinh
chuyén héa methionine (Met) thanh cysteine
(Cys). Hey khong duorc téng hop tir thirc &n ma
né dwoc tdng hop tir Met qua mét qua trinh bao
gdm nhiéu bwéc. Hey cé thé duwoc tai chuyén
héa thanh Met ho&c chuyén thanh Cys vé&i sw
ho tro ctia mot sb loai vitamin nhém B.! Folate
la mét vitamin nhém B tan trong nuwéc, con
dwoc goi la vitamin B9 hoac folacin. Folate la
mot loai acid amin thiét yéu ma co thé khong
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tw tébng hop dwoc. Folate cé vai trd nhu mot
coenzyme, la mét chét trung gian trong viéc
cung cdp mét don vi cac bon cho viéc téng
hop cac acid nucleic va cac acid amin théng
qua phan tng kh&r metyl héa Hcy thanh Met.?
Nong d6 Hey cao cé thé gay ra tinh trang viém,
ngung tap tiéu ciu trong cac mach mau va lam
tang nguy co hinh thanh cuc méau déng gay béat
thwdng sinh san nhw sdy thai, thai chét lwu,34
hay cac khuyét tat dng than kinh.5 Trén thé gidi
cling d& cé nhiéu nghién clru vé viéc tang ndng
do Hey va gidm ndng do folate huyét twong gay
nén cac bat thuwéng thai sén tuy nhién van con
nhiéu yéu tb tranh cai, tai Viét Nam chua co
nghién cru ndo vé van dé nay. Vi vay chuing toi
tién hanh: “Nghién clru ndng dé homocysteine
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va folate huyét twong & phu ni cé tién st sdy
thai, thai chét lwu tai phat” véi cac muc tiéu:

1. Panh gid sy thay dbi néng do
homocysteine va folate huyét twong & nhém
bénh nhan c6 tién st sy thai, thai chét lwu tai
phat.

2. Nhan xét mdi twong quan cua
homocysteine va folate huyét twong trong
nhém bénh nhan co tién st sdy thai, thai chét
lwu tai phat.

I. DOI TWQNG VA PHUONG PHAP
1. Péi twong

144 ngwoi tham gia nghién clru, khong st
dung bat ky ché phadm c6 acid folic trong vong it
nhét 2 tuan, dwoc lwa chon theo 2 nhom:

Nhom chirng gdm 97 phu nit khée manh da
tirng sinh con binh thuéng ngay 1an dau tién
va khong c¢o tién st bat thwong thai san trong
do tudi tv 18 - 45 dwoc dén kham strc khoe
dinh ky tai bénh vién da khoa MEDLATEC. Tiéu
chuén loai trlr dwoc thiét lap theo hwéng dan
clia IFCC/C - RIDL (Lién doan héa sinh lam
sang va y hoc phong xét nghiém),6 bao gém:
BMI = 30, tiéu thu rwou = 70g /ngay, hut thube>
20 diéu/ngay, bénh hé thdng man tinh, cé bénh
cép tinh trong vong 14 ngay, dang nhiém virus
HBV, HBC hoac HIV, va dang & trong nam dau
sau sinh.

Nhém bénh: 47 phu ni cé tién st sdy thai
hoac thai chét lwu tiv 2 1an lién tiép tré Ién ngay

dwoc dam bao bi méat .

Ill. KET QUA

1. D6 tudi tham gia nghién ctru:

TAP CHi NGHIEN CPU Y HOC

l&n d4u mang thai dén kham tai Bénh vién Dai
hoc Y Ha No6i va Bénh vién phu san Ha Noi.
Tiéu chuan loai trir 1a: cac trwérng hop say thai,
thai chét lwu do cac nguyén nhan da biét: rbi
loan ndi tiét, bat thuwdng nhiém sac thé bd hodc
me, me mac hdi chirng Antiphospholipid, ... T4t
ca déi twong tham gia nghién ctru da duoc gidi
thich vé muc dich y nghia ctia nghién ctru va
ddng y tham gia nghién ctru.
2. Phwong phap

Nghién ctru mé ta cét ngang. Cac dbi twong
tham gia nghién ctu dwoc ldy 2ml mau tinh
mach cho vao éng lithium heparin sau dé dwoc
van chuyén dén phong xét nghiém trong vong
2 gio hodc tach huyét twong trong vong 1gid,
duwoc bao quan trong nhiét d6 2 - 8oC va van
chuyén vé phong xét nghiém trong vong 6 gio.
Céac mau mau duoc do ndng d6 Hey va folate
huyét twong theo phwong phap mién dich hoéa
phat quang trén hé théng Architect 12000 cla
Abbott. X ly sb liéu theo phan mém SPSS
20.0.
3. bao dirc nghién ctru

Nghién ctru dwoc thdng qua béi Hoi ddng
dao dwc Trwong DPai hoc Y Ha N6i ngay 30
thang 12 nadm 2016 v&i quyét dinh sd 208/
HDDDDHYHN. Cac dbi twong tham gia nghién
ctu 14 hoan toan tw nguyén, dwoc thong tin day
da vé muc dich, y nghia ctia nghién ciru va cé
quyén rut lui khi khéng mudn tham gia nghién
cu. Céc thong tin lién quan dén bénh nhan

Bang 1. So sanh dé tuéi tham gia nghién ctru

Nhém nghién ctru Tudi trung binh p (95%)
Nhém chivng (n = 97) 34,13 £ 5,47 0.86
Nhém bénh (n = 47) 31,51 £ 5,56 ’
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Do tudi cia nhém bénh va nhém chirng trong nghién ctru Ia twong dwong nhau, sy khac biét
khéng c6 y nghia thdng ké.
2. Nong doé homocysteine va folate trong hai nhém tuéi

Bang 2. So sanh ndng dé6 Homocysteine theo do tubi

Nhém nghién ciru Tudi 18 < 35 235 p
Hey (1Bng) ( ) 7,2+1,98 7,32 £ 2,05 0.755
cy (tong) (umo ,
(n = 85) (n=59)
7,02+1,76 7,09+2,19
Hcy (nhém chrng) (umol/L) 0,854
(n=52) (n =45)
8,06 + 2,17 8,03 + 1,36
Hcy (nhém bénh) (umol/L) 0,966
(n=33) (n=14)

Khong cé suw khac biét ndng dd Hey dwoc so sanh & hai nhdm tudi tir 18 - < 35 tudi va nhém tubi
tlr 35 - 45, du la & nhém bénh hay nhém chirng.
Bang 3. So sanh ndng do folate theo do tudi

Nhém nghién ctru Tudi 18 -< 35 235 o]
. 11,58 £ 3,15 11,33 £ 3,27
Folate (tdng) (ng/mL) 0,651
(n=85) (n=59)
11,78 + 3,49 11,44 + 3,26
Folate (nhém chirng) (ng/mL) 0,623
(n=52) (n =45)
11,62 + 2,54 10,99 + 3,41
Folate (nhém bénh) (ng/mL) 0,765
(n=33) (n=14)

Néng do folate huyét twong & nhom tudi sinh san tir 18 - < 35 tudi khdng thay dbi dang ké so voi
trong nhom tudi tir 35 - 45 (p > 0,5) & ca nhém bénh va nhém chirng.
3. Nong d6 homocysteine va folate trong hai nhém bénh va chirng

Bang 4. So sanh gia tri trung binh néng doé Hcy va folate & hai nhém

Nhém chirng Nhém bénh o]
Hcy (umol/L) 7,06 + 1,96 8,05+ 1,95 0,005
Folate (ng/mL) 11,62 + 3,38 11,18 £ 2,79 0,444
Sé lwong (n) 97 47

C6 sw khac biét c6 y nghia théng ké gitra ndbng d6 Hey clia nhém phu niv cé tién sir sdy thai, thai
chét lwu tai phat véi nhém phu niv da sinh con khde manh binh thuéng véi p = 0,005. Tuy nhién,
khong co sw khac biét gitra ndng do folate huyét twong & nhém bénh va nhém chirng.

4. M6i twong quan giira nong dé Homocysteine va folate
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Két qua cho thay, du phan tich trong nhém bénh hay nhém chirng, khi ndng dd Hcy tang thi ndng
do folate giam va nguoc lai. Mbi twong quan gitra néng dd Hcey va folate & nhém chirng la r = - 0,429

va nhém bénh lar =-0,58 (Hinh 1, 2).
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Hinh 2. Banh gia twong quan giira Hcy va Folate @ nhém bénh

IV. BAN LUAN

Tam quan trong cla folate dbi véi thai phu
dwoc Bryan Hibbard mo ta tir nam 1964 va sau
do la moét loat cac nghién ctru clia 6ng chirng
minh thiéu folate trong qué trinh mang thai gay
nén mét thai tw nhién, sinh non, di tat bdm
sinh...va can phai can thiép béng bd sung acid
folic.”Néng do Hcy tdng cao dwoc cho la c6 lién
quan dén ndng dd folate th4p trong cac nghién

clru cla Ray JG (1999),% sau d6é cac nghién
ctu chi ra ndng dd Hey huyét twong cao c6 thé
gay ra cac bién chivng thai ky ké ca khi ndng do
folate khong thdp cho thay viéc tac dung truc
tiép cla Hcy Ién sw phat trién cua thai nhi.

Do tudi tham gia nghién ctru cGia ching t6i la
twong dwong gitka nhém chirng va nhém bénh
v&i p = 0,86, diéu nay cho thay sw khach quan
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khi so sanh sy khac biét cac chi s6 sinh hoa
trong hai nhédm nghién cu nay. M6t s nghién
ctru da chira rdng ndng do Hcy va folate c6 thay
ddi theo gidi tinh, Ira tudi, hodc do anh huéng
cta kiéu gen MTHFR. O nguwoi 16n, tudi cang
cao, chuyén héa trong co thé c6 xu hwéng thay
ddi cha yéu tir tbng hop sang thoai héa nén cac
san phadm chuyén héa ndi sinh nhw folate va
Hcy thay ddi néng do dang ké. Ngoai ra chuyén
héa clia Hey con phu thudc va céc chét xdc tac
la cac vitamin nhém B. O’ nguwdi cao tudi, kha
nang hép thu cac vitamin tai ruét non bj giam
vi vay qua trinh chuyén héa clia Hcy ciing bi
gidm gay nén tinh trang tang nong dé Hcy &
ngwdi cao tudi, dic biét 1a tudi trén 60.1° Tuy
nhién, nghién clru ctia ching t6i cho thdy cac
ngwdng tudi phu ni trong dd tudi sinh san, dac
biét nhém phu ni trén 35 - 45 tudi, la tudi duwoc
cho réng c6 nguy co cao vé cac bat thuwdng thai
san, khong thay cé sw thay ddi néng dd Hcy
hoac folate so v&i nhom tudi tir 18 - 35.

Néng d6 homocysteine ting cao trong mau
dwoc xem la nguyén nhan gay xo vira, hep long
ddng mach, gay tdc mach, huyét khéi, tdng hinh
thanh cuc mau déng. Viéc tang nguy co hinh
thanh huyét khdi xay ra & vi mach tiép néi gitra
nhau thai va thanh t&r cung sé& gay bét thuong
thai san nhw say thai, thai chét lwu. Nghién ctru
cua Xiaoyuan Xie(2017)," va Doaa M (2018),"?
chi ra rdng néng d6 Hcy & nhém ngudi cé tién
st mét thai tai phat nhiéu 1an (nhém bénh) cao
hon dang ké& so v&i nhém phu ni binh thuéng
da ttrng sinh con khée manh (nhém chirng) voi
p < 0,01. Nghién ctru clia chung t6i cling nhan
thdy c6 sw tdng dang k& néng dd Hcy huyét
twong gitra nhdm phu niv say thai, thai chét
lwu tai dién so vé&i nhdm chirng. Nong do folate
huyét twong khong co sw khac biét & hai nhém
véi p > 0,05. Két qua nay twong tw véi nghién
cu cla Kumar va cong sw nam 2003, vé
ndng do folate khong thay déi dang ké khi dwoc

so sanh & nhom bénh va nhom chirng. Folate
t thirc &n vao co thé dwoc hédp thu va chuyén
héa thanh dang 5 - methyl THF |a dang folate
Iy hanh trong mau va c6 kha nang xuyén mang
dé vao trong té bao. Trong té bao 5 - methyl
THF can dwoc tach nhédm methyl dé chuyén tiy
dang monoglutamat thanh polyglutamat THF
gitp gitr cac folate & lai trong té bao nhdm sk
dung cho viéc téng hop DNA. Néu khong duoc
chuyén thanh dang THF thi 5 - methyl THF lai
s& xuyén mang té& bao ra ngoai va do dé té bao
khéng str dung dwoc folate. Tai gan, folate co
thé dwoc dw trir véi sd lwong 16n, dd nhu cau
trong vong moét nam nén ndng do folate huyét
twong kho thay déi & cac trang thai khac nhau
cuia té bao va co thé."

Néng d6 homocystein tdng cao c6 thé dwoc
han ché b&i vai trd cua folate qua cac mdi lién
quan chuyén héa. Néng dd cao folate anh
hwdng t&i sw gan bén virng véi cofactor FAD,
ngan ngtra chirng tang homocystein. b6 la sy
logic khi két qua nghién ctru nay cho thdy mac
doé twong quan nghich chat gitra ndng d6 Hey
va folate du dwoc phan tich trong nhém bénh
hay trong nhém chirng. Sy twong quan nay
twong doéng véi nghién ciu cla C. Scazzone
(2014),"* voi (r = -0,41, p < 0,001 (95% CI,
-0641, -0217). Khi nébng dé Hey trong mau tang
thi ddng thdi ndng do folate giam va nguoc lai.
Diéu do6 ching té folate co vai trd quan trong
trong viéc chuyén héa ctia Hey chir khéng chi
la mét nguy co doc lap gay ra cac bat thuong
thai san.

V. KET LUAN

Néng dd homocysteine huyét twong & nhém
bénh nhan c6 tién st sy thai, thai chét lwu tai
phat tdng c6 y nghia thdng ké so vé&i nhém phu
ni sinh con binh thwéng, tuy nhién ndng do
folate huyét twong & nhém bénh khéng cé sw
thay d6i dang ké so vé&i nhém ching.
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C6 méi twong quan nghich mire dd vira gitra
nong do6 homocystein va folate huyét twong &
cd nhom bénh nhan cé tién st sdy thai, thai
chét lwu tai phat va nhom ching.

L&i cam on

Nghién ctru dwoc thie hién dwéi sy giup dé
ctia B6 moén Y Sinh Hoc - Di truyén, Trudng Dai
Hoc Y Ha Néi, Bénh vién Phu San Ha Néi va
Bénh Vién Ba Khoa MEDLATEC, nghién ctru
dwoc bdo cdo 1an dau tién va khéng cé xung
dot lgi ich v&i cac cong trinh nghién cru khac.
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Summary
RELATIONSHIP BETWEEN PLASMA CONCENTRATION OF
HOMOCYSTEINE AND FOLATE IN WOMEN WITH RECURRENT
MISCARRIAGE

Hyperhomocysteinemia has been shown to be harmful to endothelial cells, to increase
thrombus formation which is associated with cardiovascular disease risk, early pregnancy loss or
neural tube defects. Folate is an essential amino acid that plays a role in the conversion of Hcy
to Methionine. This study was conducted to evaluate changes in concentration and correlation of
plasma homocysteine and folate in women with a history of recurrent miscarriage and stillbirth. The
study was composed of 144 subjects, aged from 18 - 45, including 97 healthy women who have
given birth with no history of reproductive abnormality and 47 women with a history of recurrent
fetal loss at least twice. plasma Hcy and folate concentrations were measured by fluorescence
immunization method on Abbott Architect 12000 system. The results showed that the plasma Hcy
concentration in the control and study group were 7.06 = 1.96 ymol/L and 8.05 £ 1.95, p = 0.005,
respectively. The plasma folate concentration in the control group and study group were 11,62 +
3.38umol/L and 11.18 £ 2.79, p = 0.444, respectively. The plasma concentration of Hcy increases
in parallel with folate level decreases in both control and study groups, r = -0.429 and r = -0.58,
respectively. The plasma homocysteine concentration in women with a history of recurrent fetal loss
was statistically elevated comparing to that in the control group. There was no significant difference
in plasma folate levels between the healthy women and women with pregnancy loss. There was
a moderately inverse correlation between plasma homocysteine and folate levels in both groups.

Keywords: Homocysteine, Hcy, Folate, miscarriage.
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