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TOM TAT

Tién san giat (TSG) la maét bién chiing noi khoa trong thai ky xay ra & khodng 5% thai phu sau tuan
thai thir 20 va gy ra cac anh hudng nghiém trong dén sdc khoé clia thai phy, tham chi gay t&rvong
& ca thai phu va thai nhi. Cac bao céo ghi nhan cac trieu ching dac trung & thai phu dugc chan
doan TSG co thé k& dén nhu tang huyét ap thai ky két hop vdi tinh trang dam niéu, c6 dau hiéu
tén thuong cau than. Nhiéu bdo cao ghi nhan mot s6 yéu t6 anh hudng dén bién chiing TSG nhu
suy gidm noéng do VEGF, tdng nbng do sFIt-1 trong huyét thanh,... TSG dugc cho la co lién quan
dén viéc lam tang nguy ca mac cac bénh Iy trén than trong nhiéu nam sau khi thai phu dugc chén
doan TSG. Cac di liéu nghién ctu ghi nhan nhimng thai phu co tién st TSG c6 nguy co mac cac
bénh ly nhu bénh than man tinh va xa hoa cau than khu trd cao hon gap nhiéu lan so véi nhiing
phu n{ vai thai ky khoé manh. Nhiéu nghién cliu cho théy cac té bao cau than cé chan (podocyte)
c6 lién quan dén cac tén thuong cau than & thai phu dugce chdn doan méc TSG. Té bao cau than co
chan la c4c té bao bi€éu mé chuyén biét nam trén bé mat bui mao mach cau than, la mot phan ctia
mang loc cau than cling vdi cac té bao ndi moé va mang day cau than (GBM — glomerular basement
membrane), dam bao tinh tham chon loc clia mang loc cau than. Gan day, nhiéu phuong phap
sinh hoc phan ti nhu hod mé mién dich, RT-PCR dang dugc phét trién nhdm phéat hién truc tiép
hodc gian tiép su hién dién clia cac té€ bao cau than cé chan trong mau nudc tiéu, st dung cac té
bao nay nhu dau an sinh hoc tiém ndng trong chan doan sém nguy ca TSG trong thai ky. Bai viét
nay téng hop cac bang ching trény van vé vai trd clia cac té bao cau than co chan trong tién trién
TSG, anh hudng clia TSG dén nguy co mac cac bénh ly than man tinh ctng nhu tiém ndng Ung
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dung clia chiing trong chan doan sém cac bién ching nay.
Tu khoa: tién san giat, té bao cau than cé chan, dau an sinh hoc, chan doan sém

TONG QUAN VE TIEN SAN GIAT

Tién san giat (TSG) la mét bién chiing ndi khoa trong
thai ky thuong xdy ra khoang 5% thai phu, sau tuin
thai thu 20, dugc déc trung bdi cac triéu chiing nhu
tang huyét ap két hop véi tinh trang ting néng do dam
trong nudc ti€u. Ti1é TSG/san giat ¢ thé khac nhau
tuy thudc vao ching toc (Hinh 1) 1. TSG c6 kha ning
gy ra cdc t6n thuong ning dén stic khoé ca thai phu
va thai nhi, thim chi c6 thé gay ti vong?. Su phit trién
cua bién chiing TSG dugc cho 1a qua trinh géom hai
giai doan chinh. Giai doan dau thudng khong c6 triéu
chiing r6 rét, cé thé lién quan dén tinh trang thiéu
mau cuc bo ¢ nhau thai. Giai doan sau, nhau thai c6
thé hinh thanh cic yéu t6 hoa tan vao hé tuin hoan
clia ngudi me, dan dén réi loan chitic nang cua cac té
bao ndi mo va cac triéu chiing lam sang khéc, dac biét
la cac van délién quan dén bénh ly & than va huyét ap.
Dii liéu nghién ctiu gin day cho thiy mot s chét co
tinh khéng lai nhén t6 tang trudng ndi mo6 mach mau
VEGF (Vascular Endothelial Growth Factor) ¢ thé1a
mot trong nhiing tdc nhan gay tén thuong dién rong

hé thdng mach mdu trén toan co thé dan dén triéu
chiing tang huyét ap, ciing nhu cac tac dong cta chit
nay gay ra ton thuong tai cau than®. Mot nghién ctiu
ciing cho thdy hién tugng phti né ¢ nhiing thai phu
dugc chin dodn TSG ciing lién quan dén sy thiéu hut
nhén t6 VEGF*. Tuy nhién, nguyén Iy bénh sinh gy
ra TSG hién nay van chua rd, do d6 trong qua trinh
theo déi stic khoé thai ky, trong thuc hanh lam sang
hién nay van chua thé dua ra cac chién lugc dy phong
va diéu tri cy thé. Vai nghién ctiu gin day chi ra ring
TSG ¢6 lién quan dén sy ting biéu hién cic thu thé
lién két v6i nhén t6 VEGE thudng dugc goi 1a thu thé
sFlt-1. Thu thé nay c6 thé gin va trung hoa nhan t6
VEGE dan dén suy giam nong d6 VEGF ty do dang
hoa tan>°. Sy ting bi€u hién cta thu thé sFlt-1 dugc
chting minh la c¢6 méi lién quan chit ché véi mic do
nghiém trong clia TSG>’ ciing nhu véi miic do ciia
tinh trang dam niéu & nhiing thai phu dugc chin doan
mic TSG®.

Hoi chiing HELLP (Hemolysis, Elevated Liver en-
zymes and Low Platelets) dugc mé ta nhu mét dang
TSG nghiém trong xay ra & giai doan muon cuia thai ky

Trich dan bai bao nay: Thuy N N P, Diing T H. Té bao cau than c6 chan (Podocyte) — dau an sinh hoc
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Hinh 1: Ti & thai phu méc TSG/san giat theo chiing tdc, s6 liéu ghi nhan 2005 - 2014 .

(tudn thai 32 - 34) hodc sau sinh, véi ti 1é mic dugc
béo cdo khoang 0,17 - 0,85% t6ng s& ca co tré sinh
séngg. Biéu hién ctia hoi chiing nay thuong 1a cac réi
loan chiic nang n6i mo, kich hoat sy dé6ng mau ndi
mach v6i su ling dong fibrin bat thudng. Theo céic
béo cdo, 20% céc trudng hop mic hoi chiing HELLP
khong c6 triéu chiing tang huyét ap va 5 - 15% c6 tinh
trang dam niéu thdp hodc khong c6 biéu hién dam
niéu. Cho dén nay, van chua c6 cac phuong phip chin
doan sém tinh trang nay°.

TON THUONG CAU THAN G THAI

PHU PUOGC CHAN DOAN MAC TIEN
SAN GIAT

Cac bang chiing vé tén thuong cau than &
thai phu méc tién san giat

Nhiéu nghién ctiu da ghi nhan sy thiéu chinh xdc cta
cdc chdn dodn lam sang don thudn vé méi tuong quan
gitia bénh 1y do t6n thuong cdu thin va TSG. Mot
nghién ctiu thong ké dugc thuc hién trén cac thai phu
chin dodn méc TSG vdi tubi thai dudi 37 tuan. Céc
thai phu nay dugc thuc hién sinh thiét mé ciu thén
cho thédy chi ¢ 67% cdc trudng hgp mac cac bénh ly
trén than khong lién quan dén TSG. Cho dén nay, cac
xét nghiém sinh thiét mo6 hoc trén moé cdu than van la
cdc xét nghiém cung cdp cac bang chiing tin cay nhit
trong chin doan chinh xdc TSG, nhidm loai trii cac
chén dodn nhdm do bénh Iy trén thin sdn c6 & cic
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thai phu nay !°. Theo bdo céo clia Nochy va cong su,
cdc phan tich m6 hoc ¢ thai phu médc TSG cho thdy
¢6 ddu hiéu sung tdy cta cc t€ bao ndi mo va té bao
trung bi trong cdu tric ciu than. Thé tich ciu than
cling tdng 1én tuy thudc vao muc do sung tdy cua cac
mo ciu thin va c6 méi tuong quan thuan véi mic do
nghiém trong ctia TSG. Béo cdo nay ciing cho thdy cac
thay d6i ciu tric ndi moé ciu than chi giéi han & cac
mao mach cdu thén, trong khi cic tiéu ddong mach &
0 quan nay hau nhu khong bi anh huéng !

Céc t6n thuong & cdu thin c6 thé gy ra tinh trang
suy giam chtic ning loc & co quan nay. T6c d¢ loc ctia
cu than & nhiing thai phu dugc chin doan mac TSG
gidm dang ké so vdi nhiing thai phu khoé manh. Céc
phan tich mdé hoc & nhiing thai phu nay, ngoai ddu
hiéu sung tdy & cic t€ bao ndi mo, con co sy két tu fib-
rin bat thudng & cdu tric mang loc cta ciu thin, dan
dén mic du thé tich ciu than ting 1én nhung dién tich
bé mit viung chtic ndng loc ctia cdu thén gidm di dang
ké'?. Cystatin C dugc cho 13 ¢6 vai trdo quan trong
trong qud trinh x4m l4n ctia cac té bao 14 nudi phoi vao
16p co tl cung trong qud trinh lam t6 cta phoi thai.
Su gia ting muc d6 biéu hién cia mRNA Cystatin C &
nhau thai dugc ghi nhan c6 khéc biét ding ké ¢ nhiing
thai phu dugc chén dodn mac TSG so v6i nhiing thai
phu khoé manh. Tuy nhién, cic bing chiing van chua
du stic thuyét phuc dé€ c6 thé stt dung Cystatin C nhu
mot ddu 4n sinh hoc (biomarker) trong danh gid téc
d6 loc ctia cdu than & nhiing thai phu méc TSG '°.
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Nghién ciiu ctia Levine va cong su chi ra rang néng
d0 cao ctia sFlt-1 luu hanh trong méu & thai phu méc
TSG c6 lién quan dén sy toan ven ciing nhu cac hoat
dong cta cdc té€ bao ciu than c6 chan (podocyte) ké
ca & nhiing phu ni khong c6 triéu chiing ting huyét
ap, cho thdy TSG c6 thé dién tién 4m thim & cac giai
doan sém ctia thai ky°.

Nguy co phat trién cac bénh ly cau than &
nhiing phu nittitng dugc chan doan tién san
giat

Cho dén nay, khd nhiéu cdc bang chiing cho théy thai
phu dugc chdn dodn TSG cé thé lam ting nguy co
mic cic bénh Iy trén ciu than sau nay 4. Béo cdo clia
Bar J. va cdng su chi ra rang cdc trudng hop thai phu
dugc chdn doan TSG c6 ti 16 mic phai triéu ching
microalbumin niéu trong nim nidm sau d6 cao hon
so v6i nhiing thai phu c6 thai ky khoé manh '°. Mot
nghién ctiu tai Na Uy cong bd vao nam 2008 cho thiy
ti 1¢ phu nt mac bénh than mén tinh (end-stage re-
nal disease - ESRD) cao hon 16 rét & nhéom phu nit
6 tién st TSG '°. Mot nghién ctiu khéc gan day dugc
thuc hién tai Thuy Dién trén nhém phu nii dugc chén
doan TSG trong it nhat 1 1an mang thai cho thdy nhém
phu ni nay c6 nguy co phét trién bénh than man tinh
cao hon gép ndm l4n so véi nhiing phu ni khéng cé
tién st TSG. Nghién ctiu nay cing chling minh ring
mdi tuong quan nay khong bi phu thudc vao bét ky
yéu t6 giy nhiéu nao trong sudt qué trinh phan tich
dit liéu, c6 thé k€ dén nhu tinh trang d6ng mic cac
bénh ly khdc, tinh trang kinh t€ xa héi cling nhu d¢
tudi ctia nhiing thai phy tham gia nghién ctu, khing
dinh méi tuong quan thuc su gitta TSG va nguy co
tién trién bénh than man tinh 7.

Bén canh bénh thin man tinh, TSG cing dugc cho la
yéu t6 nguy co gdy ra tinh trang xo hoa cau than khu
tra (Focal Segmental Glomerulosclerosis — FSGS).
Mai ciu than ngudi trudng thanh cé khoéng 500 -
600 t&€ bao cau than c6 chan. Cac thli nghiém trén moé
hinh chudt cho thdy cc t6n thuong cau than giy mit
khoang 20% s6 lugng cdc té bao nay & cdu than co thé
giy ra tinh trang xo hoa cdu than khu tra '8, Sy mit
cdc té bao ciu than c6 chan ¢ thé dan dén hinh thanh
cdc cdu truc xo cling thi cdp ¢ khu vic ciu than, do
cac t€ bao biéu mo thanh cdu than (Perietal Epithe-
lial Cells - PEC) biéu hién cic phén tt ddnh d4u bé
mit 1a CD44 . Céc phan ti dénh ddu bé mit CD44
khién cho cac t€ bao PEC lién két chit ché vdi nhau
hon, lam thay d6i cdu tric mo ciu than, hinh thanh
cac mang xo hoa. Nghién ctiu cia Smeets chi tim thdy
céac té bao PEC c6 biéu hién phan ti ddnh ddu bé mit

CD44 & cic mang X0 cling trong ciu tric ciu than ',

Mot nghién ctiu tién hanh khéao sat trén bénh nhén
mac bénh Iy xo hod cdu than khu tra v6 cin chi ra
rdng tinh trang dam niéu c6 thé kich thich qud trinh
chét theo chuong trinh theo con dudng tin hiéu phu
thudc Fas xdy ra manh mé hon trén cdc t€ bao biéu
mo cha 6ng lugn gan va 6ng lugn xa, gy ra cdc tén
thuong lan rong trong cdu tric cdu than?!'. Ngoai ra,
cdc t6n thuong trén t€ bao ciu thin c6 chin co thé
dugc truyén tin hiéu sang cic té bao ciu thin ¢ chan
lan c4n, gy ra hiéu ing domino. Diéu nay cing gép
phén lan rong cdc t6n thuong trén nhiéu té bao ciu
thén cé chan hon & bénh nhan mac bénh ly xo hod
cdu than khu trti 22, Bdo cdo loat ca ctia Lioufas (2016)
chi ra rdng TSG c6 thé 6 lién quan vdi nguy co phét
trién tinh trang xo hod cdu thin khu trd & phu nit do
gy ra cdc tén thuong trén t€ bao ciu thén c6 chan,
tuy nhién, vin chua du bing ching d€1am rd quan hé
nguyén nhan - két qua gitta TSG va tinh trang bénh
Iy nay%*.

VAI TRO CUA CAC TE BAO CAU

THAN CO CHAN TRONG TON
THUONG CAU THAN G THAI PHU
PUGC CHAN POAN MAC TIEN SAN
GIAT

Vai tro ctia cac té bao cau than c6 chantrong
chitc nang sinh ly ctia cau than

Té bao ciu thén c6 chén 1a cac t€ bao bi€u mo chuyén
biét ndm trén bé mit bui mao mach c4u than, 1a mot
phan ctua mang loc cdu thin cung véi cc té€ bao noi
md va mang day cau than (GBM - glomerular base-
ment membrane), ddm bao tinh thim chon loc cta
mang loc cau than. Céc té bao cau than c6 chin dong
vai tro tich cuc trong qua trinh ngan chén céc protein
huyét tuong xdm nhép vao dich loc xudt ra theo dudng
tiét niéu*. O cdu than ctia ngudi trudng thanh, cac t&
bao ciu thin c6 chan la loai té bao duy nhét tham gia
vao qud trinh trao déi chit 6 mang ddy cdu than, tong
hgp cdc thanh phan lién quan dén hoat dong loc ciia
mang d4y, tham gia san xuét cic protease cin thiét>®
va sinh t&ng hgp céc protein ¢6 téc dung diéu hoa cac
dac tinh biéu hién cling nhu chiic ning cta té bao nodi
mo ciu than2°. Céc t€ bao ciu than cé chan c6 thé ty
thay d6i cdu tric t€ bao nhim chdng lai dp luc co thé
gy phong cac mao mach bén trong ciu thén, giup 6n
dinh c4u tric cdu than?’ (Hinh 2).

Céc té€ bao cdu than c6 chan tiét ra mot s protein
déc trung, gébm nephrin, CD2AP, podocin, VEGE....
dugc cho la déng vai tré quan trong trong hoat dong
clia cac té€ bao nay d6i véi chiic ning cta ciu thin.
Protein nephrin gébm ba vung ciu tric chinh: viing
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Mang loc cau thén - thai ky khoé manh
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Hinh 2: Su khac biét trong cau trdc va chiic nang clia cac té bao cau than cé chan & thai ky khoé manh va thai ky
TSG2°. Su'suy gidm chiic ndng tiét nhan t6 VEGF & cdc té bao cdu than cé chan & cdc truding hgp thai phu mdc TSG lam
thay d6i cdu trdc té bao va kha ndng lién két gitia cdc té bao cdu thdn cé chén trong cdu trac cdu than, dén dén bai tiét

cdc té bao nay ra nudc tiéu.

ngoai bao, viing xuyén mang va vung noi bao. Viing
ngoai bao cta protein nay tao thanh mang ludi lién
két, gop phan hinh thanh c4u tric mang loc cdu thén.
Ving néi bao ctia nephrin tuong tac véi protein khac
nhu CD2AP, CD3, podocin va céc protein kinase bén
trong cac t€ bao cau than c6 chan, gitp truyén tin
hiéu tit mang loc ciu than vao bén trong cac té bao
nay. Mot protein tuong tu nephrin, Nephl, cling gép
phéan khong nho vao viéc hinh thanh ciu tric mang
loc cau than 28, Céc tuong tic gitia nephrin - podocin
— CD2AP dugc cho 1a thiét yéu cho su hinh thanh
dong chay ctia dich loc ciing nhu dong chay cta cac
protein thong qua mang loc ciu thén 2% (Hinh 3). Tuy
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nhién, mét nghién ctu khac lai chi ra ring nephrin,
podocin, CD2AP va a-actinin trong cac t€ bao ciu
than c6 chan khong thuc su ¢ cac tuong tac chit ché.
Diéu nay cho thdy dudng nhu céc phén ti nay c6 cac
co ché tuong tac kha phiic tap trong hoat dong ctia
cdc té bao clu than ¢ chin va céc co ché nay van
chua dugc hiéu rd>°. Nhan t6 kich thich su sinh mach
VEGF dugc san sinh ra bdi céc t€ bao ciu than cé
chén c6 thélién két v6i heparan sulfate & mang ddy cau
than>!, can thiét cho kich thich phan ting phosphoryl
hod nephrin xay ra trong cic t€ bao nay, tlii d6 ngan
chén qua trinh chét theo chuong trinh (apoptosis) ctia
cac té bao cau than cé chan va cic t€ bao ndi mod cau
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Mang loc cau than

Hinh 3: Vai tro cla cac té bao cu than cé chan (podocyte) trong hinh thanh cu trdc mang loc cau than°. Cdc
protein nephrin, Neph1, podocin va CD2AP c6 nguén géc tir cdc t€ bao cdu than c6 chdn gop phdn duy tri lién két chét
ché giita cdc t€ bao nay, hinh thanh cdu tric mang loc cdu than.

than . Cac thii nghiém st dung khang thé khang lai
nhéan t6 VEGF hodc sFlt-1 ngan chin qud trinh biéu
hién ctia cac nephrin trong cac té bao ciu than c6 chan
va khoi phat qud trinh chét theo chuong trinh & cac té
bao nay>®. Vi bio cdo chi ra ring cac t& bio ciu than
¢6 chan c6 thé dugc tiét ra nude tiéu trong giai doan
cdp tinh ctia mét s6 bénh ly cdu than 3, Nhiing bénh
nhén nay c6 thé bai tiét dén 388 t&€ bao cdu thin c6
chin/mg creatinine, trong khi mat d¢ t€ bao nay chi
khoang 0,5 t€ bao/mg creatinine § nhém chiing khoé
manh?°. Sy khac biét nay dugc cho la cac té bio ciu
thén c6 chin trong cdc bénh 1y cdu than c6 thé bi ton
thuong va tach ra khoi cdu tric cdu than, trong khi
6 nhiing ngudi khoé manh, cac t€ bao nay chi tiét ra
nudc ti€u do lao hod.

Tuong quan t&n thuong trén cac té bao cau
than c6 chan va tién san giat

Nhiéu béng chiing cho thiy c6 sy tuong quan gitia
hoat dong ctia cac t€ bao cdu thin c6 chan va TSG,
cht yéu la cac hoat dong tiét cac protein dic trung
ctia loai t€ bao nay. Bédo cdo ctia Garovic cho thdy tinh
trang dam niéu va sy gia tang biéu hién sFlt-1 ¢ nhiing
thai phu dugc chidn dodn TSG c6 miic d) trdm trong
ting dan theo thoi gian, di€u nay khéng dinh thém vai
tro ctia sFlt-1 trong su r6i loan hoat dong tiét & cac té
bao ciu than cé chan®’. Béo céo nay ciing cho ring

su sut gidm biéu hién cac protein nephrin va VEGF
& t€ bao cdu than co6 chan c6 thé lién quan dén tinh
trang dam niéu & céc thai phu mac TSG. O céc trudng
hgp TSG, néng d6 protein nephrin va podoxycalyxin
trong nudc tiéu ting cao ddng ké so véi cdc thai phu
khoé manh. Big-h3 ciing dugc phét hién trong mau
nudc tiéu & cac thai phu TSG va dugc ching minh 1a
6 tuong quan véi néng dd nephrin va podocalyxin
trong nudc tiéu. Cac két qua nay cung cép cdc bing
chiing vé€ sy ro ri cac protein déc trung ctia cac t€ bao
cdu thén c6 chén vao nudc tiéu, lam ting tinh trang
dam niéu va sy hién dién cia nhan t6 ting trudng Big-
h3 cho thdy thuc sy ton tai cdc t6n thuong ciu thin
dién tién trong cic trudng hgp TSG . Ngoai ra, s6
lugng t€ bao cau thin cé chén tiét ra nudce tiéu va ndng
d6 VEGEF c6 tuong quan véi ti 1 albumin/creatinine
niéu. Nghién ctiu ctia Chen va cdng su cling chi ra
rdng céc rdi loan trong hoat dong di€u hoa cdc nhan
t6 tao mach nhu VEGF va tinh trang ton thuong cac
t&€bao cdu than cé chin co6 thé dong vai trd quan trong
trong co ché tién trién cta tinh trang dam niéu trong
bién chiing TSG¥.

Céc t&€ bao cau than c¢6 chin nudi cdy in vitro dugc
kich thich béi huyét thanh thu nhan ti cdc thai phu
mac TSG xay ra cac khéc biét trong qua trinh biéu
hién cac protein CD2AP, podocin va actin so véi cac
té€ bao dugc kich thich boi huyét thanh cua nhiing
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thai phu thu¢c nhém ching. Su thay déi trong biéu
hién cling nhu su phan bé ctia podocin, CD2AP dugc
cho 1a ¢ thé giy ra cac réi loan trong hoat dong
ctia phtic hgp nephrin - Nephl- podocin & mang loc
cdu than*’. Mot nghién cttu khéc cho thdy cac t€
bao cdu than c6 chan nudi cdy in vitro khdng bi thay
d6i biéu hién néu chi kich thich béi huyét thanh thu
nhén tli cic thai phu TSG*!. Tuy nhién, cic quan sat
trong nghién ctiu ghi nhin nhiing thay déi biéu hién
nephrin & cac té bao ciu thin c6 chan nudi cdy in vitro
xdy ra khi két hgp kich thich cc té bao nay bing huyét
thanh dugc 01 vdi dich ndi mo ciu than thu nhan ti cac
thai phu TSG. Bén canh d4, nghién ctiu nay con thu
nghiém st dung chit d6i van ctia thu thé endothelin-
1 d€ chting minh sy gidém biéu hién nephrin chju anh
hudng truc tiép boi hoat ddng ctia thu thé endothelin-
1 do tang tinh thdm & ciu than. Nghién ctiu ctia Zhao
S phét hién nephrin va GLEPP-1 chu yéu dugc biéu
hién & cdc té bao cdu thén, trong khi ezrin dugc biéu
hién & cdc té€ bao cau than co chan, t€ bao vo va biéu
mo 6ng than. Nephrin, ezrin va GLEPP-1 giam dang
ké & thai phu mic TSG. Tuy nhién, cic bang chiing
tlt nghién cu nay van chua thé khang dinh dugc cac
tén thuong t&€ bao ciu than c6 chin la nguyén nhén
hay 12 hau qua ctia TSG*2. Tuy nhién, cac liéu phap
bd sung nhan t6 VEGF ngoai sinh dugc ching minh
14 c6 kha nang ho trg khoi phuc su toan ven cling nhu
chiic ning ctia cdc t€ bao cdu than c6 chén trong cdu
tric cdu than & thai phu mic TSG*.

Ngoai céc bang chiing trong rdi loan sinh téng hop
protein va tinh trang t6n thuong do khai phét su chét
theo chuong trinh & cdc t€ bao ciu thin cé chan, vai
bdo cdo da tim ra méi tuong quan gitia sy thay d6i
biéu hién ctia cdc micro RNA (miRNA) va bién ching
TSG. miRNA la cac phan tii RNA khong ma hod pro-
tein, c6 kich thudc nhé khoang 22 ribonucleotide,
tham gia diéu hoa hoat dong biéu hién gene trong t&
bao**. Vai bdo céo ghi nhan bing chiing vé sy thiéu
hut hodc loai bo hoan toan enzyme Dicer - dong vai
trd quan trong trong qua trinh san sinh cac phan tu
miRNA, c6 thé giy ra sy thay d6i hinh dang céc t€
bao cdu than cé chan®® va tit d6 lam giam chiic ning
mang loc ciu than tao bdi cac t€ bao nay, gay ra tinh
trang dam niéu & thai phu mic TSG*.

TE BAO CAU THAN CO CHAN - DAU
AN SINH HOC TRONG CHAN DPOAN
SGM NGUY CO TIEN SAN GIAT

V6i nhiéu bang chiing vé vai trd quan trong ctia cac té
bao cdu thin c6 chin ciing nhu kha nédng phat hién sy
hién dién ctia cac té€ bao nay va san phdm sinh hoc cuia
ching trong nudc tiéu, cic té bao ciu than c6 chan c6
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thé dugc quan tdm trong cic nghién cttu nham phit
trién cdc xét nghiém st dung t€ bao nay nhu mot ddu
4n sinh hoc chin dodn sém nguy co TSG.

Nghién ctiu clia Garovic thuc hién trén nhém gém
44 thai phu dugc chin dodn TSG so sanh v6i nhém
chiing gébm 23 thai phu khoé manh c6 huyét 4p binh
thuong. Két qua nghién ctu ghi nhan 15/44 thai phu
TSG va 16/23 thai phu thuéc nhém chiing ghi nhan
tinh trang dam niéu va thanh phén cac protein nay
déu la cac protein dic trung cho céc té€ bao ciu thin
¢6 chan. Tuy nhién, chi ¢ nhiing thai phu mic TSG
dugc ghi nhén béing chiing vé sy hién dién cta céc té
bao c6 chan trong nudc ti€u. Nghién ctiu nay chi ra
rdng viéc dinh lugng céc té bao ciu than cé chan trong
nudc tiéu c6 gid tri tién lugng TSG cao hon déng ké
so0 v6i viéc dinh lugng don thudn tinh trang dam niéu
hoic dinh lugng néng do VEGF trong huyét thanh*7.
Béo cdo ctia Aita ciing cung cdp cac bang chiing cho
théy tinh trang dam niéu khong c6 y nghia tién lugng
néu ap dung trén tiing trudng hop TSG cu thé. Hon
niia, cdc phan tich cia bdo cdo nay chira rang s6 lugng
t€ bao cdu than cé chan bai tiét qua nudc tiéu két hgp
véi tinh trang tang huyét p va tinh trang dam niéu c6
y nghia tién lugng cao hon st dung don 1é cac yéu té.
Nghién ctiu nay ciing cho rang sy mét cic té bao ciu
than c6 chén tai ciu than 13 nguyén nhan gay ra tinh
trang tiét cic t€ bao nay qua nudc tiu ciing nhu gay
ra tinh trang dam niéu & thai phy méc TSG*®.

Huyét 4p ting cao ciing dugc cho 1a yéu t6 tac dong
gy ra tinh trang mat cac t€ bao cdu than c6 chan va
giy tiét cac t€ bao nay qua nudc ti€u””. Nghién ciiu
ctia Zhao S cho théy c6 su gidm biéu hién cac protein
nephrin, PARD-3 va PARD-6 giy ra sy tiét cic t€ bao
cu thin c6 chan qua nudc ti€u va chira rang viéc dinh
lugng cac t€ bao nay trong nudc tiu co thé tién lugng
céc trudng hgp TSGO.

Phuong phép hod moé mién dich lan ddu tién dugc
tng dung dé€ phat hién sy hién dién cta cic t€ bao
cau than c6 chén trong chin doén bién ching TSG,
dugc bao cdo bdi Jim B va cdng sy, c6 do nhay va
do dac hiéu trong chin doan TSG giai doan sém lan
lugt Ia 38% va 70%. Tuy nhién, nghién ctiu nay ciing
chi ra ring nén két hgp véi cac yéu t6 khic nhu dam
niéu va huyét ap, néu chi dua vao duy nhat mot gia
tri ctia xét nghiém phat hién sy hién dién cta céc té
bao cdu thén cé chan trong nudc tiéu thai phy khong
du y nghia lam sang d€ c6 thé st dung nhu mot cong
cu chén doan dic hiéu TSG giai doan sé6m’!. O tam
cd nguyét thd hai, cac truong hgp TSG c6 sy hién
dién ctia céc t€ bao ciu than cé chan trong nudc tiéu
trong khi & nhiing thai phu khoé manh hodc nhiing
thai phu chi tang huyét 4p don thuin khong tim thdy
déu hiéu ctia cac té bao nay. Tinh trang tiét cac té
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bao nay vao nudc tiéu & tam cd nguyét thi hai c6
d6 nhay va d6 dac hiéu cao dang ké d€ co thé chén
doan TSG"?. Nim 2012, nghién ctu clia Kelder va
cong su dé xuét st dung phuong phap RT-PCR (Re-
verse Transcriptase Polymerase Chain Reaction) dinh
lugng RNA thong tin (messenger RNA - mRNA) ctia
céc protein dic trung ctia t€ bao cu thin ¢ chan nhu
nephrin, VEGE, podocin trong nudc tiéu, nhdm phat
hién gidn tiép tinh trang tiét cac t&€ bao nay qua nudc
tiéu & cac thai phu méic TSG. Nghién ctiu nay chi ra
rdng phuong phdp nay cé thé giup phan biét nhém
thai phu dugc chdn doan TSG véi nhiing thai phu ¢6
tinh trang tdng huyét 4p don thuin véi d6 nhay va
do ddc hiéu cao. Ngoai ra, cac dit liéu ti nghién ctiu
ndy con khing dinh phuong phap RT-PCR nay c6 thé
dugc ap dung nhu cong cu chin dodn s6m TSG & giai
doan sém, tit d6, c6 thé ngian nguy co phat trién cic
bénh ly ciu thén thé ning & ngudi me ciing nhu giup
han ché nguy co tit vong & ci me va thai nhi®>.

V6i céc bing chiing vé vai tro cta sFlt-1 trong tién
trién bénh 1y TSG, phan ti nay ciing dugc dé xuit Gng
dung nhu mot d4u 4n sinh hoc dé€ chdn doan TSG,
déc biét la & cac giai doan sém 54, Nghién ctiu ctia
Nikuei va cong sy da chiing minh tinh chinh xdc ctia
xét nghiém danh gia ti 1¢ sFlt-1/PIGF (PIGF: Placen-
tal Growth Factor — nhén t6 tang trudng tlii nhau thai)
trong phén biét cac thai phu mic TSG véi nhiing thai
phu c6 cac triéu ching tuong tu>°. Ti Ié sFlt-1/PIGF
cao hon dang ké & thai phu mac TSG ciing dugc khang
dinh trong mot nghién ciu khdc sau d6°°. Mot phan
tich gdn day ¢ Nhat Ban dé xudt gid tri cut-off cho
ti 1 nay trong chén doan TSG la 38 véi gia tri tién
lugng kha cao 7. Bén canh d6, mét phan tich cho
théy viéc ting dung xét nghiém dua trén ti 1& sFlt-
1/PIGF gitip tién lugng sém TSG trén thai phu, c6
thé gitp gidm cdc nguy co anh hudng stc khoé ciing
nhu gitip gidm thiéu chi phi diéu tri so véi cic trudng
hgp phét hién TSG mudn va phai nhép vién diéu tri
cac bién chting®. Cho dén nay, chi c6 phuong phép
xét nghiém xdc dinh ti 1¢ sFlt-1/PIGF dugc phat trién
thanh san phdm thuong mai hoé danh cho ch&n dodn
sém nguy cd TSG trén thai phu.

KET LUAN

TSG la mot bién chiing noi khoa thudng gip trong
thai ky, xay ra trén khoang 5% thai phuy sau tun thai
thd 20. Bién ching san khoa nay thudng dugc chén
doén thong qua cic triéu chiing nhu ting huyét ap,
két hgp vdi tinh trang dam niéu, ¢ thé giy ra cic ton
thuong nghiém trong dén stic khoé ctia thai phy, tham
chi géy tt vong.

TSG ciing dugc cho ring lam ting cdc nguy co mic
cac bénh ly trén thin nhu bénh thin man tinh hay

x0 hod ciu thin khu trd. Nhiéu bang ching cho thiy
cac té bao cdu than c6 chan (podocyte) co vai tro quan
trong trong chiic ndngloc clia cdu thin va c6 lién quan
mat thiét v6i bién ching TSG. Hoat dong sinh tong
hgp protein ctia cac t€ bao cau than c6 chin dugc cho
la ¢6 méi tuong quan véi tinh trang dam niéu & cac
thai phu dugc chidn dodn TSG.

Su hién dién ctia cic t€ bao ciu than c6 chan clng
nhu nhiing protein ddc trung ctia chiing nhu nephrin,
podocin, VEGE, ...dang dugc quan tdm nghién ctu
dé c6 thé ting dung nhu d4u 4n sinh hoc tiém néing
nhdm chin doan sém nguy cd TSG. Cho dén nay,
nhiéu phuong phédp sinh hoc phén tu dang dugc
nghién ctiu ting dung cho cac xét nghiém chén doan
sém nguy co TSG, c6 thé ké dén nhu hod md mién
dich nhdm phét hién tryc ti€p sy hién dién cta cac
t€ bao cau thin trong nudce tiéu, RT-PCR nhim phét
hién gidn ti€p sy hién dién ctia cic t€ bao cdu thin
c6 chan thdéng qua cac phan td mRNA ma hoa cho
cac protein dac trung cho cac t€ bao nay, hoac kit
dinh lugng xac dinh ti 1é sFlt-1/PIGE...Tuy nhién,
két qua cdc nghién citu van chua théng nhit nén
cdc xét nghiém nay van chua dudc tng dung rong
rai. Trong tuong lai, vin can thém nhiéu nghién ciu
nhim khéng dinh gi4 tri tién lugng ctia cidc xét nghiém
nay trong chan dodn TSG giai doan sém, nhim han
ché céc tdc dong tiéu cuc ctia bién chiing san khoa nay
trén ca me va thai nhi.

DANH MUC TU VIET TAT

TSG Tién san giat

VEGF Vascular Endothelial Growth Factor (Nhan t6
tang trudng ndi mé mach mau)

HELLP syndrome Hemolysis, Elevated Liver enzymes
and Low Platelets syndrome (H¢i chiing tan huyét,
ting men gan, giam tiéu cau)

ESRD End-Stage Renal Disease (Bénh than man tinh)
FSGS Focal Segmental Glomerulosclerosis (Bénh ly
x0 hod cau than khu tru)

RT - PCR Reverse Transcriptase Polymerase Chain
Reaction (PCR phién ma ngugc)

PEC Perietal Epithelial Cells

CD44 Cluster of Differentiation 44

GBM Glomerular Basement Membrane (Mang day
cAu than)

CD2AP CD2 Associated Protein

GLEPP-1 Glomerular Epithelial Protein 1

miRNA micro Ribonucleic Acid

PARD-3 Partitioning Defective 3

PARD-6 Partitioning Defective 6

mRNA messenger Ribonucleic Acid

PIGF Placental Growth Factor (Nhan t6 tang trudng
tlit nhau thai)
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XUNG POT LOI iCH

Tac gid cam két khong méu thudn quyén lgi hay xung

dot 1gi ich lién quan dén bai tdng quan nay.

PONG GOP CUA TAC GIA

Tic gié Ngo Ngoc Phuong Thuy: soan thao bai téng
quan
Tdc gid Trdn Huy Diing: c6 vin chuyén mon va chiu

trach nhiém néi dung
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ABSTRACT

Pre-eclampsia is a medical complication in pregnancy that occurs in about 5% of pregnant women,
after the 20th week of gestation. This complication causes serious health effects on pregnant
women, even death in both those women and their fetuses. Pre-eclampsia patients are character-
ized by gestational hypertension associated with proteinuria and histological evidence of glomeru-
larinjury. Many reports suggested certain biomarkers of pre-eclampsia, including a decreased VEGF
(Vascular Epithelial Growth Factor) level or an increased sFlt-1 (VEGF receptor) level in serum, which
is related to anincrease in the risk of this issue. Pre-eclampsia might be associated with anincreased
risk of several kidney diseases for many years following diagnosis with this issue. Evidence showed
that women with a history of pre-eclampsia might have a higher risk of kidney diseases such as
end-stage renal disease (ESRD) and focal segmental glomerulosclerosis (FSGS) than women with
healthy pregnancies. Other studies showed that podocytes might be involved in glomerular le-
sions in pre-eclampsia patients. Podocytes are specialized epithelial cells located on the surface of
the glomerular capillary, which is part of the glomerular filter membrane along with the endothe-
lial cells and the glomerular basement membrane. Podocytes have a responsibility to ensure the
glomerular membrane's selective permeability. Some methods recently are being developed to
detect the podocytes in urine samples such as immunohistochemistry, Reverse Transcriptase Poly-
merase Chain Reaction (RT — PCR), suggesting the potential application of those cells as biomarkers
in the early diagnosis of pre-eclampsia. This review summarized the evidence about the role of
podocytes in the pathological mechanism of pre-eclampsia, the risk of chronic kidney diseases as
well as the potential predictive value of podocytes in the early diagnosis of pre-eclampsia.
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