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CAP NHAT

MOT SO CO CHE BENH SINH TIEN SAN GIAT

TS. BS. Truong Thi Linh Giang

Trudong Dai hoc Y Duge Hué

Co ché bénh sinh cua tién san giat hién
nay van chua dugc 16 rang nhung da c6 nhiéu
nghién cttu dugc thyc hién trong nhiing thap ky
qua. Trong d6 banh nhau 1 nguyén nhan cbt 16i
trong co ché cta tién san giat vi nghién ctu cho
thay khi loai bé nhau thai, cdc triéu ching sé
thoai trién. Khi kiém tra banh nhau & céc trudong
hop thai ky ¢6 tién san git tién trién thuong cho
thdy c6 nhidu 8 nhdi mau trong banh nhau va
dong mach bi hep xo cing. Gia thuyét cho ring
su xAm nhAp cta té bao nudi bi khiém khuyét gay
gidm twdi mau tlt cung — nhau c6 thé din dén
tién san giat, gia thuyét nay dugc ching minh
bdi cac nghién cttu trén ca dong vat va nguoi.
Do d6, mdt moé hinh gdm hai giai doan da dugc
thiét 1ap: giai doan 1: tii cAu tric khong hoan
toan cdc dong mach xofin tit cung gay thiéu mau
cuc bd nhau thai va giai doan 2: nhau thai bi
thiéu mau cuc b sé giai phéng cac yéu tb khang

tao mach vao tudn hoan cta me giy t6n thuong
ndi mach. (Hinh 1)

Trong qua trinh xAm nhap, té bao nudi nhau
thai xAm nhap va tai cAu tric cdc dong mach
xofn tit cung, phé hay dén 16p 4o gitta cua dong
mach t&t cung; diéu nay gidp cic dong mach
thich Gng véi luu lugng mau ting 1én mot cach
doc lap véi su thay ddi van mach ctia me dé nudi
dudng thai nhi dang phat trién. Mot phin cta
viéc tai cAu tric nay doi hoi cac té bao nudi bién
déi kiéu hinh twong ty ndi mach va céc phan
tit két dinh khéc. Néu hién tuong tii cAu trdc
nay bt thudng, nhau thai ¢6 kha ning bi thiéu
oxy, ddn dén tinh trang thiéu mau cuc bo tuong
dbi va stress oxy héa trong tinh trang tuéi mau
gidn doan. Sy tai cAu trdc dong mach xofn bat
thudng nay da dugc quan sit va mo ta qua hon
nam thap ky truéc & nhitng phu nit mang thai bi
tang huyét 4p. Hién tugng nay da duge ching
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minh 14 yéu t& gay bénh chinh & thai cham ting
trudng trong tit cung, ting huyét 4p thai ky va
tién san giat. Vi vy, mot han ché cta thuyét
trén [ nhitng phat hién nay khong dic hiéu véi
tién san gidt dong thoi ¢ thé gidi thich sy khéc
biét vé biéu hién gitta tién san giat nhau thai va
tién san giat & me. (Hinh 2, hinh 3)

YEU TO TAO MACH

Niam 2003, Maynard va cong sul'!! da tim
ra mot chit, soluble fms—like tyrosine kinase 1
(sFlt-1), c6 trong tudn hoan cta phu nit tién
san giat. sFlt-1 [3 mot thanh phan lién két véi
thu thé yéu t6 ting trudng ndi m6é mach mau
(VEGF) fms-like tyrosine kinase 1. Nho khong
chita céc té bao chit va mang té bao cua thu thé,
sFlt-1 duge phép luu hanh, lién két véi VEGF va
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Hinh 2. Sy xam nhap b4t thuong cla t€ bao nudi va
sy tai cau truc khéng hoan toan cac déng mach xoén

yéu tb ting trudng nhau thai (PIGF), su gin két
ctia chiing vé6i thu thé fms—like tyrosine kinase
1 trén bé mit té bao (thu thé VEGF 1) din dén
mét tic dung cua cdc chit nay (tdc dung déi
khang — antagonizing). Khi sFlt-1 dugc tiém vao
nhitng con chudt bi nhiém adenovirus, nhitng
con chuot nay xuét hién ting huyét 4p, albumin
niéu va thay déi moé hoc dang ké pht hop véi
tién san giat (tdn thuong cAu thén, t6n thuong
ndi mac ti cung va léng dong fibrin trong ciu
than). Do do, sFlt-1 duong nhu 1a mot chia khoa
trong sy phét trién cua tién san giat®, Ngoai ra,
mot protein thit hai ¢é ngudn gbc tit nhau thai,
endoglin hoa tan (sEng), cing dugc tim théy
trong tién san giat”. sEng 13 mot coreceptor
luu hanh cta TGF-B, ¢6 thé lién két véi TGF-B
trong huyét tuong. Dbi khang véi TGF-B, mot
yéu tb tién tao mach, tuong tu nhu sFlt-1 dbi
khang v6i VEGE Trén thuc té, ndng do sEng
ting cao trong tudn hoan da dugc ching minh
gy ra cdc diu hiéu tién san gidt ning & chudt
mang thai®. Tuy nhién, § nghia thuc sy ctia cac
marker nay ndm & kha ning du dodn két qua
bat lgi ctia me hoic thai. Rana va cong sul™
cho théy, trong mot nhém phu nit ¢ biéu hién
lam sang tién san giat, ty 1& sFlt-PIGF ting cao
(dang angiogen) c6 lién quan dén két cuc xiu
cho me va thai nhi hon so véi nhém phu nit c6 ty
1& nay thip hon (dang nonangiogenic). Gan day
c6 mot nghién ctu Dy dodn két qua ngin han
trén nhém phu nit nghi ngd méc tién san gilt,
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Hinh 3. Cac gia thuyét trong co ché& bénh sinh tién san giét.
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day 1a mot thit nghiém da trung tAm trong sb 14
qudc gia nghién cttu trén sin phu c6 nguy co cao
vao quy II va quy III thai ky bing cach st dung
cac marker angiogen, két qua cho thdy mot ty 1é
sFlt-1 — PIGF < 38 & tudi thai tir 24 dén 37 tudn
c6 gid tri cao trong dy dodn Am tinh tién san
giat va két qua bét loi ctia thai nhi trong vong 1
tuln, v4i cic gid tri tién dodn Am tuong tGng a
99,3% (KTC 95%, 97,9% — 99,9 %) va 99,5%
(KTC 95%, 98,1% — 99,9%) 1. Do dé, viéc két
hop céc marker nay 6 thé gitp sang loc & nhém
phu nit nghi ngd cao tién san giat. Tuong tu, cic
marker nay cing dugc ching minh 1a hitu ich dé
chan dodn phan biét tién san gidt véi cdc bénh
Iy khéc nhu ting huyét 4p man tinh, CKD va
viém than LupusP!. St dung sFlt nhu mot lidu
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phap hién vin dang dugc nghién cttu bang ky
thuat tach loc. Két qua cho thiy c6 nhiéu hita
hen, tuy nhién cAn dugc xdc nhan trong mot thit
nghiém nglu nhién, c6 dbi ching. (Hinh 4)

CON PUONG HEME OXYGENASE

Hau hét cic nghién ctu gin day da tap
trung vao cdc qué trinh cam Gng sFlt-1. Trong
d6 c6 qué trinh cam Gng bdi heme oxygenase
(HO). Enzyme HO ton tai ¢ hai dang 1a Hmox1
va Hmox2, enzyme nay phan huy heme thanh
carbon monoxide (CO) va cac san phadm khéc.
Hmox dugc tiét ra khi 6 tinh trang thiéu oxy va
thiéu méu cuc bd; san phim tao thanh la CO,
hoat dong nhu mdot thubc dan mach do d6 [am
giam 4p luc twdi mau banh nhau. HO dugc tiét
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Hinh 4. Gia thuyét vé vai tro yéu t8 tao mach trong co ché bénh sinh tién san giat.
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ra bdi té bao nudi, cdc nghién citu in vitro cho
thay khi st dung céc tic nhan tc ché tiét Hmox
sé dn dén gidam sy xAm nhap cta t& bao nudi.
Céc nghién cttu & ngudi ciing chi ra ring ndng
dd Hmox giam thap & nhitng bénh nhan bi tién
san giat. Hon nita, viéc bd sung huyét thanh tur
bénh nhén bi tién san giat din dén gidm ndng do
Hmox trong ng nghiém. Ngugc lai, sy biéu hién
gen boc 10 Hmox ting lén da duge ching minh
13 lam gidm mutc do luu hanh caa sFle-1. Didu
tha vi 1a ndng do CO da dugc tim thiy ting &
nhitng nguoi hit thudc 14, con dudng nay cé
thé giai thich cho hién tugng trén, vi hat thube
dudng nhu ¢ tic dung bao vé, chéng tién san
giat. That vay, ndng do CO thip hon da dugc
tim théy trong hoi thd cia bénh nhén bi tién san
gidt va ting huyét ap thai ky so v6i ngudi binh
thuong!. (Hinh 5)

CON DUONG HYDRO SUNFUA

Qua trinh san xuAt hydro sunfua (H,S) ciing
da dugc ching minh c¢6 lién quan dén sinh
bénh hoc cta tién san giat. H,S 1a mot chée
khi dugce biét dén c6 dic tinh dan mach, bao
vé t& bao va tao mach tuong tu nhu CO. H,S
dugc tao ra bdi ba enzyme: cystathionine-lyase,
cystathionine  B-synthase, va 3-mercapto-
pyruvate sulfurtransferase (st dung cic co
chét cystathionine, homocysteine, cysteine, va
mercaptopyruvate) ', Nong do H,S khong chi
gidm trong tién san giat, ma con ¢ vai trd didu
chinh mtc sFlt-1 va sEng. Co ché nay ¢6 thé phu
thudc vao VEGE Khi quan sat nhitng con chuot
duoc tiém adenovirus biéu hién qua miec sFlt-1
dugc didu tri bing natri hydrosulfide (chita H,S),
két qua cho thiy ndong do sFlt-1 huyét thanh
giam va VEGF huyét thanh tang®. Biéu hién
gen ctia VEGF & than cing ting 1én, cho théy
tdc dung tién tao mach (proangiogen) ctia H,S
duoc diéu chinh boi VEGE Trén l4m sang, nhing
con chudt nay cho thiy gidm protein niéu, giam
tinh trang ting huyét 4p va tdn thuong ciu than.
Nguoc lai, mtc do gidm céc phan ti tién chét
ctia H,S da dugc tim thiy & nhitng bénh nhan bi
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Hinh 5 Gia thuyét vé con dudng Heme Oxygenase
trong ca ché& bénh sinh tién san giat.

tién san giat. St dung trong thoi gian dai chit tc
ché cystathionine y-lyase, DL — propargylglycine,
& chuot mang thai din dén ting HA trung binh,
ton thuong gan va gidam sy phét trién cta bao
thai. Tuy nhién, viéc stt dung hop chét tdng hgp
H,S tiép theo sau d6 cho nhitng con chudt mang
thai nay da tc ché mic sFlt-1, sEng va phuc hoi
su phét trién ctia bao thai®?. Trén lam sang hay
stt dung natri thiosulfate. Natri thiosulfate da
dugce nghién cttu trén md hinh angiotensin (gay
tang huyét ap) & chudt va cho thiy né lam giam
huyét 4p, protein niéu, stress oxy héa, va cic
thong sb vé chiic ning — cAu tric than. (Hinh 6)

CON DUONG OXIT NITRIC

Hé théng nitric oxide (NO)/nitric oxide
synthase (NOS) ciing bi rdi loan trong bénh Iy
tién san gidt. NO 1a mot chit ddn mach manh
bing cach lam dan céc t& bao co tron mach
mau thong qua con dudong cyclic guanosine
monophosphate™. Gidm ndng do NO va ting
ndng do arginase (lam suy gidm mot phan ti
tién chét trong con dudng NOS) da dugc bdo
cdo trong tién san gidt. Su thiéu hut NO dugc
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ching minh 1a ¢6 lién quan dén céc rdi loan
chuyén héa trong tién san giat, nhu ting huyét
4p, protein niéu va rdi loan chitc ning tiéu cau.
Thiéu NO gay ra thay déi céc dic tinh t cung —
nhau trong tién san git & chudt mang thai, bao
gdm giam dudng kinh dong mach tit cung, chiéu
dai cdc dong mach xodn va luu lugng mau ti
cung — nhau®. Nhitng nghién cttu nay cho thiy
mot hé théng NOS nguyén ven [a diéu can thiét
cho viéc téi cAu tric cdc dong mach xodn binh
thuong trong thai ky!">!!,

STRESS OXY HOA

T giai doan s6m cua thai ky, nhau thai lam
phat sinh mot tinh trang stress oxy héa do ting
hoat dong cta ty thé banh nhau va san xuft cac
loai reactive oxygen species (ROS), chu yéu la
anion superoxide. Trong tién san gidt, tinh trang
stress oxy hda ting cao. Ngudn gbc ctia hién
tuong nay dugc cho 1a do nhau thai, noi xay ra
qué trinh tdng hop gbe ty do, cuing véi su déng
gbp ctia bach ciu va ndi mac cia me. Vi dy,
enzyme san xuit superoxide, NADPH oxidase,
da dugce tim thiy trong té bao nudi nhau thai. o]
nhitng phu nit méic tién san giat khdi phét sém
da phat hién c6 sy san xuit superoxide cao hon
so v6i nhitng ngudi méc bénh khdi phat mudn.
Tuy nhién, cac thtt nghiém 1am sang vé liéu phéap
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sunfua trong ca ché
bénh sinh tién san giat.

l TS HELLP syndrome

chéng oxy héa véi vitamin C (1.000 mg) va E
(400 IU) da to ra khong dem lai hiéu qua va c6
lién quan dén viéc ting sb tré so sinh nhe can &
nhém diéu tri. Lidu diéu tri cta céc liéu phép nay
dé tac dong lén hé ROS vAn chua 16 rang, mic
dd mac do pht hop véi sinh ly. Lidu cao hon,
miic di duge phép stt dung, da duge khuyén céo
tranh st dung trong thai ky dé tranh tdc dung
phu chua biét r5!67,
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