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TONG QUAN VE XU’ TRi THAI CHAM TANG TRUONG
TRONG TU' CUNG
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(1) Nghién ciru sinh Trrdng Pai hoc Y Dugc Hué, Bai hoc Hué
(2) Trwong Pai hoc Y Durgre Hué: (3) Bénh vién Phu sén Nhi Do Néng
Tém tat
Thai nhd so tudi thai (SGA) va thai cham tang trudng (FGR) khé dinh nghia chinh xac. Néu thai ky cé cac
yéu t8 gay ra suy chirc ndng banh nhau dan dén bénh ly nay, thai nhi khong thé dat t&i kha ning ting trudng
binh thuéng. FGR cé nguy co mac bénh va chét & giai doan chu sinh cling nhu nhitng két cuc bat lgi vé sau,
nhuw cham phat trién va kha ndng nhan thirc kém cla hé than kinh, cic bénh ly tim mach — ndi tiét & tudi
trwdng thanh. Hién nay chwa cé tiéu chuin vang dé chan doan SGA/FGR. Nghién clru nay cé hai muc tiéu:
trudc hét [a tom tat nhitng van dé dong thuan cling nhw con tranh luan gilra cac hudng dan quéc gia vé SGA/
FGR méi duoc cong bo gan day va nhan manh cac bang chirng y hoc d3 dwoc dua vao cac huéng dan dé,
phan con lai tém lwgc mot s6 can thiép dang dwoc phat trién hodc & giai doan thir nghiém |am sang nham
cai thién tang trudng thai nhi do suy banh nhau.
Tir khéa: Thai chGm tdng trudng, ti cung
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Small for gestational age (SGA) and fetal growth restriction (FGR) is difficult to define exactly. In this
pregnancy condition, the fetus does not reach its biological growth potential as a consequence of impaired
placental function, which may be because of a variety of factors. Fetuses with FGR are at risk for perinatal
morbidity and mortality, and poor long-term health outcomes, such as impaired neurological and cognitive
development, and cardiovascular and endocrine diseases in adulthood. At present no gold standard for the
diagnosis of SGA/FGR exists. The first aim of this review is to: summarize areas of consensus and controversy
between recently published national guidelines on small for gestational age or fetal growth restriction;
highlight any recent evidence that should be incorporated into existing guidelines. Another aim to summary
a number of interventions which are being developed or coming through to clinical trial in an attempt to
improve fetal growth in placental insufficiency.
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1. DAT VAN DBE
Thai nho so tudi thai (SGA) thudng dwoc dinh

bénh Iy vé chuyén héa [6]. Chdm sdc tién san trong
giai doan hién nay cho nhitng thai ky SGA/FGR van

nghia cho nhitng tré méi sinh ra c¢6 cn nang dudi
bach phan vj th 10 theo tudi thai. Thai chdm ting
trudng (FGR) trong tlr cung théng thuong duoc st
dung dé dinh nghta su tang trwdng bat thudng vé
mat sinh trac hoc thai nhi do suy banh nhau [1].
FGR c6 sy chong |ap dang ké vdi SGA vé mat ty &
nhung rat khé xac dinh trén |dm sang [2-4]. Tré sinh
ra nhung bi SGA chiém ty & 28-45% nhitng trudng
hop tré chét non ma khéng cé di tat bam sinh [5].
Hon nita, tré em ngudn géc SGA cé ty 1é cao hon vé
cham phét trién tri tué, béo phi, cling nh mac cac
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con la mét thach thirc trong san khoa. Bénh ly nay
néu duoc chan dodn sém sé duoc theo ddi sat va
chon lya thoi diém sinh dung ldc, gitp giam dugc
4-5 [an ty |& tré sinh ra bj chét hodc méc cac bénh
ly ndng [7]. Trén binh dién khu vyc va qudc té, sy
ti€p can vé chan doan va quan ly SGA/FGR van con
nhitng khac biét dang k& [8]. Nghién clru nay cé hai
muc tiéu: muc tiéu dau tién 1a tém tit nhitng van dé
ddng thuan cling nhu con tranh luan giita cadc huéng
din qudc gia v&é SGA/FGR méi duwoc cdng bd gan
day va nhan manh cac bing ching y hoc d3 duoc
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dwa vao cac huéng din doé, muc tiéu th hai tém
lwgc mot s6 can thiép dang duoc phat trién hodc &
giai doan thl&r nghiém 1am sang nhdm cai thién ting
trudng thai nhi do suy banh nhau.

2. PHUONG PHAP VA TAI LIEU NGHIEN cU'U

Nhirng tai liéu lién quan dén téng quan nay mdi
duoc céng bb trong nhitng ndm gan day. Tim kiém
qua MEDLINE bang cac thuat ngir: “fetal growth
retardation”, “fetal growth restriction”, “small for
gestational age”, “clinical practice guideline”, da tim
thay c6 bén huéng din qudc gia cé tinh xac hop.
Tim ki€m bang Google cho huéng dan qudc gia vé
chan doan cho SGA/FGR d3 xac dinh thém ba hudng
dan. T6ng quan nay cling d3 két hop véi “Hudng dan
chan doan va diéu tri cdc bénh san phu khoa’ cla
Viét Nam. Khong cé tai liéu nao co tinh xac hop vdi
nghién clru nay trén trang web International Guidline
Library. Tim kiém th& nghiém 1am sang diéu tri FGR
thong qua cac website: www.clinicaltrials.gov; www.
anzctr.org.au; www.clinicaltrialsregister.eu

Céac bang tém tdt duoc tao ra bing suw két hop
cac thong tin tir cdc hwdng dan quédc gia. Véi cac
thir nghiém |am sang diéu tri FGR, bang tém tat dua
trén cdc thdng s6 co ban kém theo nhirng ban luin
tom lwoc vé phuong phap dugc nhiéu thir nghiém
st dung.

3. KET QUA VA BAN LUAN

3.1. Thong tin chung cla cac hwéng dan qudc
gia

Céc huéng dan quéc gia (HDQG) tir 7 nwéce da

dwoc tim kiém s& duwoc phan tich. Cac hwdng dan
nay duwoc xuit phat tir cdc qudc gia va co quan,
t6 chirc chju trdch nhiém ban hanh nhu sau: My
(ACOG - American Congress of Obstetricians and
Gynecologists [9] va SMFM - Society for Maternal-
Fetal Medicine [10]), Anh (RCOG - Royal College
of Obstetricians and Gynecologists [11]), Canada
(SOGC - Society of Obstetricians and Gynecologists of
Canada [12]), New Zeland (NZMFMN - New Zealand
Maternal Fetal Medicine Network [13]), Ireland
(Institute of Obstetricians and Gynecologists RCPI of
HSE — Institute of Obstetricians and Gynecologists
Royal College of Physicians of Irelandand Health
Service Executive [14]), Phap (CNGOF - , French
College of Gynecologists and Obstetricians [15]),
Viét Nam (Bo y té&, [16]).

3.2. Pinh nghia, sang loc va du phong thai ky
SGA/FGR

C6 mot sy dong thudn I&n vé dinh nghia SGA
va FGR bd&i can nang luc sinh ra hodc cin nang thai
nhi wdc tinh (EFW) dudi bach phan vi (BPV) 10,
va thém théng s6 dé khang dinh su han ché ting
trudng thai nhi 1a do bénh ly. Tuy nhién cé 4 trong
7 HDQG d3 khuyén cdo sir dung EFW tly bién va 3
huéng dan con lai sl dung EFW theo bang tham
khdo cho dan sé.

Mot s6 bang chitng khac nhu bat thuong
Doppler & cac mach mau dugc tham sat hodc EFW
duwdi BPV 3 dugc sir dung dé dinh nghia FGR muc
d6 ndng [11,13-15]. TAt cac cac huéng dan déu nhan
manh dén tdm quan trong clha viéc danh giad chinh
xac tudi thai.

Bang 1. Dinh nghia, sang loc, va du phong cho thai ky SGA/FGR
Quéc gia Anh New Canada Ireland My Phap Viét Nam
Zealand
Dinh nghia | BW <BPV EFW hodc | EFW <BPV | EFW <BPV |BW <BPV | EFW hodc |Khong
SGA 10 tuy bién | BW < BPV | 10 quén 10 tuy bién | 10 quan BW < BPV | ghirg, chi
10 tly bién | thé thé 10 quan dinh nghta
thé thai nhe
can
Dinh nghia | EFW <BPV | EFW <BPV | EFW hoac | EFW <BPV |EFW <BPV | EFW <BPV | EFW <
FGR bang | 10 tuy bién | 10 tuy bién | AC<BPV | 10 tuy bién | 10 quan 10 tuy bién | BPV3; BPV
siéu am hoac AC hodc AC< | 10 quéan thé 5; BPV 10
< BPV10 |BPV5quan |thé quan thé
quanthé |thé
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Dinh nghia | EFW < PBV | EFW < Khong ghi | EFW < Khéng ghi | Gidm hodc | Khdng dé
nguy co 3 PBV 3, b4t |rd BPV 3, b4t |rd nglrng tang | cap
cao FGR/ thuong thuong trudng
IUGR Doppler Doppler c6 thé két
cla AU, UA, thiéu hop hoic
UA, MCA 6i hoac khéng cé
ho&c CPR giam bat thuwong
khoang Doppler
tang UA hoac
trudng MCA, thiéu
of
Céc chi diu | PAPP-A PAPP-A < C4 tu hai PAPP-A < Khong Khong néi | Khong néi
sinh hoc <0,415 0,2 MoM | thong s6 0,4 MoM | cé bang dén dén
giai doan | MoM sang loc chirng dé
sém cla thé léch cai thién
thai ky boi bat két cuc thai
thuong ky
DUA cho Lic thai 20 | Luc thai Luc 19-23 | Khong Khéng Khéng néi | Khéng nai
phunit cé | tudnnéu 20-24 tudn |tudn & khuyén cdo | cé bang dén dén
nguy co cé tlr 3 yéu | & phu nir phu nit co chirng dé
cao t8 nguy co | cd nguy co' | cac yéu té cai thién
phu cao nguy co két cuc thai
ky
Dy phong: | Liéu thdp < | Liéu Lidu thdp | Liéu 75 Khéng Lidu 100- | Lidu thap
Aspirin liéu | 16 tudn & | 100mg/ néu tién sir | mg/ ngay | d0 bang 160 mg/ Aspirin tir
thap phunitcé | ngay trudc | TSG, FGR, | trwdc 16 chirtng dé | ngay truwdc | tuan th
cac nguy 20tudan & | hodccod tuan néu khuy&n cdo | 16 tuan 15 néu
co TSG phunitrcé |tir2yéu c6 nguy co néu tién FGR do
nguy co t& nguy co' | cao SGA; st TSG < nguyén
cao FGR SGA can nhac 34 tuan nhan tuin
Heparin hodc FGR < | hoan cla
tuy ca BPV 5 me

Chu thich: EFW: cdn ndng thai nhi wdc tinh; AC: chu vi vong bung; AU: déng mach rén; UA: déng mach tuo

cung; MCA: déng mach néo giita; DUA: doppler déng mach tir cung; TSG: tién san giGt

Gidm téc d6 ting trudng |a tiéu chudn dé chan
doan FGR chi dugc néu ra trong 4 HDQG [11,13-15].
Nghién ciru DELPHI d3 tim thdy mét sy déng thuén
vé dinh nghia chin dodn FGR kh&i phat sém va
mudn [6]. Nhitng dinh nghia nay cé thé sé dugc bd
sung vao nhitng hudng dan mdi sap duoc cong bé.
Nghién ctu ciia MacDonald (2017) da ching minh
rang nhitrng thai nhi c6 EFW gidm hon 30% so véi
chuin binh thudng cé nhiéu kha ndng bj bat loi ltc
sinh va ty & m& cla co thé thap hon [4]. Do vy, sy
giam t6c dé tdng trudng thai nhi nén thém vao nhu
mot tiéu chuan dé dinh nghta FGR trong twong lai.

Cé nhiéu nghién ctru sang loc cho bénh Iy FGR
ngay tir quy | thai ky, nhung dén nay céc chi ddu sinh
hoc vin chua dd hiéu niang dé tréd thanh mot xét
nghiém sang loc déc 1ap. Trong quan thé dan sd néi
chung, PAPP-A thap & quy | thai ky chi cé kha nang
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du bdo thap FGR/SGA. Tuy nhién, néu MoM < 0,3
thi dd nhay 96% nén két qud PAPP-A < 0,3 MoM
trong Double test cé gia tri d6i vdi bénh ly SGA [17].
Chinh vi vay, cé 3 trong 7 HDQG cho rang PAPP-A nén
dugc xem xét 1a mét yéu té nguy co I&n d6i véi SGA
[11,13,14]. Cac chi dau sinh hoc du bdo FGR duoc
cai thién boi sy thém vao cac dic thu cda me va
khao sat DUA luc thai 12 tuan, véi dé nhay cho FGR
khai phat sém va mudn lan lvot 13 86% va 66% [18].

DUA & quy Il thai ky trong mot quan thé dan so
ndi chung cé kha nang du bao FGR khdi phat muén
& mirc d6 trung binh, tang I&n néu cé khuyét tién
tam truong cta DUA. Tuy nhién, nghién ctiru UTOPIA
(2016) cho thay khéng c6 bat ky y nghia nao vé két
cuc chu sinh d6i véi dan s& chung néu sang loc bang
DUA dé phan 1&p nguy co vao thoi diém siéu am
hinh thai [19]. Chi cé 3 HDQG khuyén cdo nén sang
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loc DUA & quy Il thai ky cho nhém thai phu c6 nguy
co cao [11-13]. Mac du gid tri du bdo cla bat thuong
DUA bi gidi han, nhung mét két qud binh thuong ¢
thé cho phép loai trir FGR & nhitng phu ni¥ c6 nguy
O cao.

Tat cd HDQG d&u khuyén cdo nén do bé cao tlr
cung (BCTC) [9-16]. Sang loc SGA bang BCTC theo
biéu d6 cho dan s6 khdng phai 1a mot cong cu tét.
BAn hudng dan khuyén nén tinh EFW theo siéu am
néu thai phu bi béo phi, u xo t&r cung [9,11,13]. Tai
Vuong quéc Anh, quy trinh danh gid tang trwdng
(GAP- The Growth Assessment Protocol) cé tinh dén
BCTC duogc khuyén cdo bdi NHS (National Health
Service in the United Kingdom) nhadm gidm bét thai
chét non va tdng phat hién tré cé ngudn géc SGA
[20,21]. GAP sé& cung cap thém nhitng bang chirng
dé xem xét quy trinh nay cé cai thién két cuc I1am
sang hay khong.

C6 6 HDQG d3 khuyén cdo chi dinh Aspirin liéu
thap dé du phong SGA [11-16], trong d6 3 huéng
dan chi rd nén khéi dau tir 16 tuan [11,14,15].
Hudng dan cla New Zealand khuyén cé thé khoi
dau tlr tudn tha 20 [13] va Viét Nam chi rd thoi

diém |3 tir 15 tudn [16]. Giam bét ty |& SGA d3 duoc
chirng minh bang diéu trj Aspirin liéu thap, nhat 13
trong truwong hop thai phu cé nguy co cao. Phan
tich t6ng hop chirng td Aspirin cé hiéu qua hon doi
v3i dy phong tién san giat (TSG) va FGR néu duwoc
chi dinh trwdc thoi diém thai 16 tuan véi lidu lwong
100 mg hang ngay [22]. Khuyén cdo cla Phap dua
trén bang chirng cila mot nghién ctru ngau nhién cé
ddi chirng (RCT) chi rd liéu thap aspirin nén dugc
ubng vao budi t6i dé cé hiéu qua cao nhat [23],
va diéu nay cling nén duoc duwa vao trong nhirng
HDQG khac.

3.3. Siéu 4m & quy Il thai ky cho thai phu c6
nguy co thap hodc cao

Lién quan dén siéu am & quy Il thai ky, c6 5
HDQG d6ng thuian khéng dng hd sang loc thudng
quy cho nhirng thai phu cé nguy co thap [9,11-14], 4
HDQG ghi rd nhitng thai phu c6 nhitng yéu t6 nguy
co cao phai dugc siéu dm dinh ky [9,11,13,14]. C6
sy dong thuan vé vai trd quan trong cta khao sat
Doppler d6ng mach rén (DAU) trong nhitng thai ky
bi SGA/FGR bdi vi DAU gitp giam ty 1é t&r vong chu
sinh [24].

Bang 2. Siéu 4m & tam ca nguyét th ba cho thai phu cé nguy co thap hodc cao
Qudéc gia Anh New Canada Ireland My Phap Viét Nam
Zealand
Sang loc Khéng Khéng Khéng Khéng Khéng Khuyén Khéng dé
bang siéu | khuyén cdo | khuyén cdo | khuyén cdo | khuyén cdo | khuyén cdo | cdo Itc thai | cap
am thuong 32 tuan
quy & phy
nit c6 nguy
co thap
Tiéu chudn | Co tir 1 yéu | YEu t6 nguy | Khdng ghi | Phunircéd | Tién sl Khéng d& | Khong dé
dé siéudm |té nguyco |cocao ré cacyéutd |SGA, cd cap cap
lién ti€p cao, BCTC | hodc BCTC nguy co, yéu td
khong khong thyc hién | nguy co
tuong tuong tlr 26 tudn | hodc BCTC
xirng, bat | xirng; thoi khéng
thuwong diém tuy tuong
DUA, siéu | thudc vao xng
amtlr 26- | d6 nang
28 tuan cac yéu td
nguy co
Khuyén Biéu do Biéu do Biéu do Biéu dd Céc biéu EFW tuy Céc biéu
cdo biéu EFW tuy EFW tuy EFW hodc | EFW tuy d6 vé EFW | bién, sinh | d6 vé EFW
dé sinh bién, khong | bién, biéu | AC clia dan | bién, sinh | va sinh trac | trac hoc va sinh trac
trac hoc c6 bang d6 cho AC | s6, khong | trac hoc hoc khéng | st dung hoc khéng
chirngvé | dungtheo |co biéu dd | khdng ghi | ghird theo biéu | ghird
biéu d6 ASUM riéng biét | rd do siéu am
riéng cho cla Phap
AC
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Doppler Co, tir 26- | Néu thai Né&u thai Co, cac Co, cac Co, cac Co, cac
déng mach | 28 tuan nho vé sinh | nhd vé sinh | tiéu chudn | tiéu chuan | tiéu chudn | tiéu chuin
ron (DAU) | néunguy |trichoc, |trdchoc khong ghi | khong ghi | khéng ghi | khong ghi
co cao hodc giam ro ré rd ré

téc do ting

trudng
Khoang 3 tuan 2-3 tuan 2 tuan 2-4 tuan 3-4 tuan 3 tuan 3 lan/ tuan
cach siéu hoac 8
am néu ngay tly
nghi ngo lam sang
SGA/FGR

Nghién clru thuan tap tién ctru POP (2015) d3
chirng té rang viéc thwe hién siéu am luc thai 36 tudn
s& chan doan ding 57% phu nit sinh con SGA, trong
khi d6 cach dung siéu am chon loc chi xdc dinh dwoc
20% trudng hop SGA [25]. Phan tich t8ng quan cla
Cochrane tir 8 nghién clru cho thdy SGA va thai cé
AC gidm t6c d6 tang trudng gilra 20 — 36 tuan, sé cd
ty 1& mac bénh cao hon [26]. Cac CRT chitrng to ich
lgi cha siéu am thuwong quy & quy Il nhung chua du
manh dé phat hién va giam thai chét non.

Do dd, s can nhac hién tai cho siéu am & quy IlI
dang dwoc dua ra. VAn dé con nhiéu tranh ludn dé
la viéc str dung cac bang tham chiéu vé sinh trac hoc,
EFW theo biéu db tuy bién hay cho toan b6 dan sé.
Viéc dua vao nhitng dédc trung cla ngudi me trong
biéu d6 tuy bién lam tang phat hién SGA cé nguy co
mac bénh va t&r vong chu sinh, so vé&i chi st dung
biéu d6 chung [27].

Ngoai ra, cac tham chiéu cin nang luc sinh cla
dan sd khong tinh dén madi lién quan duoc thiét
lap chat ché gilra tré sinh non va cé cham tang

trudng, dan dén kha ning khong thé chan doan
nhitng trwong hop SGA sinh non. Dé khac phuc
nhitng han ché cta nhiéu dac thu vé dan sé theo
khu vue, cdc tham chi€u cho can ndng llc sinh cla
INTERGROWTH-21% d3 dwoc dé xuat [28,29]. N6
dua ra vé mdt tiéu chuan chung cho toan ciu, va
cling twong thich véi nhitng tiéu chuan ting trudng
& tré em cla td chirc y t& thé gidi (WHO). Tuy nhién,
van con cac mdi quan tam vé sy thich hop khi két
hop cac dit liéu va céc nguy co cla viéc chan doan
sai SGA trong quan thé dia phvong. Gan day, WHO
céng b biéu d6 ting trwdng cho quan thé nguy co
thap tir 10 qudc gia d3 cho thay sy thay d&i dang ké
trong ca tham s& siéu 4m va can nadng ldc sinh. Tai
Anh - New Zealand - Ireland, mot tham chiéu EFW
tuy bién bang siéu 4m cla Gardosi dang duoc sl
dung dé khac phuc nhirng sai s6 vé can nang ltic sinh
cla tré [30]. B&i vi khéng cé su ddng thuan veé tiéu
chuén thich hop cho EFW, mdi dja phwong nén chon
nhitng tiéu chuan riéng nham dam bao sy phl hop
v&i d3c thu riéng clia minh.

3.4. Theo d6i va chon th&i diém ding dé sinh cho SGA/FGR khé&i phat mudn (2 32 tuan)

Bang 3. Theo ddi va chon thoi diém ding dé sinh cho SGA/FGR khéi phat mudn (> 32 tuan)
Quéc gia Vuong New Canada Ireland My Phap Viét Nam
qudc Anh | Zealand
Tan suét Mbi 2 Mai 2 M@i 2 tuadn | M&i 2 Mbi 1-2 2-3 tuan DAU binh
Doppler tudn néu | tuan néu tudn néu | tuan dé néu cac thuong,
dong mach | DAU binh | DAU binh DAU binh | danh gia khao sat kiém tra
rén (DAU) | thuong, 2 | thuong. it thuong. it | chuyén Doppler lai sau 8
lan/ tudn | nhat hing nhat hing | sang xau binh ngay, DAU
néu DAU tuan néu tudn néu hon thuong, bat thuong
bat thuwong | DAU bat DAU bt thuong két hgp vai
thuong thuong xuyén hon | DMCA +
néu FGR CTG + EFW.
nang, moi
tudn néu
DAU bat
thuong
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Khao sat DMCA khi | DMCA va Khao sat Thém Thiéu DMCA Khoéng chi
Doppler thai > 32 CPR mbi DMCAva |DMCAnNéu |chingcr |mbi2-3 rd
ddng mach | tudn néu 2 tuan khi | Doppler DAU bat déanghd |tuadnnéu
nao gilta DUA binh | thai>34 8ng tinh thuong, st dung DAU binh
(DMCA) thudng tuan; néu | mach DMAC DMCA thuong;
Doppler nhung khong trong thyc | tdng tan
bat thwong | khong ghi | duogc st hanh 1dm | sut néu
thi 1ap lai rd tudi thai | dung dé sang DAU bat
it nhat moi chi dinh thuong
tuan sinh
CTG Khong phdi | M&ituan | Buoccan | Khéngchi | Néu Yéu t& 3 1an/ tuan
la phwong | néu bat nhdcnéu |rd DAU bat chinh trong | néu DAU
thirc theo | thuwong BPP bt thuong, 2 | dénh gid bat thudng
dai duy DAU, thuong [An/ tudn | thainhi nhung
nhat DMCA, CTG va SGA, khéng | t6c d6
CPR, DUA ho3dcBPP | chirdtin |dongtam
hodc EFW suat truong
<BPV3 chua bang
0
Tréc d6 Khong st | Khong phai | M6i tuan Khéng Néu Khéng ban | Khéng dé
sinhvatly |dung la phuong phai |3 tiéu | DAU b3t luan cap
(BPP) thirc theo chuan thuong, 2
ddi duy lan/ tuan
nhat CTGva/
hoac BPP
Thoi diém | 37 tuan 38 tuan Cannhdc |37tuan Cannhdc> |>37tuan | 237 tuan
dung dé néu Pl néu bat >34 néu bat 37 tuan khi | phu thudc | khi bat
sinh khi MCA < thudng tudnnéu | thuong giam dong | EFW, nudc | thudng
Doppler BPV 5 hodc | Doppler Doppler DAU chay tam 8i, va cac Doppler,
bat thudng | DAU bat (AU, MCA, | (AU, MCA, | hodcsdm |trwongd |chisd CTG; >34
thuwong CPR, UA) DV) bat hon néu DAU Doppler tudn néu
thuong khoang DAU tadm
tang truong
truong bang 0 va
kém bat thudng
DMCA,
ngirng tang
trudng
Thoi diém | >34 tuan 38 tuan >37 tuan 37 tuan 38tudn+ |>37tudn |Khéngdé
diung dé néu khéng | néu EFW v3i sy theo | néu EFW 0 dén 39 phu thuéc | cap
sinh khi tang < PBV3, doi CTG; < BPV10 tuan +6 EFW, nudc
Doppler trudng qua | 40 tuan néu thé + DAU va néu FGR 8i, va cac
binh 3tuan; 37 | néu EFW < | tich 6i hodc | AFl binh khéng co chisé
thudng tuan véisy | BPV10 trir | BPP bat thuong ; cac tham Doppler
theo d&i khicé van | thuong, khong qua | s khéc bat
clia mdt dé khac; can nhic |40 tuan thuong
chuyén gia | khéng sinh
san khoa khao sat
duwoc DAU
va DMCA
thi 38 tuan
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Phuong
phap sinh

Dong chay
cudi tdm
truong
DAU con,
khéi phat
va theo doi
CTG lién
tuc

Nguy co
cao mé
dé véi bat
thuong
CPR,
DMCA,
hoac DUA,
CTG khi
bat dau

chuyén da

Khong chi
ro

Can nhac
md dé néu
tudi thai <
34 tuan

FGR don
doc khong
¢6 chi dinh
méd dé

Mé dé cho
FGR rat
non hodc
bat thudng
DUA nang;
CTG lién
tuc khi
chuyén da

Thai suy, 8i
giam, yéu
t6 bat loi
nhu ngoi
thai, nhau
bam thi
mé |4y thai

5 HDQG khuyén cdo nén khao sat DMCA va s dung cac thong tin d6 trong qua trinh quan Iy thai SGA/FGR
[11-13, 15-16]. C6 sw mau thuin dang ké vé tan sudt thoi gian dé theo ddi sy ting trwdng cla thai nhi sau
khi @3 chan doan SGA/FGR. Trong trud'ng hop FGR xuat hién mudn va cé bat thudng Doppler cdc mach mau
duoc khao sat hodc EFW nhd hon BPV 3, c6 5 hwéng dan khuyén nén sinh & tudi thai 37-38 tuan [9,11,13,-
15]. Khi Doppler dugc khao sat la binh thuwong thi khuyén cdo thoi diém sinh cé thé thay déi gitra 37[11]-
40[13] tuadn. Nhirng khuyén cdo nay dudng nhu dugce dua trén nhirng phat hién tir nghién ciru DIGITAT. Két
qua cla DIGITAT d3 khang dinh sy hop Iy dé chon lwa khéi phat chuyén da nham dy phong dén mikc t6i da
d6i vdi ty 1& mac bénh so sinh va thai chét non [31,32]. M&t phan tich kinh t& d&i véi khia canh strc khde d3
cho thay phi t6n thap hon véi su khdi phat & thoi diém 38 tuidn [33]. Chinh nhitng phat hién nay da dan dén
dé xuat nén sinh & thoi diém 38 tuan cho nhitng thai nhi cé nghi ngd FGR nhung cé tinh trang t6i wu.

3.5. Quan ly SGA/FGR khéi phat sém (< 32 tuan)

Bang 4. Quan ly SGA/FGR khéi phét sdm (< 32 tuin)

Qudc gia Vuong New Canada Ireland My Phap Viét Nam
quéc Anh | Zealand

Corticosteroid | Dén 35 Dén 34 Pén 34 Dén 34 Pén 34 Dén 34 Pén 34
tuadn + 6 tuan +0 tudn +0 tuan +0 tuan +0 tudn +0 tuan +0

Magnesium | Khongchi |<30tudn |Khéngchi |<32tudn |[<32tudn |[<32-33 Khéng dé

sulfate ré ré tuan cap

Thoi diém 32 tuan 34 tuan Khéng chi | Trwdc34 | Tl 34 tudn | Tir 34 tudn | 34 tudn

ding désinh | néu AEDV | néu AEDV; | r8; chi dinh | tudn néu néu AEDV; | néu AEDV | néu AEDV

khi mat hodc | hoac REDV | 32 tuan canthiép | AEDV; tr 32 tuan | hodc REDV | va bat
dao nguoc néu REDV | va sinh khi | trudce 30 néu REDV thudng
song tdm c6 thé tuan néu DMCA
trwong dong REDV

mach rén

(AEDV, REDV)

Chi dinh sinh | Bat thuwong | Khdong ap | Bat thudng | CTG vi tinh | Theo dai Bat thudng | CTG bat
CTGvitinh | dung, chi BPP, CTG héa bat thai nhicd | CTG vitinh | thuong
hda hoac huwdng dan | hodc DDV | thudng bat thudng | hda hoic
Doppler cho SGA 2 CTG, nwéc | DDV
8ng tinh 34 tuan 6i hodc
mach DDV) BPP

Phuong M6 dé néu | M6 dé néu | Khéng chi | M6 dé néu | Khdng mé | M6 dé néu | M6 dé néu

phap sinh AEDV hoac | AEDV hoac | ro AEDV hoac | dé néu AEDV hoac | thai suy,
REDV REDV REDV FGR don REDV i gidm,

doc ngdi bat
thuong,
nhau
bam bat
thuong
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Mot sy dong thuan cho toan bo cic huwdng dan vé viéc chi dinh diéu tri trwdng thanh phdi bing
corticosteroid [9-16]. Tuy nhién, chi c6 RCOG khuyé&n cdo diéu trj corticosteroid dé trwdng thanh phdi nén
duwoc chi dinh cho cac tudi thai Ién dén 35 tuan 6 ngay [11]. C6 4 hudng din khuyén nén chi dinh Magnesium
sulfat dé bao vé than kinh thai nhi trwdc khi thai nhi bj sinh rat non [9,13-15]. Lién quan dén chon thoi diém
dung dé sinh cho nhitng trwdng hop FGR non thang cé AEDV hodc REDV [9-16], 4 HDQG khuyén cdo thoi
diém thich hop nhung cé su thay d&i cho tirng khd ndng. Phan 16n cac hwdng dan cling d3 chi ré nén thuc
hién cham dt thai ky bang mé 13y thai néu cé bat thuong Doppler & mirc dd ndng [11,13-15]. Nhitng tiéu
chuan chung nhat dé& quyét dinh nén sinh khi nao dugc dua trén nén tang stre khde thai nhi, bang cach phdi
hop v&i CTG [11,14-16]. Nghién ctru TRUFFLE vé quan ly cac thai nhi FGR tir 26 — 32 tuan d3 dwoc bdo céo tur
khi nhitng huwéng din nay duoc cdng bé [34]. Nhitng khuyé&n cdo tir TRUFFLE nén duwoc xem xét dé dua vao
trong cdc HGQG vé SGA/FGR.

3.6. Cac thir nghiém 1am sang hién nay dé diéu tri SGA/FGR

Bang 5. Cac thir nghiém |4m sang hién nay dé diéu tri SGA/FGR
M3 s8 dinh Tén thir nghiém | Quan thé dich | Nghién ctru K&t cuc chu yéu | Quéc gia
danh cla th hoéc can thiép
nghiém
NCT02097667 EVERREST EFW < 600gr va | Tiém VEGF vao | Khéng xac dinh | Vuong quéc
BPV 3, tudi thai | dong mach t&r nhung sé thu Anh
20 tudn + 0 dén | cung thai phu thap dir liéu vé
26 tudn + 6 dé cai thién can nang thai
dong chay mach | nhi lic sinh va
mau tl&r cung cac két cuc chu
banh nhau sinh khac
NCT02277132 | The Dutch AC<BPV 3; Uéng Sildenafil | So sinh séng sét | Ha Lan
STRIDER EFW < BPV5 25 mg ngay 3 nhung khdéng
gitra 20 - 27 [an tir chon lya | bi anh huwédng
tuan + 6. EFW | ngdu nhién cho | cho dén thai dd
< 700 gr giita dén khi sinh thang
28 tudn dén 29
tudn +6
ACTRN1261 STRIDER Thai ky cham Ud8ng Sildenafil | Ty & thai ky Australia va
2000584831 (NZAus) tang trudng 50 mg ngay 3 c6 ting téc dd | New Zealand
trwdc tubi thai | [an. Phallthtr | tdng trudng
30tudn+0 nghiém bénh cla chu vi vong
chtrng ngau bung
nhién mu déi
NCT02442492 | STRIDER FGR s&m Uéng Sidenafil | TuGi thai ldc Canada
Canada gitra 18 tuan 50 mg ngay 3 sinh
+0-27tudn+ |[Ilan. Phalltht
6 va murc PIGF nghiém bénh
huyét twong < | chirng ngau
BPV nhién mu
NCT03153215 | Sildenafil & FGR ning (AC Uéng Sidenafil | T6c dé ting Ai Cap
thai cham tang | < BPV 5) hodc 20 mg ngay 3 trudng thai
trwdng trong tlr | EFW < 600 gr, l[an. Phallthlr | (25-34tuin), %
cung murc do < 25 tuan nghiém bénh thai nhi cé téc
nang chirng ngiu do tang trudng
nhién mu cla AC ting |én
héi du diéu kién
sau dé
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NCT02672566 Heparin trong EFW < BPV 10 Enoxaparin Can nang luc Phap
lwong phantlr | gitta 22-34 40001U mbi sinh
thap cho ciu tuan ngay
tao mach mau
& thai chdm
tang trudng
trong tlr cung
murc d6 nang
2011-003730- | C4c tac dong EFW <BPV 10 | Hydroxy-methy- | Can ndng luc Y
13 cGa dungdich | vé&ibat thwong | starch 30 ml/kg | sinh
keo duoc chi DUA giira tudi
dinh & nhirng thai 24 dén 32
thai ky bi bién | tuan
chirng dp thai
cham tang
trudng trong to
cung
NCT01717586 | Du phongtién |12 tudn+0dén | Ubng Céc sy kién bat | My
san giat bang 16 tuan vdi tién | Pravastatin loi cho me, thai
Pravastatin st tién san giat | 10mg hoac 20 nhi va so sinh,
nang mg mbi ngay. va duoc déng
RCT mu doi hoc

Cé 8 thr nghiém ldm sang dang duwoc nghién
clru dé didu tri FGR. Cac nghién clru trwdc day cho
thay khong cé bang chirng vé Igi ich cla viéc cung
cip oxy cho me, hodc bd sung protein khi ché d6 &n
udng cla me d3 thich hop [35]. Hudng thir nghiém
md&i dwoc tp trung vao viéc st dung cac thuéc va
hop chat da cd trude day nhung dp dung cho céc chi
dinh diéu tri m&i dua trén co ché d3 rd, tir d6 cé thé
xac dinh dugc cac loai thudc cé tiem nang dé diéu
tri bénh ly nay [36].

Lidu phdp yéu té tdng trudng ndi mé mach mdu
cho thai phu: YEu t6 ting trwdng ndi md mach mau
(VEGF) lam gidan mach do gay ra tan sinh mach, tao
mach va gilp san xuét ra NO. Su biéu hién VEGF cuc
bd hodc diéu tri tan sinh mach cé thé dat duwoc nhe
vao viéc tiém cac vector virus. Adenovirus vectors
chira céc isoform VEGF (Ad.VEGF) d3 cho thay cai
thién dong chay mach mau tlr cung trong khoang
thoi gian ngdn (4-7 ngay) va thoi gian dai (28-30
ngay) & cac con clru dang mang thai. Cac vector virus
duoc tiém truc tiép vao dong mach tir cung dan dén
biéu hién VEGF cuyc bd, tdng NO, gidn mach do giam
si co mach. Diém ndi bat d6 1a m3c du khéng phat
hién dwoc tang biéu hién VEGF sau tiém 28 ngay,
nhung dong chdy trong déng mach tl cung van ting
d3 goi y vé hiéu qua cua liéu phap gen VEGF déi véi
stra chita mach mau [37]. Céc th&r nghiém trén mé
hinh thai clru bi FGR cho thay sy cai thién chu vi
vong bung va gidm s8 lwgng thai clru sinh ra bj FGR
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¢6 y nghia thong ké. K&t qud chic chdn d3 c6 duoc
tlr cdc nghién ctu trén clru da lam cho Ad.VEGF tré&
thanh mot hudng nghién ciru dang gia cho cac thir
nghiém 1am sang. D& két thic hwéng nghién clu
nay, du 4n EVERREST d3 duwoc bat dau tir ndm 2013
thyc hién tiém VEGF vao déng mach tlr cung cho cac
thai phu bi FGR ndng khai phat sém [38]. Nhitng két
ludn cudi cung vé cac muc tiéu dat dwoc cla céc thlr
nghiém ciling dang duwgc cho doi.

Sildendfil citrate (SC) gay ra sy gian mach do trc
ché& phosphodiestase-5. Sy quan tdm dén Sildenafil
citrate bat ngudn tir cdc nghién cru in vitro cho
th&y kha ning lam gidn ra cdc mach mdu thudc co
tlr cung bj co that & nhitng thai ky bi TSG. Su ch
y da duoc tang Ién khi SC cling lam gidn cac mach
mau thudc co tlr cung trong nhirng tredong hop FGR
nhung khéng bi TSG. Mét RCT mu déi & nhitng phu
nit bi TSG khai phat sém khdng cho thdy bat ky ich
loi nao vé két cyc thai nhi nhung né dua ra bing
chirtng dé két luan khéng cé tac hai clia thudc. Cac
nghién cru trén clru FGR c6 két qua t6t cho mot sd
con, trong khi d6 mot s6 khdc cé biéu hién bat lgi
nhu gidm lwu lwgng dong mau tl&r cung banh nhau
va 23% trong lugng thai [39]. M&t nghién ctru thi
diém nhd dwoc md ra cho céc trudng hop thai ky
FGR murc d6 rat nang va khai phat sdm vdi mot tién
luong xau, da phat hién rang SC véi lidu luvgng 25
mg ba lan m&i ngay cai thién sy phat trién vé ting
trwdng cla chu vi vong bung va sy sdng sét chu sinh.



Tap chi Y Duoc hoc - Trdng Bai hoc Y Duoc Hué - Tép 8, s6 6 - thdng 11/2018

Do d6, nhitng RCT I1&n hon 13 hét strc can thiét trudce
khi xem xét dua SC vao s dung trong |dm sang. Th
nghiém STRIDER danh gia vé lgi ich cla SC d6i véi
FGR ndng khdi phat sém dang dugc ché doi [40,41].
Nghién ctru tai Vuong quéc Anh cho thay uéng SC
khéng kéo dai thai ky hodc khéng cai thién duwoc két
cuc thai ky. K&t qua tir cac thir nghiém & Uc, Ha Lan,
Iceland va Canada dang dwgc cho dgi va sé dong
gop dit liéu cha cac bénh nhan cho viéc chuan bj
phan tich t6ng hop.

Statin 13 thuéc ha lidid mau va chéng viém,
chéng oxy hda va cé dac tinh tan sinh mach. Trén
cac nghién ctru & chudt bi TSG dwoc diéu tri bang
pravastatin da cai thién huyét dp va tdc dong t6t 1én
can ndng. Mac du cic nghién ctru d3 cho thay khdng
tdng nguy co dj tat bam sinh véi statin, nhung van
c6 mot s van dé lién quan dén sy chuyén héa do
tinh trang co mach & thai nhi dé dap &ng vdi sy giam
oxy do ting NO, diéu ndy co6 thé gay ra mot s6 bat
lgi [42]. C4c két qua cla nghién clru StAmP vé tac
ddng clha pravastin d&i vdi nhitng trwdng hop TSG
khéi phat sém dang dugc chd dgi. Mét RCT khac
dang duoc thyc hién dé tim hiéu nhitng tac déng
cla pravastin gitta 12 dén 16 tuan+6 & nhirng phu
nit bi TSG trudc do [43]. Cac thlr nghiém lén hon
13 can thiét d& danh gid nhitng tac dong 1én sy ting
trudng cla thai nhi va két cuc chu sinh.

4. KET LUAN

T6ng quan nay d3 cho thay vj tri cla nhitng
chitng cr cé chat lugng cao da duoc sir dung cho
cac hudng din qudc gia vé xi tri SGA/FGR. C6 sy
ddéng thuan cao vé viéc str dung Doppler dong mach
rén va chi dinh corticosteroid. Nhitng khuyén cdo tir
cac RCT vé su gidi han dang ton tai trong quan ly
thai ky SGA/FGR ciing nén duoc hop nhat trong cac
huéng dan trong twong lai. Hién nay, k&t qua tir cac
nghién cttu RCT chuwa c6 di bang chirng dé huéng
dan quan Iy t6i wu cho céc thai ky SGA, vi vay nén
tham khao thém tir nhitng nghién ctru quan sat va
cacy kién cla chuyén gia.

C6 18 can phai thém mot khodng thoi gian dai
dé d0 co s& di lieu nhdm phan tich nhitng két cuc
cla céc thir nghiém 1am sang diéu tri SGA/FGR. Tuy
nhién, nhirng thir nghiém trén dong vat & giai doan
tién 1am sang cling d3 mang lai nhitng phuong phap
diéu trj c6 tiém nang cho bénh ly nay. Su chuyén
dich cac phuong phdp d6 sang con ngudi doi hoi
phai danh gid mét cach day dd & cac khia canh, dac
biét la gitta nguy co va lgi ich, tinh dao dirc va tinh
kinh té& ctia phuong phap. N&u nhitng phuwong phap
diéu tri médi thanh céng, chi phi cho diéu trj s& khdng
qud tén kém do khong can phai mua bang sang ché
vi cac thudc d3 c6 sin. Do d6, nhidu thai ky SGA/FGR
s& c6 nhiéu hy vong cai thién duoc két cuc san khoa.
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