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Nguyén nhan cham phat trién trong TC

Do phoi thai:

O Roiloan NST

L Cac hoi chirng do gen, cac
bat thwong bam sinh

Do me:

U Vo6 can

L Bénh ly man tinh

Q Bat thuwong phat trién banh
rau (PIH, , HELLP)

Nguyén nhan bén ngoai:

O Hat thude, udng rwou, hat
thuoc

O Nhiém trung

Q Tam ly, xa hoi
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Pong mach tir cung tir 22-24 tuan

Nguy co cao TSG/ Thai CPT trong TC M Nouy co thp TSG/ Thai CPT trong TC



Thai nhi khong thé dat duogc tiém ning ting truéng toi uu



Soothill 1987, Economides 1989, Nicolaides 1989

Khi mau va chuyén hoéa ¢ thai

CPT Trong TC

PO?2

PC02

CH Dbuong
Triglycerids
Aminoacids thiét yéu




Normal umbilical artery Elevared Doppler index Absent/reversed end-diastohic velocry

Normal muddle cerebral arter ‘Bramn sparing
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FHR variaton loss

C PT S 6’m Late deceleranions

Declining amniotic fluid volume

Loss of breathing

Dé chan doan, kho diéu tri

Loss of movement

Loss of tone

Normal umbilical arrery Elevated Doppler index

Normal muddle cerebral artery
Late-onset FGR

Evolution over 6-9 weeks

A Non-reactive FHR
CPT mUQn Dechming AFI |

Loss of breathing

Kho ghlen doan, dé ﬂiéu tri >




Pathogenesis of PE

Genetic factors

7

— stress =
02 O2

Hypertension

Proteinuria

complications

I Liver

Qe’ 2 7 ‘Q

Cerebral

Initial lesion, localized
in the placenta

1st and early
2nd trimester

Preeclamptic syndrome,
generalized defects

late 2nd and 3rd
trimester

=  PE

- IUGR

- Preterm delivery

- Placental abruption
- IUFD



Gié tri tién doan ciia yéu t6 tao mach va Doppler dong mach tir cung
dé chan doan sw khéi phat sém so véi khéi phat mudn ciaa TSG va
cham phat trién trong tir cung F. CRISPIletal. Ultrasound Obstet Gynecol 2008
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Table 3 Area under the receiver—operating characteristics curve (AUC) and sensitivity of screening for carly-onset pre-eclampsia and/or
intrautcrine growth restriction (= 32 wecks of gestational age) by uterine artery Doppler evaluation and maternal serum placental growth

factor (PIGF) and soluble fms-like tyrosine kinase (sFlel)

Sensitivity (%) for a

specificity of:

Screening method AUC 95% CI) 95% 0% 0%
Uterine artery mean Pl 0,851 (0.761-0.942) 47.4 56 733
PIGF 0.963 (0.911-0.989) 84.4 B4.2 94,7
sFltl 0.847 (0.735-0.958) 16.8 526 78.9
sFIt1/PIGF ratio 0.963 (0.926-1) TR.9 842 04,7
Uterine artery mean PI and PIGF 0974 (944 1) 29 3 895 94,7
Uterine artery mean PI and sFlel 0.940 (0.897-0.984) w32 3.7 100

PIGF and sFlt1 0.972 (0.941-1) §4.2 94.7 94,7
Uterine artery mean PI and sFlt1/PIGF ratio 0.979 (0.952-1) §4.2 89.5 100

Uterine artery mean PI, PIGF and sFlt1 0951 (0.957=1) B35 595 100

P1, pulsatility index.

Két ludn: Yéu to tao mach va danh gia Doppler PM t# cung gilp sang loc
khoi phat som TSG va CPT trong TC ¢ 3 thang gitta cua thai ky, khdng sang

loc khoi phat muon
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Y e TSG: Tién doan tir 11-13 tuan

Tién str san phu: nguy co hang dau

Nghién cira sang loc tir 11-13 tudn: 35,486 sin phy
* Exclude miscarriage, termination, major defect, no FU n= 2,876 _
« Trong sb 1=32,610; khdng TSG n=31,884 (97.8%) ?etec“on rate
« Early-PE =107 (0.3%), Middle-PE n=185 (0.6%), Late-PE n=434 100, for FPR10%
(1.3%) * 0
BMI =_ 80
Black — 70
S Asian __:-— 60
Assisted = .
conception — - 50| 46%
FH of PE = 40 % s
Hypertension er— 30
Nulliparous b
20
Previous PE —
No . 10
6.1 0..2 ' 0..4 - 1 2 4 . 10 0 Early-PE Middle-PE Late-PE




TSG: Tien doan tir 11-13 tuan
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Doppler DM tir cung tirl 1-13 tuan

Uterine artery Pl MoM

Normal Early Middle Late
PE PE PE

« 20,798 pregnancies; Early-PE n= 84 (0.4%), Middle-PE 144 (0.7%), Late-PE 342 (1.6%)
« Mean uterine PI, adjusted for CRL, BMI, age, race




TSG: Tien doan tir 11-13 tuan
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Huyét ap tirl 1-13 wuan

1.57

1.4
1.3 7
1.2 7

1.17
1.0 7

0.9 7

0.8 7

cMean arterial pressure MoM

0.7~

MAP = Diastolic BP + (Systolic BP — Diastolic BP) / 3 Normal E?,rllzy “"'S‘é‘e Ls,tze

« 13,712 pregnancies; Early-PE n=69 (0.5%), Middle-PE n=112 (0.8%), Late-PE n=246 (1.8%)
* MAP, adjusted for CRL, BMI, age, race and smoking




TSG: Tien doan tir 11-13 tuan
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Tien sw ¢

phu va Test sinh ly

=3 Detection rate for FPR 10%

100
BMI (Kg/m?) " 90
82%
Racial origin 80
White
70 63%
Black
) 60
S Asian 48%
Parous >0
No previous PE 40
Previous PE 30
Maternal history of
PE 20
History of
_hvnertension 10
Ovulation drugs .
Early-PE Middle-PE Late-PE




TSG: Tien doan tir 11-13 tuan
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Tién sir san phu Papp-A, PIGE

Xam nhap bat thuwong ciia gai rau Detection rate for FPR 10%
vao dong mach xoan ctiia me 100
%
90
81%
Thiéu Oxy banh rau 80
70 64%
\ 4
Giai phéng chat phan vng viém va 60 54%
cytokine 50
\ 4
Tiéu cau va té bao ndi mé hoat 40
hoa va bi phi’l hﬁy 30
20
Trieu chirng lam sang TSG 10
0

Early-PE Middle-PE Late-PE




TSG: Tien doan tir 11-13 tuan
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Test két hop
- Detection rate for FPR 10% (5%o)

%
BMI (Kg/m?) " 90
81% (70%)
Racial origin 80
White
0 63% (50%)
Black
60
S Asian
50
Parous
No previous PE 40
Previous PE 30
Maternal history of
PE 20
History of
_hvnertension 10
Ovulation drugs 0

Early-PE Middle-PE Late-PE
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vedieine Sang loc 3 thang dau

Hypertensive disorders in pregnancy: screening by
biophysical and biochemical markers at 11-13 weeks

L. C. Y. POON, R. AKOLEKAR, R. LACHMANN, J. BETA and K. H. NICOLAIDES UOG 2010

Két qua:

Phan tich hoi quy logistic da bién chimg minh rang that significant prediction
for early PE was provided by maternal factors, MAP, uterine artery
L-PI and serum PIGF. Significant prediction of late PE was provided by
maternal factors, MAP, uterine artery L-PI, PIGF, activin-A and P-selectin.
Ty 1€ phat hién udc tinh, la 88.5% (95% CI, 69.8-97.4%) voi TSG som va
46.7% (95% ClI, 36.1-57.5%) véi TSG mudn .
Két luan
Két hop test sinh 1y va sinh hoa tir 11 dén 13 tuan c6 thé xac dinh c6 hiéu qua
cac san phu c6 nguy co cao ciia roi loan THA thai ky.



Competing Risks Model in Early
| The Fetal Screening for Preeclampsia by

coundatior Biophysical and Biochemical Markers
Akolekar et al.2012

Table 3. Estimated detection rates of PE requiring delivery before 34, 37 and 42 weeks’ gestation, at false-positive rates (FPR) of 5 and 10%

Screening test FPR PE PE PE
% <34 weeks (n = 214) <37 weeks (n = 568) <42 weeks (n = 1,426)
risk detection risk detection risk detection
cutoff n (%) cutoff n (%) cutoff n (%)
Maternal characteristics 5.0 1:93 78 (35.5) 1:35 186 (32.7) 1:9 419 (29.4)
10.0 1:143 108 (50.5) 1:51 246 (43.3) 1:12 574 (40.3)
Uterine artery P1 5.0 1:88 127 (59.3) 1:31 227 (40.0) 1:9 445 (31.2)
10.0 1:164 161 (75.2) 1:52 313 (55.1) 1:12 602 (42.2)
MAP 5.0 1:88 125 (58.4) 1:31 250 (44.0) 1:8 532 (37.3)
10.0 1:159 156 (72.9) 1:52 337 (59.3) 1:12 763 (53.5)
PAPP-A 5.0 1:88 93 (43.6) 1:33 212 (37.3) 1:9 449 (31.5)
10.0 1:151 17 (54.7) 1:52 274 (48.2) 1:12 601 (42.1)
PLGF 5.0 1:95 127 (59.3) 1:33 232 (40.8) 1:9 415 (29. l]
10.0 1:170 155172.4) 1:55 309 (54.4) 1:12 572 (40
Uterine artery PI and MAP 5.0 1:96 171 (79.9) 1:31 310 (54.6) 1:7 498 {3-11 9]
10.0 1:197 1924(89 71 1:57 406 (71.5) 1:12 807 (56.6)
PAPP-A and PLGF 5.0 1:101 129 (60.3) 1:34 243 (42.8) 1:9 433 (30.4)
10.0 1:181 159 (74.3) I:56 317 (55.8) 1:12 582 (40.8)
Uterine artery PI, MAP and PAPP-A 5.0 1:105 174(81.8) 1:26 2098 (52.5) 1:7 514 (36.0)
10.0 1:216 198 (92.5) 1:65 424 (74.6) 1:12 811 (59.9)
Uterine artery PI, MAP and PLGF 5.0 1:126 187 (87.4) 1:36 344 (60.6) 1:8 536 (37.6)
10.0 1:261 204 (95.8) 1:67 439 (77.3) 1:12 755 (52.9)
Uterine artery PI, MAP, PAPP-A and PLGF 5.0 1:128 2000(93.4) 1:36 347 (61.1) 1:8 539 (37.8)
10.0 1:269 20 (96.3) 1:67 435 (76.6) 1:12 764 (53.6)
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PE occurs ’ ’ > Gestation
No PE ° ° ., Gestation
occurs

e Other cause birth (e.g. Normal birth no PE)

e PE event
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Wright ef al,, 2012: A competing risks model in early screening for preeclampsia. Fetal Diagn Ther”
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Algorithm for early-PE risk cut-off 1:200 and algorithm for preterm-FGR risk cut-off 1:150

100 1 Nul"flarous . Caucasian African
a0 All * Previous PE
. FPR DR FPR DR
L 2
S 70 Parous
2 All 77 91 249 100
E *
§ | MoPrevionsFE Nulliparous 96 96 30.8 100
% 30
Q Parous 57 79 21.1 100
20 1
10 Previous PE 33.0 100 64.1 100
D_I T T T T T T 1
¢ e 2 2 90 % | No previous PE 4.1 57 18.3 100

False positive rate (%)

Performance of screening depends on patient characteristics
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Phan tich gop_dung aspirin dw phong trén 31
nghién ciru ngau nhién, 32 217 bénh nhan

- Tién san giat 0.90 (95% CI 0.84-0.97)
Askie et al, Lancet 2007

<16 wks e~ | 0.48(0.33-0.68)
(n=222) :
17-19 wks o i 0.66 (0.17-1.76)
(n=102) !
> 20 wks =T 0.82(0.62-1.09)
(n=993) |

0.2.4.6 .8 11.21.41.61.82.0
Bujold 2009

Aspirine bit dau tir 16 tuin giam 50% nguy co
phat trién TSG



Early Administration of Low-Dose Aspirin for
the Prevention of Preterm and Term Preeclampsia:
A Systematic Review and Meta-Analysis

Stéphanie Roberge?® Pia Villa® Kypros Nicolaides’ Yves Giguére® Fetal Diagn Ther 2012
Study ASA Control Weight Risk ratio Risk ratio
or subgroup M-H, random, 95% Cl M-H, random, 95% Cl

events total events  total
August, 1994 0 24 5 25 15.2 0.09 (0.01, 1.62) * 0
Bakhti, 2011 1 82 o a2 204 0.11 (0.01, 0.886) 0
Ebrashy, 2005 0 73 23 63 139 0.02 (0.00, 0.30) -,
Vainio, 2002 0 43 1 43 12.2 0.33 (0.01, 7.985) =
Villa, 2010 1 61 5 B0 274 0.20(0.02, 1.63) |
Total (95% Cl) 283 273 100.0 0.11 (0.04, 0.33) e
Total events 2 43
Heterogeneity: ° = 0.00; y* =2.79,d.f. = 4 (p = 0.59), F = 0% ' ' ' !
Test for overall effect: Z = 3.92 (p < 0.0001) 0.01 0.1 1 10 100
Favors experimental  Favors control

Fig. 2. Forest plot of the effect of low-dose aspirin initiated at or before 16 weeks’ gestation on the risk of preterm preeclampsia.

Két qua:

chi 5 thu nghiém gém 556 san phu thoa man tiéu chuan. ASPIRIN dwoc chi dinh & tudi thai dudi
16 tudn lam giam nguy co TSG & thai non thang (RR 0.11, 95% CI 0.04—0.33)

Két ludn:

Liéu thap Aspirin dwoc chi dinh truée 16 tuan cia thai ky giam nguy co TSG & thai non thang
nhung khong giam o thai du thdang.



Thuc trang ¢ phuong tay
- Sang loc TSG khong duoc thuc hién mot cach chuan
hoa

*Nhiéu nha san khoa chi dinh Aspirin cho phu nit mang
thai mot cach thuong quy

Nhiéu phu nit mang thai tu y st dung Aspirin khong
can bac si ké don va giam sat y té

» Thong tin khong dong nhat vé sir dung, liéu luong

» Piéu nay khién khé dé tién hanh cac thur nghiém ngau
nhién 16n



Cau hoi chwa dwoc tra loi

* Thue té sang loc TSG ¢6 hiéu qua?

* Piu la thuit toan chi phi — hiéu qua tot nhat?
* Aspirin co thuc sy hi€éu qua?

* Aspirin c6 an toan?

*Aspirin c6 phai chién lwgc diéu trj tot nhat?
Can thém nhiéu biang chirng, can tién hanh mot
nghién ciru thir nghiém ngiu nhién c6 doi chimg dé
danh gia gia tri thwe sy cua Aspirin
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http://www.fetalmedicine.com/fmf/10-randomized-trials/03-aspre-project/initiation-of-low-dose-aspirin-in-early-pregnancy/

