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“Khdng co giai doan nao trong cudc séng cta 1
con ngudi quan trong bang giai doan quanh
thu thai trong viéc xac dinh xem strc khoe cua
mot con nguwoi trong twong lai va xu hwéng
mac cac bénh ly cta nguweri nay”

“Viéc chan doan s&m va diéu tri cac bat thwong
thai hodc tré so’ sinh cé thé gitp phong ngtra
tir vong s&m ma con giup phong ngira cac
bénh ly man tinh”

Romero, Di Renzo 2009, J Matern Fetal Neonatal Med
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Phién ban dau tién cta cudn sach dat ra thuat
nglr “The Great Obstetrical Syndromes” da
dworc xuat ban cach day 10 nam

Can thiép y khoa trwéc khi sinh: Thai nhi la nguén goc cua loai nguwei*
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Hé thong phan loai hién tai ctia cac bénh ly
san khoa dwa trén biéu hién |am sang cta me
hoac thai va khong dwa trén co’ ché ctiia bénh
gay ra cac biéu hién 1am sang dé

Vi vay, chan doan chi don thuan 1a miéu ta cac
bieu hién |lam sang ma khong xem xét duwa
trén nguyén nhan cu the



Céc roi loan trong san khoa la nguyén nhan
chinh gay bénh suat va twr suat cua me va tré
o giai doan chu sinh

The Great Obstetrical Syndromes




Piem dac trwng chinh cta cac héi chirng trong
san khoa

1. Do nhiéu nguyén nhan
2. Giai doan trwée khi cé biéu hién 1am sang kéo dai
3. Thwdng lién quan dén thai va tré so sinh

4. Khuynh hwéng mac 1 hdi chirng dac biét thwéong bi
anh hwéng béi sw twong tac gitra gen va moi treeéng
hoac la sw twong tac phuec tap hon gitra cac gen véi

nhau c6 lién quan dén gen ctia me va ca gen cua thai

5. Cac biéu hién |am sang thwéng thich ng véi tw nhién

Romero, 1996, Di Renzo 2009, IMFNM



>"Y hoc chu sinh dang & giai doan ma chuing ta chi cé thé
nhan ra cac hdi chirng 1dm sang so v&i tong thé bénh ly
mot cach riéng biét gay ra bdi co’ ché bénh ly riéng"

> “Nhiéu hdi chirng trong san khoa la két qua cua sy dap
(rng clia me va thai v@i cac chan thuong bénh ly”

> “Hau hét cac hdi chirng san khoa déu biéu hién I1dm sang

mudn ciia mot qua trinh thay doi sinh bénh hoc man tinh
c6 tho'i gian tién 1am sang kéo dai ”

Romero 2009, J Matern Fetal Neonatal Med



« Sau khi quan sat trong thoi gian dai, chung ta
nhan thay la sanh non, 8i v& s&m, tién san
giat, thai nho so v&i tudi thai, thai to, thai lvu
va nhiéu bénh ly khac nira ma ching ta danng
diéu tri trong thwc hanh 1am sang khong phai
la nhirng bénh ly riéng biét ma la nhirng hoi
chirng v&@i nhiéu nguyén nhan »

Di Renzo 2009, J Matern Fetal Neonatal Med



THAI KY LA MOT QUA TRINH XAY RA LIEN TIEP
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DUNG HOA MIEN DICH

Thai ky thanh cong & déng
vat co vu tuy thudc vao sw
chap nhan cua hé thong
mién dich cla co thé me
v@i cai thai c6 su bat
twong hop vé gen




Maternal-fetal Maternal immune
interface system

Innate immunity
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Physiological role of progesterone

Progesterone

¥

Progesterone-induced blocking factor

A

Decidual NK

ol -Thz ﬂ Asymmetric ABs ﬁ
TNF-u IL-3 el * Blocking ABs
IFN-y IL-4 » Without effector functions
IL-2 IL-5 « '‘Mask fetal antigens'
IL-12 IL-6& 2
IL-18 IL-10

IL-13

Shift to Th2 dominance
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Progesterone-induced Blocking Factor (PIBF)
Moi lién két gitta ndi tiet va hé thong mién dich

Progesterone

™ Thai ky
2 R
> mE \ tién trién
A binh thuong
Progesterone .
> hi Say thai
——> PIBF,—>
Ru 486

Progesterone

T, :
> b1 Say thai
— > PIBF ——>
+anti-PIBF



KET CUC THAI KY

THAI/PHOI
50% CHA/50% ME

¥

PHAN UUNG MIEN DICH DI UNG

¥

Progesterone induced blocking factor (PIBF) at the decidual (CD56+) and PBMC level

¥ ¥

Mrc Progesterone d0 dé thanh lap Mrc Progesterone khong du dé
PIBF thanh lap PIBF
Asymmetric antibodies Th2 bias’NK Symmetric antibodies Th1 bias LAK
cells cells
Bao vé thai Cytotoxic, inflammatory

Cac phan &rng lam say thai
Sanh Say thai

The pivotal role of progesterone receptor-mediated immunomodulation in successful pregnancy (PBMC=
Peripheral blood mononuclear cells; NK= Natural killer cells; LAK cells= Lymphokine activated killer cell)

DI RENZO GYN ENDOCR 2012



ANH HW'ONG MIEN DICH HOC CUA PROGESTERONE

1 | Maintains decidualization?

2 | Maintains Reduces signs of endometrial
trophoblast invasion | apoptosis from cycle day 262

Inhibits apoptosis of extravillous
trophoblasts?

3N Promotes maternal Activates progesterone-induced
immune tolerance to blocking factor (PIBF) - PIBF
fetal semi-allograft  inhibits NK activity and induces
TH2 cytokine production®®

Blocks TH1 cell immunity#®

1Arck PC, et al. Reprod Biomed Online. 2008 Jul;17(1):101-13. 2Lovely LP, et al. J Clin Endocrinol Metab. 2005
Apr;90(4):2351-6.3Liu J, et al. Mol Hum Reprod. 2007 Dec;13(12):869-74. “Choi BC, et al. Hum Reprod. 2000 Jun;15
Suppl 1:46-59. 5Arck P, et al. J. Am J Reprod Immunol. 2007 Sep;58(3):268-79. ®Piccinni MP. Reprod Biomed Online.
2006 Dec;13(6):840-4.



HINH THANH
“GIUONG BANH NHAU”



Giwong banh nhau
-Do 1a mdt vi tri gidi phau riéng biét, rat quan trong trong sinh Iy va bénh
ly cua thai ky.

- Vj tri chién lwoc (vé mat gidi phau va chire nang) cho sy phat trién cac
ua trinh bénh ly

-- N6 khong chi don thuan la I&p mang rung tiép xdc véi bé mat banh
nhau, ma con la md t&r cung (bao gdbm co t&r cung va ndi mac t& cung)

dwdi banh nhau.

A, Opening of spiral artery at base of septum (left
side).

B, Distribution of spiral artery openings
with physiologic changes (open circles)

in the central area and without physiologic
changes (closed circle)

Brosens. Am J Obstet Gynecol 2011.



The Fournal of Maternal-Feral and Neonaral Medicine, January 2008; 21(1): 3-7

EDITORIAL

The role of an ‘anti-angiogenic state’ in complications of pregnancy

Vai tro cha trinh trang “anti-adrogenic” 1én céc bién chirng cta thai ky



“Sw phat trién chia cdc mach mau md@i la chd yéu cho me va
thai. Thai phat trién hé tuan hoan dé cé thé ton tai va phat
trién . Co thé me phai ting lwong mau nudi dé cho nhau va
thai phat trién”

“Sw thi€u hut cua yéu té phat trién banh nhau (mot
yéu td angiogenic) cé thé dwoc quan sat & nhirng
bénh nhan bi tién san giat va thai chdm ting trwéng
trong tlr cung ... c6 sw mat can bang giira cac yéu

t6 angiogenic and anti-angiogenic

c6 thé lién quan dén cac bénh ly trong dudt thai ky”

Di Renzo, JIMFNM 2008



Phia thai

_ Phia me
vasculogenesis

N/

Tu stra va chuyén doéi ctia cac dong mach xoan oc 14
can thiét dée dam bao cung cap day du cac chat dinh
dudng va oxy dé duy dudng thai

l

Thiéu sy hinh thanh mach mau, huyét khoi va / hoac thay dbi
sinh ly chwa du cua dong mach xoan oc c6 thé dan dén tinh
trang thieu oxy-thieu mau cuc bé cua nhau thai va ttr cung

l

Kiéu hinh 1am sang riéng biét d& dap ng véi tinh trang
thiéu mau cuc bd cd 1& 1a mdt chire nang lién quan dén mirc
do, thei diem va khoang th&i gian tinh trang thiéu mau
dién ra

_ _ angiogenesis
angiogenesis







4 bwdc da dwoe biéu hién trong qua trinh tu stra déng mach
Xoan Oc :

(1) giai doan ban dau cuta tu sira I&p mang rung,
(2) sw di cw cua la nudi phéi gitra cac ddng mach,

(3) sw xam lan bén trong vach va tu stra cac thanh phan lién
guan la nudi phoi

(4) tai hinh thanh cac té bao mang trong va thay doi cac yéu
to lien quan den me



Cac bwéc tu stra ddng mach xoan oc

A. Unmodified

B. Disorganization of SM

cells

C. Interstitial trophoblast
enhances changes

D. Endotrophoblast
replaces endothelium

E. Fibrinoid and trophoblast
replaces muscular wall.

F. Distension (not shown)
and thickening of wall

Pijnenborg et al. BPROG 2012
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Pong mach twr cung-nhau & vung JZ cua
co twr cung




Preeclampsia/ Normal
IUGR/PTL pregnancy

Modified from Biochemistry 2001;40:4077-4086 and Kobe J Med Sci 2002;48:13-23

Hypothesis

Reduced invasion

Incomplete conversion of
arteries

Retention of vasoreactivity

Intermittent perfusion of
IVS

Fluctuating pO,

Ischaemia: reperfusion
type injury




STRESS OXY HOA CUA BANH NHAU GAY

SAY THAI SOM

|
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, Nhung mao lay tir mé thai say cho thay hinh thai &
AP g dau hi¢u ITHC cua té bao bi stress va ton thuong
— (tang su chét c6 chuong trinh va giam su tang sinh)

—— \ g / @& Phu hop véi gia thuyét rang sy stress oxy hoa qué
5. S| muc gay ra say thai ty nhién

KHONG LIEN QUAN PEN KARYOTYPE CUA THAI

Hempstock et al. Hum Pathol 2003
Greenwold et al. Fertil Steril 2003




v Fetal genotype Su, Iam ta’

v Maternal immune system | —
v’ Endometrial environment

Hinh thanh “giworng hanh nhau”

Maternal diet

S Parental genotype
Rise in intraplacental oxygen

tension
RGi loan chuyén hoa \1{
;Thrl]lltschﬁptd:;]alA(ljysfunctlon [:] — Antioxidant
uoc, hut thuoc, reou
’ P . defences
smoking, alchol, epigenetics\ Oxydative stress —

Degeneration of / Jl \ Progressive IVBF

syncytiotrophoblast Ischemia-reperfusion
Massive IVBF obstruction ﬂ ﬂ
ﬂ Resolution
Chronic oxidative stress Normal placental

Early pregnancy failure function
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KHA NANG CHONG OXY HOA (CAT)

4007
9
o
- pl p2
2 300~ :
- T
o
@
4
o
O 200"
l-_- C: Controls
E__ GR: Gest Diabetes
o] MPP: Preterm labour
£ 100
=
-
g
O

0 C GR MPP

P1=0.0086 (p1<0.05) GR vs Controls
pP2=0.0479 (p2<0.05) MPP vs Controls Di Renzo et al, JOG 2011
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TIOLIC CAPACITY
' P p4

400 -
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200 4 C: Controls

GR: Gest Diabetes

MPP: Preterm labour

100 -

0

C GR MPP

P3=0.0029 (p3<0.05) GR vs Controls
pP4=0.0084 (p4<0.05) MPP vs Controls

TIOL (umol/ml Cisteina equivalent)

Di Renzo et al, JOG 2011



PROOXIDANT CAPACITY
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1 C: Controls
GR: Gest Diabetes
MPP: Preterm labour
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)
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P5=0.00034 (p5<0.05) GR vs Controls
pP6=0.00044 (p6<0.05) MPP vs Controls
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PROOX (mg/100ml H20: equivalent)

Di Renzo et al, JOG 2011



Céac bénh |y cua giwdng nhau thai, ban dau théng qua thiéu mau cuc bé,
nhwng ciing co thé thdng qua cac co ché khac (lién quan dén mién dich),
coO thé dan deéen:

- Tién san giat

- Thai nhé so vé&i tudi thai

- Chuyén da sanh non (6i con) hodc 6i v& non
- Nhau bong non

- Thai lwu

Céac biéu hién vé&i kiéu hinh 1am sang khac nhau phu thudc vao cac yéu té
di truyén va mai triedng, ciing nhw théi diem bat dau, théi gian va mire do
cua chiu dwng thiéu mau cuc bo

Cac moi quan hé xung dét tiém tang giira thai nhi va ngw®i me déng mét
vai tro trong viéc xac dinh sw biéu hién kiéu hinh cua roi loan cua giwong
nhau thal



Say thai tw nhién

- Phét trién chwa day du cta hau hét cac déong mach xoan 6c¢
trong giwdng mang rung vé&i sw duy tri mé co dan hoi; khéng
c6 bang chirng vé sw xam lan cua la nudi phodi ngoai nhung mao
cla phan mang rung ctia ddng mach xoan oc

- Can khao séat thém dé lam sang té vai tro clha la nudi phoi cam
cla cac ddng mach xoan 6c¢ va bién ddi sinh Iy ciia mang rung va
phan doan co t& cung trong say thai tw nhién giai doan s&m. Ké
t&r khi s xam nhap vao co tlr cung ctia ddng mach xoan 6c khdng
xay ra cho dén sau 14 tuan cua thai ky

- Khi so sanh véi thai ky binh thwdng, ddng mach xoan oc trong co
tlr cung cua bénh nhan co6 say thai 3 thang gilra cho thay giam la
nuoi phoi ndi mach va trong co



Sanh non: bénh hoc

genetic
stress and hormones

ethnic groups

rvical insufficienc
age cervica y

reproductive system
diseases

uterine overdistension

maternal medical utero-placental ischemia
disorders

Inflammation / infection
environmental factors Sanh non

and epigenetics

previous preterm
delivery




Sinh non: bénh ly cua hé sinh san

Gia tang nguy co’ sinh non
& nhirng phu nir bi LNMTC
Stephansson O et al., Hum Reprod 2010

PCOS cé lién quan vé&i nguy co’ cao phat
trién cac bénh dai thao dwéng thai ky, téng
huyet ap thai ky, tien san giat va

sinh non Gravid women with adenomyosis were
associated with increased risk of both

spontaneous preterm delivery and PPROM
Juang CM, BJOG 2007

Boomsma et al, Hum Reprod Update 2006



LAC NOI MAC TU CUNG
va
“NHO’NG HOI CHU’NG SAN KHOA LON?”

1. LNMTC co lién quan véi tang san co tir cung vung
JZ.

2. Vai tro cua co’ ttr cung vung JZ trong thai ky
3. Thay dbi JZ va rdi loan san khoa I&n



HoOi chirng sanh non

(Theo cac tinh nang chinh cua cac hdi chirng)

1. nhiéu nguyén nhan gay bénh lién quan dén sinh ly bénh nhw nhiém
trung trong twr cung [ viem twr cung thiéu mau, ttr cung qua cang, bénh co
twr cung, roi loan noi tiét, phan rng di rng

2. diéu kién bénh ly ctia co tir cung ngan dan dén réi loan nay la “man
tinh" trong tw nhién

3. lién quan dén thai nhi da dwoc chirng minh & nhirng bénh nhan vi
khuan xam nhap trong khoang 6i

4. khuynh hwéng stir dung mot co’ ché bao vé vat chua cé thé dwoc xac
dinh béi "sw twong tac gen-maéi trrréong”

5. "ban tinh thich (rng" cta cac biéu hién 1am sang da dwoc dé xuat trong
trwérng hop vi khuan xam nhap trong khoang 6i, trong dé bat dau chuyén
da sinh non va sanhc6 thé dwoc coi nhw 1a mét co ché bao vé chéng lai
nhiém tring trong tir cung



Nhau bong non

ton thwong thiéu mau cuc bd ctia mang rung, dan dén hoai tor
pha v& cac mach mau va chay mau

|

Khi xuat huyet xay ra, rach va béc tach doc theo mét phang
mang rung va boc tadch banh nhau thai dién ra

|

nhiéu mach mau, xuat huyét déng mach, va tich tu mau quanh
banh nhauva lam nang them tinh trang béc tach banh nhau



ELEVATED BLOOD PRESSURE




Tien san giat- San giat

Giwdrng nhau thai cla bénh nhan tién san giat dwoc dac trwng bdi
mot sO lwong giam cua déng mach xoan 6c¢ véi sw chuyén doi cua
cac phan doan co tir cung

Céau truc co’phi dai

Trong tién san giat lién quan IUGR, khiém khuyét banh nhau & vi
tri sau thwdng dwoc quan sat véi sw hién dién cua ton thwong tac
nghén trong ddng mach xoan 6c trong co’ t&r cung



Yéu t6 chdong tao mach va mach mau trong tién san giat va nhém
chirng (meantSD)

Controls (n:80) Preclampsia (n:86)
Parameters
sEng(ng/ml) 9.8+1.20 46.4+5.30*
sFLt-1 (pg/ml) 1654.47+150.8 4462.34+230.40*
Free VEGFP<005vscontrols | 254 61+47.39 170.53+36.65*
Free PIGF(pg/ml) 712.44+132.55 136.77+33.50*
Log (sFIt-1/PIGF) 0.36+0.01 1.51+£0.04*
score

*P<0.05 vs controls.



FRs va AOs trong PIH

Tang hoat déng cla cac goc ty do thic day di dang mach
mau t& cung cua me

FRs are promoters of maternal vasoconstriction

e 02, H2 02 and NO2 in combinations
* Inactivate the NO (a vasorelaxant)
* Causes > PG synthetase activity.
* Produce peroxynitrate, a potent oxidant

dan dén sw phéat trién tiép theo ctia PIH

Bang chirng

Lipid peroxide trong nhau thai tién san giat cao hon khoang 1,8 1an so
v@i nhau thai binh thuwdng

Vit. E dwoc gidm trong huyét thanh ctia bénh nhan PIH

Mlc dd nghiém trong cla tang huyét &p da dworc tim thay la ty 1& nghich
v&i ndng do cua Vit. E



Hoi chirng tién san giat

(Theo céc dac diém chinh cla cac hdi chirng)

1. Nhiéu nguyén nhan gay bénh dwerc lién quan dén sinh |y bénh nhw thai
trieng, "hodi chirng gwong" hay trong boi canh cua tldan mang thai trweédc dé
cua BN c6 nguy co (vi du hdi chirng chuyén hoda.)

2. Giai doan tién lam sang kéo dai da dwoc biét 1a xay ra (bat thwdng phan
trng angiotensin Il, khuyét déng mach tir cung 2 bén,, thay déi nong dé
cac yéu td chong tao mach va cac yéu t6 mach mau)

3. Lién quan dén thai nhi dwoe dai dién bang cach han ché sw phat trién
cua thai nhi

4. tinh chat thich nghi cta tang huyét ap thai phu (tdng huyét ap 1a hau qua
cua thiéu mau cuc bd va khéng phai la nguyén nhan)

5. Cac yéu to di truyén va moi trieong déng mot vai tro trong viéc xac dinh
cac nguy co tién san giat



Tién san giat va dai thao dwong thai ky c6 bat
thwong ve sinh ly twong tw nhau
DE KHANG INSULIN
TANG HUYET AP
BEO Bi/ ROI LOAN LIPID MAU
STRESS OXY HOA/ ROI LOAN NOI MO
QUA TRINH VIEM HE THONG

- BAT THUONG CYTOCINES
- HOAT HOA NEUTROPHILS

TANG LEPTIN/ GIAM ADINOPECTIN



BAN LUAN



Moi lién két gitra cac hdi chirng san khoa véi cac
bénh mach méau khac nhau & viing chuyén tiép cua
co tir cung cho thay sw chuan bi trwéc ctaia ving nay
vao th&i diém thu thai c6 thé 1A mét yeu té quan
trong trong viéc cay ghép thanh céng va sw phat
trien cta banh nhau binh thwéng.

Diém dic trng cha sw hinh thanh mach méau va sw
phat trién cia dau an sinh hoc trong viéc phat trien
cua thai giai doan s&®m la kha nang cung cap cac dau
hiéu tién doan chan doan khong xam lan dé xac dinh
ba me cé nguy co bi cac hdi chirng lién quan den
khiem khuyét banh nhau nhw tién san giat, IUGR,
sinh non, va cac bien chirng khac



Immunotolerance

Sulamté < "%

Angiogenic/Antiangiogenic
factors

Hinh thanh giwong banh nhaK Spiral artery remodelling
VEGF — Endothelin — sFLT-1

Antioxidants
<

Stress oxy hoda



Céc loai khiem khuyét banh nhau lién quan
v&i két qua thai ky bat lovi

Placental bed formation / Phenotype
Spiral artery remodelling

ABSENT v'Preeclampsia
v'Eclampsia
v'HELLP syndrome




Nhirng yéu to quyét dinh quan trong

1. Vaitro PIF

2. Ton thwong ndi md - Mat can bang gitka chat
tao mach-chong tao mach

3. Stress oxy hoa

4. Thiéu dwéng khi - Thiéu méau cuc bo - Téi twoi
mau

5. Nhiém trung - Qua trinh viém
6. Gidi tinh cua thai nhi-nhau thal



Y hoc sinh Y HOC ME VA THAI So sinh
san

Y HOC CHU SINH

Thu thai 22 wks Sanh 1 wk
]




PERICONCEPTIONAL MEDICINE

Tu van lap ké hoach mang thai



PIEU CHINH

Tién can san khoa

Hoéa chat ddc hai trong mdi trwdng va khi hau
Bb sung acid folic

Xem xét lai tién can vé di truyén

Chat chong oxy héa va oxy hoa

Bénh ly truwdc do

Panh gia chich nglra va nhiém trung



Néu ai d6 mudn nhin xa hon nhitrng nguwoi khac
co 1 cach la dirng trén vai nhirng nguwoi khong 10

Isaac Newton (1642-1727)

Arpad Csapo Leon C Chesley Graham Mont Liggins Ivo Brosens Roberto Romero






