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G/FAP

Cac khia canh vé gi¢i tinh va ching toc

Ti lé gidi tinh (nam/ni¥) lic sanh & mirc trung binh 1.06

Khu vuc chau A — Thai Binh Dwong cé ti 1é nam/ni ltc sinh
cao nhat thé gidi (1.06). Ti |é gidi tinh dc sinh & nhém Latinh
(1.04) nam & khoang gilra doi v&i chiing tdc da trang (1.05) va
da den (1.03). Nguoi dan da do ban x&r @ My ¢ ti |é gidi tinh
lic sinh thap nhat (1.028). Trong khi cac nghién clru tai chau
Au bdo cdo ti |é gidi tinh & khu vuc nay xap xi 1.05.

Lancet 1997



Ti |é gidi tinh lién quan dén d6 dai thai ky {@ FAP

Ti 1é gidi tinh (nam/nit) cuwc ki cao dwoc tim
thay & nhirng thai ki chdm dit tai thoi diém
16-19 tuan: 248:100. Ti |1é nay giam nhanh chi
con 130:100 vao thoi diém 20 tuan thai va gitt
gan nhuw hang dinh & mdrc nay dén 36 tuan, va
dan binh 6n vé mdc can bang & thai dd ngay:

100:100.
Jongbloet , Am J Obstet Gynecol 2005



Khia canh gi6i tinh trong sinh non ~ /FAP

S6 liéu quéc gia chia Thuy Dién cho thay thai nam cé xu huwdng
sinh non cao hon, chiém 55-60% nhirng thai ki sinh trong
khoang 23-32 tuan. S6 lugng chét so sinh & nhitng tudbi thai nay
cling nhiéu hon & tré nam. Nam 1993, ti |1é t&r vong chung & thoi
diém 1 tudi (khéng phan biét tudi thai ldc sinh) tai Thuy Dién |3
5.4% v0i tré nam va 4.1% doi vdi tré nir. T& suat tré em duwdi 1
tudi khac biét nhat gitra 2 gidi la khi tré sinh ra & tudi thai 23-24

tuan v&i tan suat 62% la nam va 38% la ni.
BJOG 2003



CORTICOSTEROIDS & RDS: {@VFAP
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Phan tich hoéi quy da bién logistic nham danh gid nhitrng tac
dong déc lap cha tudi thai, gidi tinh, IUGR trén tr suat, loan
san phé& quan phdi, va xuat huyét trong ndo that da cho thay
tudi thai la yéu td quan trong nhat dong gdp vao ca 3 bién két
cuc dau ra; trong khi IUGR chi lam tang td&r suat va gidi tinh

nam lam tang kha nang xuat hién loan san phé quan phoi.

Chen et al., J Pediatr. 1993



KHAC BIET GIO1 TINH VA KET CUC THAI KY {@ VFAp

@ Sy khac biét vé gidi tinh dan dén khac biét trong ting trwdng,, t&r suat va bénh suat chu sinh.
@ Tl suat & gidi tinh nam cao hon nit khi xét vé s lwgng thai luu va tlr vong so sinh.
@ Khdc biét vé can ning: bé trai thudng ndng hon bé gai, bé gai dé bi gidi han ting trudng hon
@ SO lwgng bé trai thwong nhiéu hon bé gai dwoc sinh ra, khéng theo ti [é 1:1 nhuv du tinh.
@ Gidi tinh thai c6 nhitng anh hudng quan trong dén két cuc va cac bién chirng cda thai ki:

» Sinh non

» Oi v& non

» Dai thdo duong thai ki

» Thai to

» Chuyén da ngung tién & giai doan 1 va 2

» Sa day ron

» DAy rén that nut va day rén quan cé

» Tan suat mo |ay thai cao hon & bé trai

Vatten 2004; Di Renzo 2007; Engel 2008; Papageorgiou 1981; Stevenson 2000; Clifton 2010



" /
Khac biét vé dau ra thai ki theo gidi tinh (% trén 12,000 {@) FAP
thai ki, Bénh vién Dai hoc Perugia

Trai (%) Gai (%) p<

bai thao dudng thai ki 5.0 2.8 0.01
Tién sién giat 3.8 2.0 0.05
IUGR 3.0 4.0 0.05
Sinh non (<32 tuan) 1.7 0.9 0.05
Bénh suat so sinh gop 35.6 25.2 0.01
Bat thuong thai (ngoai bat thuong 0.7 0.4 0.05
nhiém sac thé)

Thai lwu 0.4 0.3 >0.05




KHAC BIET GIO1 TINH VA NGUON GOC CUA BENH TAT O

NGU’O’I TRUONG THANH (DOHaD) \L@ 'FAP
@ Co6 sw khac biét vé kiéu hinh bénh hoc banh nhau phu thudc gidi tinh trong cac

thai ki nguy co cao vd&i roi loan chirc nang banh nhau nang, dwoc dinh nghia bdi
sinh non trwdc 33 tuan.
@ Nhiéu trwvong hop day ron bam mang va viém mang rung & thai nam,
trong khi & thai ni¥ tinh trang nh6i mau gai nhau dé gip hon.
@ Bé trai dwoc sinh ra tir cac thai ki co bat thuwong vé banh nhau thuvong co
lién quan dén mot sé bénh ly vao thoi ki trwdng thanh:

» Tang huyét ap

» Bat thuong lipid mau khi con tré

» Tl suat cao hon do bénh tim thiéu mau cuc bd

» Tang nguy co dot quy

» Tang nguy co bénh mach vanh

» Xo vita ddng mach chwa cé biéu hién 1am sang

» NhOi mau co tim



VAI TRO CUA BANH NHAU ;@ IFAP

@ Nhau thai van luon duoc xem 1a vo tinh, va vi vay nhiéu nghién cttu vé banh nhau
khéng quan tdm dén gidi tinh cta phdi thai.

@ Tuy vay vdi ngudn goc ngoai phdi, banh nhau that su ¢ gidi tinh: nhiéu nghién
ctru vé bénh ly phdi thai cling nhu ngudn gdc bénh tat ngudi trwdng thanh chira rang
nhirng bat thudong lién quan dén gidi tinh co thé xay ra sém trong thai ki va dac biét
|a tai banh nhau.

@ SO lwong nhiém sac thé gidi tinh cé tac ddng trén kich thuwdc banh nhau & chuét,
vdi badnh nhau XY I&n hon dang ké so vai banh nhau XX, va sy khac biét nay hoan
toan doc lap v&i tac dung cua androgen.

Cac nghién ctru cho thay viéc sé& hiru chi

1 nhiém sac thé X lam kich thwé'c banh nhau
to ho'n khi mang 2 nhiém sac thé X,

du vdy co ché dwa dén van dé trén con
dang dwoc tim hiéu.




CAC KHIiA CANH DAI THE VA VI THE CUA SU’ KHAC BIET GIO1 TiNH

MMales

TAI BANH NHAU =™

Multiple adaptationsin
placental gene and protein
EXpressicon

PMinorreduction in growth
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Increased survival

Khac biét gidi tinh duwgc quan sat tai banh nhau & nhiéu mic do:
»S6 do sinh hoc

»Biéu hién gene

»Biéu hién protein

»Thay d6i DNA theo co thé epigenetic

»ChUirc ndng mién dich

»SNPs



SO PO SINH HOC BANH NHAU . @ yFAp

Contents lists available at ScienceDirect

PLACENTA

Placenta

journal homepage: www.elsevier.com/locate/placenta r [

Sex specific adaptations in placental biometry of overweight and @mssmm
obese women

Chiara Mando™, Stefania Calabrese, Martina llaria Mazzocco, Chiara Novielli,
Gaia Maria Anelli, Patrizio Antonazzo, lrene Cetin

Department of Mother and Child, Hospital L. Sacco, Department of Biomedical and Clinical Scences L. Sacco, and Center for Fertal Research Giorgio Pardi,
Universita degli studi di Milano, Italy

Trong lwong va dién tich banh nhau ldc sinh phu thudc chd yéu vao tinh trang dinh dudng
thai phu, tuy nhién, cdc dac tinh khac cda thai phu cd lién quan dén kiéu hinh banh nhau
can duoc danh gia thém.

Oxy, dwgc chuyén chd bdi Hemoglobin, 1a yéu t6 t6i quan trong trong hinh thanh banh
nhau va cé thé gy thay déi kich thudc banh nhau.

Vi vay tinh trang thi€u sat duoc bdo cdo cd lién quan khdng chi dén tinh trang thiéu mau &
thai phu ma con tinh trang béo phi ca thai phy, tir d6 thay d6i mdi trudng trong tlr cung
vdi su hoat hda cac con duwdng huéng viem dua dén modt banh nhau bénh ly.

Viéc dap ng vdi moi trwdng bénh ly trong tl cung ¢ thé khac nhau tuy theo gidi tinh thai



PLACENTAL WEIGHT (g)
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PLACENTAL EFFICIENCY

SO DO SINH HOC BANH NHAU
Trong lwgng banh nhau trung binh (A) va ti I& cAn ndng thai/nhau chuan (B) cho
nam (-) va nit (- -) xét trén can nang phu nir trwvdc mang thai chia thanh 3 nhém BMI (binh
thuwong NW, thira can OW, béo phi OB).

S/FAP
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Cé moi lién quan cd y nghia théng ké gitta BMI me va gidi tinh thai nhi vdi trong
lwgng banh nhau va ti 1é cadn nang thai/ nhau déu cd y nghia théng ké vai (p = 0.019)

va (p = 0.019).



s DO SINH HQC THAI {@ AP

Co méi lién quan cd y nghia thong ké gitra cdc nhém BMI me va gidi tinh thai voi
trong lvong banh nhau va ti |é trong lwgng thai/nhau, cho thay su lién quan giira
gidi tinh thai va cdc dac diém cda banh nhau dua trén BMI tién thai.

Suw khac biét nhiéu nhat gitra cdc nhdm BMI thuwang chi hién dién & nhirng thai
gidi tinh nr hon 13 nam, goi y rang sy dap irng banh nhau khac nhau véi méi
trwong trong tlr cung @ nhdm thira can va béo phi tuy thudc vao gidi tinh thai.

Nhiéu nghién clru dua ra gia thiét rang phdi thai nam va nit dit ra nhirng chién
lwgc khdc nhau dé déi phé vdi cuing mét moi trwdng bat loi tir me.

Nhirng khac biét nay co |1& dén tir s diéu hoa banh nhau dac trwng theo gidi tinh.



BIEU HIEN GENE {@ ’FAP

@Bién ddi tong thé cua gene trong nhau thai ngwéi da va dang dwoc phan
tich

@CA nhirng khac biét dac trwng vé gidi tinh trong biéu hién gene banh nhau
khong chi gidi han & cac gene trén nhiém sac thé X va Y ma con lién quan dén
nhiém sac thé thudong gan lién vai con dwdng mién dich nhw thu thé JAKI,
IL2RB, Clusterin, LTBP, CXCL1 va IL1RL1 va TNF: Nhirng thu thé nay biéu hién
nhiéu hon & banh nhau gidi tinh nit hon la nam.

@Nhirng khac biét trong biéu hién gene mién dich cé thé gép phan vao su
khac biét gidi tinh trong cdch ma thai dap &ng véi viém va nhiém.

@Thyc té rang ¢ nhiéu sy khac biét gitra tirng ca thé trén biéu hién gene
banh nhau nham minh chi*rng cho sy da dang trong cdng ddng con ngudi va
goi y rang moi banh nhau cé thé thé hién dap &ng riéng biét vé mat phan td
vOi cung moi trwong thai ki.



BIEU HIEN MiRs {@ l‘.'AP

@MicroRNAs (MiRs), [a mot nhédm RNA nho khéng m3 hda lién quan dén diéu hoa
hau m3 héa cia mRNA m3 hda protein, co thé dong vai tro trong biéu hién gene dac
trung theo gidi tinh.

DNA Typlcal gene

tain Protein

!

Protein
@""". alle:nbly

is blocked

@Tra clru trén PubMed vdi tur khoa “MiRs” va “trophoblast” hay “placenta,” cho ra
137 két qua, cac tv liéu dau tién dwoc cong bo tir 2006.

@Nghién clru tién dé da gidi thiéu khai niém vé sy diéu hoa miRNA trong té bao cla
nguyén bao nudi, dugc cong bo vao nam 2012 bdi Morales-Prieto et al. (2012). Cac
tac gid d3 tdm soat 762 miRNAs ngudi dé tim ra cdc mirc dd biéu hién cda ching luc
sinh va trong giai doan |4 nudi té bao trong 3 thang dau.


http://www.longevinex.com/articles/wp-content/uploads/microRNA.jpg

BIEU HIEN MiRs {@ ’FAP

Hién tai chwa co tai liéu nao duwgc cong
b6 vé nhitng khac biét dac truwng gidi

tinh trong MiRs nhau thai nhung nhirng —
s6 lidu bdo céo tidn d cho thy banh @ IFPA

nhau gidi tinh nlr trong thai ki binh
thuéng cé biéu hién MiR twong doi
khac vdi banh nhau nam.

INTERNATIONAL FEDERATION OF PLACENTA ASSOCIATIONS

Osei-Kumah et al Placenta 20009.


http://www.ifpafederation.org/home/home_2.html

THAY DOI EPIGENETIC CUA DNA ;@ ’FAP

@Thay ddi epigenetic 1a nhirng thay d6i cia DNA xady ra ma khdng gay ra bat ki bién doi
nao vé trinh tw DNA nén va cé thé duoc diéu chinh ké ca khi gene duoc biéu hién hay
khéng va bat ké bao nhiéu tin hiéu duoc tao ra.

@ MO0i té bao trong co thé cé clng trinh tuw chudi DNA nén nhung trong dé cac gene
biéu hién khac nhau tao nén cho ching ta cdc nhdm mé khac nhau, vi du: mé co va mé
gan.

@PAng vai tro |3 duwdng vao dé ti€p can vai thai, banh nhau cé thé bj tac dong bdi
nhiéu yéu td6 moi truong khac nhau bao gém tinh trang dinh dwéng, tinh trang oxy
md. Nhirng yéu t6 nay lam thay doi cac dau chi epigenetic va biéu hién gene tai banh
nhau va tir 6 dwa dén bién déi chirc ndng va phat trién cta banh nhau.

@Nhirng thay doi trén cac dau chi epigenetic cd thé lam thay d6i cac lua chon tinh
nang té bao, su phat trién ti€p theo cha md va co quan, va sau do chiu trach nhiém
dap rng khac nhau do6i vai cac thir thach vé sau nhu trong moi treong tang dwong
huyét theo tirng gidi tinh.



THAY DOI EPIGENETIC CUA DNA i@ ’FAP

@Gidi tinh banh nhau va moi trwvong cé anh hwang [én bd epigenome cula chinh nd, va lén ca bd
epigenome trong phat trién phdi thai. Trong tat cd cdc mé & ngudi trudng thanh duwgc khao sat cho dén
hién tai bao gdm ca md sinh duc va n3o cho thay biéu hién cta rat nhiéu gene dwoc diéu chinh tuy theo
gidi tinh.

@ C4u truc chat nhiém sic va cac dau chi epigenetic khac nhau gitta cdc mau té€ bao gan va
ndo @ nam va ntt.

@Tuy nhién, cho dU v&i nhitng phat trién gan day trong linh vwc ndy, ching ta van chua biét
nhiéu vé cac co ché dang sau cac biéu hién dic trung gidi tinh clia gene va mang ludi gene
nhan duoc tir diéu hoa epigenetic tai banh nhau.

@ H3au hét cac nghién clru vé ngudn géc bénh tat & ngudi trudng thanh DOHaD d3 béo céo
tinh di truyén va/hodc tadc dong dac trung gidi tinh , nhwng rat it cdc nghién clru danh gia vé
cac co ché epigenetic, dac biét tai banh nhau.

@Sy ghi nhan qua trinh methyl hda DNA [am néi bat |én dac tinh déc ddo clda epigenome
trong nhau thai ngudi trong viéc tao ddu an genome va su methyl héa lién quan dén gene
dac trwng banh nhau. Cac loai té bao nhau thai c6 mé hinh methyl héa genome khac biét rat
nhiéu so v&i cac té bao co thé véi mirc d6 methyl hda thap & mot sd yéu to.



THAY DOI EPIGENETIC CUA DNA ;@ IFAP

O nhau thai chudt, su methyl hda toan bd DNA ciing thay doi theo gidi tinh & déng vat duwoc cho
cac bira &n cé kiém soat, va cho thdy mirc d6 methyl hda trong banh nhau & thai gidi tinh duc
thap hon & gidi tinh cdi . V&i khdu phan dn nhiéu chat béo, su sut giam methyl hda dwoc quan
sat thay chi & nhirng banh nhau gidi tinh ci. Va giéng vdi quan sat trén , biéu hién clia gene m3
héa DNA methyl-transferase cofactor Dnmt3l bi diéu hoéa nguoc chi & ca thé cai.
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Dwa trén sy quan trong cta dau an gen trén nhau, nhirng quan sat nay cung cap nhitrng
manh ma&i quan trong cho viéc tim hiéu sdu hon vé tinh lwé'ng hinh cia banh nhau.




CHU'C NANG MIEN DICH ;@ !FAP

@ Khac biét vé gidi tinh cla hé thong mién dich thai-nhau da dwoc tim thay
trong mai lién quan dén sinh non.

@ Khao sat md hoc banh nhau cda thai gidi tinh nam sinh trudc 32 tuan cho
thay cé nhiéu sang thwong viém man tinh nang hon nhau thai chirng tur gidi
tinh nir.

@Nhirng vi tri cé sang thwong viém man tinh la khu vwe c6 twong tac giira té
bao nudi trong md ké va mang rung me, tir dé cho thay hé théng mién dich
cua me khaoi phat dap ng viém véi banh nhau théng qua mang rung.

Acix CQosred Tryneco! Soand H05: 84 547=550 Capyriphr B dos Obwer Craecal Seand 2005

Frimiea’ o LTEC - ALl rights reserved - —
= Acta Obstetricia et
Gynecologica Scandinavica

ORIGINAL ARTICLE

Histologic placental lesions in women with
recurrent preterm delivery

AuessampRe Griora ano Camoryn M. Sacara



CHU'C NANG MIEN DICH {@ ’FAP

@ Tré so sinh trai thudng cé banh nhau bi nhiém trung nhiéu hon so
vai tré so sinh gai véi sy tham nhap té bao lympho vao mang rung
nhiéu hon.

@ Banh nhau gidi tinh nam cé nhiéu biéu hién cta thu thé TLR-4 va
nhiéu dap rng clia TNF-alpha gay déc té bao hon & gidi tinh nir.

@ Lugng dai thue bao trong banh nhau nam cao hon & nit trong thai
ki binh thwong: ddp ng TNF- alpha tdng cwdng cd thé dén tir sw khac
nhau vé gi&i tinh trong cac té bao mién dich.

Khéc biét vé gidi tinh trong san xuat cytokine c6 thé gép phan vao
viéc tang nguy co’ sinh non & nam.



CHU'C NANG MIEN DICH QFAP
®C4c s6 liéu nay cho thay chirc ndng mién dich banh nhau cé thé mdt phan hoac
hoan toan dic trung theo gidi tinh va goi y rang banh nhau dap rng véi tinh trang
viém cua me tuy theo gidi tinh.

@Nhirng phat hién nay goi y cho sy thau hiéu vé tinh trang nhiém trung, siéu vi hay
ki sinh trung trong thai ki nhw HIV, viém phéi hay sét rét trén su phat trién va sng
con cua thai.

@Piéu nay cling lién quan dén nhirng hiéu biét cda ching ta vé tic dong cla trang
thai viém cla me c6 thé gay anh hudng xau Ién thai ki nhu béo phi, viém khdp dang
thap, hen, bénh Crohn. Tién san giat d3 dugc nhan dién 13 moét trong nhitng tinh
trang viém cla ngudi me va cling anh hudng dén chirc nang banh nhau tuy thudc
gioi tinh.

®@Vi hé thdng mién dich banh nhau ddng vai trd trong diéu hoa chét tv dong cla té
bao, téng hop prostaglandin, tinh thAm thanh mach va 1&én chuong trinh cho hé
théng mién dich cda thai nhi, rat co thé tat ca cac co ché nay déu cé tinh lwdng tinh.



SNPs {@ 'FAP

@ Trong nhirng nam gan day, nhiéu nghién ciru d3 tap trung vao vai tro cla
hién twong da hinh gene chang han nhw hién twong da hinh don
Nucleotide (SNPs) trong s dnh hudng dén quad trinh phat trién cta bénh ly
hay dap &ng vdi bénh nguyén, tdc nhan héa hoc hay thudc.

@ Gene nguoi chira khoang 10 triéu SNPs, vai trong s6 do lién quan dén
cac co ché diéu hdoa mién dich (ndi tiét, chuyén hda, va chét té bao), va mot
s& ¢6 thé 1a tién dé cho cac két cuc xau clia thai ki, chang han sinh non.

@ \/ai SNPs cla gene chiju trach nhiém vé phan &ng viém, nhw cac da hinh
trong gene cho cytokine d3 dwogc nghién ciu rat rong rdi: TNF-alfa
nucleotide 308, interleukin-18 (IL-1B) nucleotides 3953 and 3954, and IL-6
nucleotide 174, lam néi bat sv lién quan cla chidng vdi cac tién dé cha
sinh non.



/AP

SNPs VA GIO1 TINH BANH NHAU N:

Sy diéu chinh theo gidi tinh cla banh nhau d8i véi méi trudng ¢ thé bat ngudn tir
suw khdc biét trong diéu hoa biéu hién gene. Muralimanoharam va cs (2015) d3
quan sat thay microRNA dac hiéu ctia nhau thai (miRNA 210) gay nén bat thuong
chirc nang cla ti thé , dac biét & thai phu béo phi, lam cho banh nhau gidi tinh ni
dé bj tén thwong béi dap &ng viem hon gidi tinh nam.

** Vai tro cia miRNA trong su diéu hoa biéu hién gene cé thé bj dnh huwdng bdi SNPs.
Gatford et al. (2014) d3 cho thay néng do6 trong huyét tuwong cta IGF1 and IGF2
(Insulin-like Growth Factor 1 va 2) bj anh hwdng béi SNPs rs680 clia IGF2 & cac thé
nam va nit trwvdng thanh va trong thai ki. Sorice et al. (2012) phat hién ra rang nong
dd trong huyét twong cia PGF (Placental Growth Factor) bj anh hudng bdi ca SNPs
rs11850328 va rs2268614 cua PGF va bdi gidi tinh banh nhau.




SNPs VA SINH NON {@ !FAP

® Ngoai hién twong viém, stress oxy hda va tién trinh chét t& bao da duwoc cho rang
ddng vai tro quan trong trong kich hoat thodi héa mé nhau thai va dua dén chuyén da.
@ Trong thai ki, ca cdc con co dién ra ldc non thang cling nhu sw mat can bang gitra cac
gdc oxy phan &ng (ROS) vdi cac chat chéng oxy hda cé thé dan dén stress oxy héa qua
murc lam khé'i phat hién twong chét té bao ciia nguyén bao nudi.

@ Mst3 (ban sao cla kinase serine / threonine duoc tim thay trong men Ste20) duwoc
biéu hién & nhau thai nguwdi va déng vai trd quan trong trong TB, diéu hoa sy chét té
bao clia nguyén bao nudi khdi phat tir stress oxy hda va thodi hda banh nhau.

@Sy chét té bao chia nguyén bao nudi diéu hoa bdi Mst3 dugc khdi phat bdi sy hoat
héa con duwong MAP kinase bao géom JNK (c-Jun N-terminal kinases) hay Mapk8, sau
do lai duwgce diéu hoa bédi TNF alpha, chat duoc biét dén nhu 13 chat diéu hoa cla
MMP-9. Con duwdng nay co dich cudi la Caspase 3, la caspase tao hiéu &rng ciua qua
trinh chét té bao cGia banh nhau trong chuyén da.
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CG1,2,3 Chirng
DG1,2,3 Thai phu dai thdo dwéng
Band 35kDa Caspasi 3
Band 19 kDa Caspasi 3 nhan ban
B-actina Chirng
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BIEU HIEN CUA CASPASES 3 VA CASPASES 3 NHAN BAN

A

Arbitrary units

,.Caspases 3
=

G-

5-

4.

B

Arbitrary units

Caspases 3 nhan ban
1.90-

1.80-

0.70-

0.50-
0.15-

0.10-

0.05-

*¥p<0,005
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Xét dén sy thi€u thong tin vé co ché phéan tlr cda nhau thai anh huwdng bdi gidi tinh, cac co ché
nay duogc khdo sat theo hudng liéu cdc khac biét dwoc thay gilra 2 gidi cé thé bi dnh hudng
bdi sw xuat hién ciia mét s& SNPs va rang bang cach thay ddi bi€u hién cla mot sd gene cé thé
gay dnh hudng dén phat trién thai nhi va sy bao tén thai trong tr cung.

Vi vay, muc tiéu chinh cta nghién cltu nay la:

1. Lwong gia tan suat cha cac gene SNPs méi (ndm trén cac chudi DNA dich cia miRNA) &
mirc d6 nhau thai phan bd khac nhau gitra thai ki nam va nir.

2. Danh gid liéu SNPs v@i sw phan bé tuy thudc gidi tinh cé thé cé lién quan dén sw phat trién
cha cac bénh ly thai nhi va bién chirng thai ki (eg. Bat thwérng bam sinh than, tim thai, tién
san giat, sinh non, ...)



Bénh nhan

SNPs VA GIOI TiNH BANH NHAU QFAP

% 334 thai phu dugc duwa vao nghién clu vdi cac tiéu chuln:

Pon thai, thai khong di tat vé hinh thai hay bat thuong nhiém sic thé.

Phwong phap

% Mau md banh nhau luc sinh duoc cdp déng trong Ni to long va dwoc luvu trir & nhiét d6 —80°C.

< DNA duoc trich tdch bang QiAmp DNA mini kit (Qiagen).

% Dinh danh gene SNP duwoc thuc hién bang real-time PCR (7300 Real Time PCR System; Applied
Biosystems) st dung TagMan SNP Genotyping Assays (Thermo Fisher Scientific).

¢ Cac SNPs duoc khao sat la nhirng gene cé lién quan dén chét té bao nhau thai giy ra béi tinh trang
thiéu oxy:

TNFa: rs1800683, rs1800629
CASP3: rs1049216
MST3: rs9517320
CLU: rs9331949
NFKBIA: rs696
Tarquini, Di Renzo et al, 2018



SNPs, SINH NON VA KHAC BIET GIO1 TINH:
KINH NGHIEM CUA CHUNG TOI

Két qua pha 1

eKhong cé khac biét cd y nghia gitta nhdm du thang (ching) va

nhom sinh non

VAP

Neonatal sex

Female Male

Controls

163 134
54,9% 45,1%

sPTB

32 24
57.,1% 42.,9%

p=0,755

eKhac biét cé y nghia gitra gidi tinh nam va nit trong dinh danh SNPs ctia CASP3 va MST3
dugc xac dinh trong mau nhau

CASP3 pl MST3 pl JNK pl THFA-1 pl THFA-2 pl
o 1112 o L1 [ 2
Emale Sex Coun 70 7 112 |p=0,052) 77 44 B7 |p=0,018] 75 20 84 |(p=0820] 19 2 53 =0.829] 28 12 34 | p=0,335
Y 37.0%13,7% | 59.3% 41,0% [ 23,4% | 35,6% 39,7% | 10,6% | 49,7% 25.7% | 2.7%|71,6% 37 8% | 16,2% | 45,9%
Male sex  Count] g7 12 72 az2 20 49 60 13 78 19 2 46 33 7 27
Yoo 144 4% |7.9% |47 7% 54,3%[13,2%| 32 5% 39.7%| 8.6% |51,7% 28.4%13,0% |68,7% 49 3% |10 4% [40,3%
Legend
SNPs (ALLELE UALLELE 2) | [SNPs
2;“;’3‘3 gg HOMOZIGOUS ALLELE 1 1
N A HOMOZIGOUS ALLELE 2 2
o i HETEROZIGOUS ALLELE 1/ALLELE 2 0
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** Tir sw phan bo gen, ngudi ta quan sat thay co sw khac biét cé y nghia thong ké giira banh
nhau nam va ni¥ doi véi SNP cia MST3 (p=0.01)

s MST3 dj hop tir thwong gap ¢ banh nhau nam hon banh nhau nit
¢ Dang déng hop tir cta allele MST3 «hoang da» thudng gap & banh nhau nit hon nam

% Allele dot bién thuwong thay & banh nhau nit trong cac thai ky khde manh hon trong cac
trwong hop tang huyét ap thai ky/tién san giat/hoi chirng HELLP
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SNPs VA GIOI TINH BANH NHAU
Con

< Sw hién dién cia allele dot bién ciia MST3 SNP c6 thé c6 vai tro bao vé trong tang huyét
ap thai ki/Tien san giat/héi chirng HELLP & thai ki nir.

% Vi cac stress oxy héa déng vai trd co ban trong tang huyét ap, cac gia thuyét vé co ché
phan tlr giai thich cho quan séat nay rang c6 thé MST3 SNP da thay déi biéu hién gene
cua no6 dé ting mirc do6 cua stress oxy hoa dan dén hau qua thay déi sw phat trién cuaa
banh nhau.

< Tuy nhién, dady mé&i chi la gia thuyét va can dwoc khang dinh véi cac nghién ctru sau
hon dé giai thich tai sao nhirng chirng ctr trén chi quan sat dworc trén thai ki niv.

< Kién thirc vé phwong dién nay c6 thé cho ching ta nhirng cai nhin sau sac hon c6 ich
trong viéc ngan chan nhirng bénh néi trén, nhirng bénh ly hang dau lam tang bénh suat
va tlr suat me-thai.



3 z .
=\ F SF SF v BF N SR /A RN B TR
ﬂ'\f‘\ N ~ A~ LY —~ ,—\\/\/ ~ & f-'\-\

_'\../\\.4 == \&&r \/\\_4 o
AT /\/ /A' ) A’ AITF S TR

A

A \.,_-\/.\\_, \/.A__ __\./-_ _.\_\./ \\_,

___.."‘___ 1NN £ 2Viad ia\od \.z\./\./\\_‘ _\.\/\

Alberti & Di Renzo J Matern Fetal Neonatal Med. 2002



7 4

S ar ~ ...-;,..
al aNlall*lv\UhSla a aN(a\\a\'A ™) A FANA\ (Y

N/A ~ 3
\../.\\.4 —— Nt \/.\\..4 \-/--.— — — \.J—.—\-/ \-—' \-/-A— — -.—\-/-H— \ --H—\.//

r
—~

C: nhom chirng

PIH GDM: Ting huyét 4p do thai(PTH)
Dai thao duwong thai ki(GDM)

PLT: nhom nguy co sinh non
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Ipl 0.0086 (p1<0.05) PIH GDM vs C
p2=0.0479 (p2<0.05) PLT Di Renzo et al, JOG 2011
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C: nhom chirng
PIH GDM: Ting huyét 4p do thai(PTH)
Dai thao duwong thai ki(GDM)
| PLT: nhom nguy co sinh non
200 |*
100 |

PIH GDM |

p3=0.0029 (p3<0.05) PiH GDM vs C
P4=0.0084 (p4<0.05) PLTvs C Di Renzo et al, JOG 2011
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p5 0.00034 (p5<0. 05) PIHGDM vs C Di Renzo et al, JOG 2011



SINH NON, STRESS OXY HOA VA HIEN TUONG VIEM {@ ’FAP

Banh nhau la nhan t6 chinh cia méi trwdng trong tlr cung diéu hoa cac twong tac gitra me va thai. Cac tin hiéu sinh ly va
bénh ly tir me duwoc phién dich qua banh nhau va cé thé anh hudng dén chuong trinh phat trién cta thai nhi.

Su 1am t6 banh nhau va phat trién thai phu hop con phu thudc vao néng dd clda cdc hormone quan trong nhu leptin va
adiponectin nhau thai. Tang néng dé leptin duwgc tim thay & nhirng thai nhi va banh nhau tir nhirng ba me déi thdo duwong,
trong khi sy giam néng dé adiponectin dwgc thay & con cta nhirng ngudi nay khi sinh. Néng dé Adipokine trong céc giai
doan phat trién dau tién cé thé déng vai trd quan trong trong viéc 1ap trinh cho ciu tao co thé. & ngudi, tinh trang ting
leptin mau duoc thdy & ngudi béo phi, cd hdi chirng chuyén hda hay bénh tim mach.

- dar————d Tuy nhién, banh nhau con dwoc biét téi nhw 1a 1 nguén quan
//2:7 R trong cua cac goéc oxy phan irng (ROS) ca trong thai ki binh
Q thwdng hay bénh ly. Stress oxy héa banh nhau cé thé dwoc khéi
@ %, Neweorieoana . dau bang cac thay déi truc ti€p clhia ndng dd oxy nhau thai

. =" myometrium and carvix . o » . «n - x ? ”, , ~ o A’
= -.f,\-m.%" va/hoac phan trng viém tai cho cua banh nhau. Chung ta da biét

Myomeret conracuons, — sinh non thworng 1a hdu qua cta hién tweng viém trong tlr cung,

iy o | tinh trang thai nhi ting ti€p xuc v&i sy san xuat qua mirc ROS

cGa banh nhau rat thudng xay ra & thai ki non thang.

Amniotic fluid 4 -
i -

Myometrium L
Lipoxin synthetic capacity T ==
ALY (lipcodin receptor) 4

Y
Collagen breakdown «—
Carvical ripaning

In carvix

S tich tu dai thuc bao tai bdnh nhau duwoc cho théy la cé lién quan dén viéc san xuat cic cytokine tién viém nhu IL-6, TNFa,
va TLR-4.
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Nhiéu nghién ctru cho thay tdc déng quan trong cla gidi tinh thai 1én két cuc cuta thai ki. Suw phat
trién cla banh nhau cé vé kha nhay cam véi gidi tinh thai, va tinh tuwong tac gitra me va thai vi
vay cé thé duoc phan anh bang cac chi s6 nhat dinh cla bénh Iy banh nhau.

The Journal of Maternal-Fetal & Neonatal Medicine The Journal of Maternal-Fetal & Neonatal Medicine

Male gender significantly increases risk of
oxidative stress related congenital anomalies in
the non-diabetic population

The impact of fetal gender on preterm birth in a
southern Chinese population

Terence T. Lao, Daljit 5 Sahota, Stephen 5. H. Suven, Lai Wa Law B Tak Yeung

Laws Ray O. Bahado-Singh, Mauro Schenone, Marcos Cordoba, Wen-Shi Shieh,
Devika Maulik, Michael Kruger & E Albert Reece

Placenta 34 (2013) 9599
Flacenta 33 (2012) 568571
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Current topic

Sex-specific basis of severe placental dysfunction leading to extreme preterm Fetal sex and preterm birth™

deliver . . . .
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Adipokine ROS Cytokine

Adiponectina Leptina GPX TNFA NFKB TLR4
Males vs.females = 1 ! ! ! 1
Gui Y, 2004 Stark M J, 2011 Myatt L, 2016 Yeganegi M, 2009

Adiponectin/Leptin: Nong d6 leptin va adiponectin trong mau me dan dén su diéu hoa van chuyén chat
dinh duéng trong banh nhau dén thai. O chubt duec, leptin mau tang, trong khi néng dé adiponectin twong
d&i hang dinh.

Glutathione peroxidase: Hoat déng clia GPX dwgc tim thay cd vé it hon trong banh nhau nam so véi nix,
duwa dén nhiéu stress oxy hda hon & cac thai ki sinh non.

Tumor Necrosis Factor alpha: TNF-a gidm hoat ddng hé hap té bao cla ti thé banh tuy theo gidi tinh. Tac
ddng nay chi thay & t& bao nudi & nhau gidi tinh nit va duoc diéu hoa bdi yéu td chuyén ma NFkB1.

Nuclear factor kappa-light-chain-enhancer of activated B cells: méi trwdng trong tlr cung c6 phan rng viém
gay nén su tdng miR-210 diéu hoa bdi NFk B1 phu thudc gidi tinh, dan dén (rc ché ho hap ti thé va rdi loan
chlrc nang nhau thai & thai gidi tinh nir.

Toll Like Receptor-4: TLR-4 biéu hién phong phu & té& bao nudi cla nhau thai nam va cé tac dung lam tang cac

dap ng viém trong thai ki. Viéc nay sau dé gép phan lam tang nguy co sinh non, nhiém trung huyét va két
cuc xau hon trong thai ki va so sinh.
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Is there a sex of the placenta?

Gian Carlo Di Renzo, Elena Picchiassi, Giuliana Coata, Graziano Clerici,
Eleonora Brillo

@ Tac déng lau dai tlr cing mét méi truong bat loi nhu
sy mat can déi trong dinh dudng hay stress clia me cé thé
thé hién nhitng kiéu hinh tdc déng khac nhau |&n thai gidi tinh nam hay nit. Bale, 2011; Aiken and Ozanne, 2013

@ Vi vay, tinh ddc trung vé gidi tinh cda cac kiéu hinh khdi phat tir tudi trudng thanh d3 duoc hinh thanh mot phan tir
trong thoi ki bao thai va banh nhau déng mot vai trd to 1én trong su hinh thanh céc kiéu hinh nay.

@ Su khac biét vé gidi tinh dugc thay & rat nhiéu bénh ly & ngudi trwdng thanh nhu cidc bénh vé chuyén hda, tang huyét
ap, bénh tim mach, bat thwong vé tam ly va phat trién tam than, va ung thu. Vi du: nam dé mac cac bénh vé tim mach
trong khi nit dé béo phi.

@ Viéc giai thich cac bién nguyén nhan vé gidi tinh va cdch ma nam va ni¥ phan (rng va dap rng vdi cac xdo trén cia moi
trudng cé thé gitp béc siva bénh nhan tién lwong duoc tinh nhay cdm véi bénh tat.
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@Banh nhau nam va nit c6 nhirng con duwdong khac nhau dé phat trién tét nhat va vi vay ca 2
gidi cé nhirtng phwong thirc m3 hda khac nhau dé tac déng dén sy phat trién thai nhi va tinh
nhay cam bénh tt cling nhu chiéu hudng sirc khde vé sau.

@ Chién lwoc clia gidi tinh nam trong dap &ng vdi diéu kién moi trwong khong thuan loi la theo
huwéng toi gidn vdi it thay d6i vé gene, protein hay chirc ndng trong nhau thai véi muc dich cudi
cung 1a nham dadm bao kha ndng tiép tuc phat trién trong mdi trudng khong thuan loi.

@P3ap rng nhu vay cla gidi tinh nam lién quan dén nguy co cao hon vé IUGR, sinh non va chét
liu trong t&r cung néu cé mot yéu to bat loi khac xay dén trong thai ki.

@Banh nhau gi@i tinh nir dap &ng véi modi trwdng bat loi bang nhiéu thay déi trén gene va
protein banh nhau dan dén lam cham lai sy phat trién nhung khong téi mirc thai chdm ting
trwdng (>10t centile).

@ Nhirng thay déi cda gidi tinh nit &@ mirc d6 banh nhau va ting truwdng giup dam bdo su séng
con khi cé cac yéu t6 bat loi khac xay ra.

KET LUAN



KET LUAN CQVFAP

@B3anh nhau vi vy cd thé duoc xem [a mot hé thong ly twéng dé khdo sat vé sy cam
nhan cha thai nhi vé cac stress, thi€u hut vé dinh duéng, ndi tiét hay cac bira an va 16i
song thira nang lvong dwa dén dai thao duong tuy thudc theo gidi tinh.

@V vay néu chuang ta st dung banh nhau nhu dau chi cla nhitng gi xay ra trong tir
cung, viéc quan trong 1a phai hi€éu bang cach nao ma cac cau tric dic trwng gidi tinh
c6 dnh hwéng Ién phat trién nhau thai va mét vai chirc nang nhat dinh, ca trong diéu
kién binh thuwdng cling nhu khi cé bat thuong chirc ndng banh nhau ndng cé thé dua
dén két cuc xau cho thai ki.
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EPICRISIS G/FAP

Cé bang chirng rang nir gi¢i cé thuan lgi hon so vé&i nam gidi
véi két cuc chu sinh tdt hon, dac biét la sau nhirng trwong
hop sinh non. Sw khac biét dac trwng theo gidi tinh cé ve
kéo dai dén sudt doi, dac biét 1a khi xét vé nhirng thodi hda
theo tudi cia md n3o. DU nhirng khac biét vé gidi tinh nay
khéi nguon tir giai doan dau cha thai ki, co' ché chinh xac
chiu trach nhiém cho s tiép dién cta cac khac biét do gici

tinh & giai doan sau clia d&i ngwoi van con can duoc tim
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Tac gia Maureen Dowd dat cu hoi liéu dan 6ng c6 con can thié’t
nira khong Va nhu' do them dau vao llra, mot vai hoc gla dvw
dodn cdi chét cua nhiém sac thé Y trong vong 125.000 nam tai
va tin rang day khong phai la sw mat mat cO tinh huy diét — ba&i
vi ching ta cd thé duy tri sw ton tai cla loai nguei thong qua
codng nghé, co 18 tham chi cé thé tao ra con ngudi vé@i nhirng dac
diém dinh trwéc chinh xac.

Dowd M. Are men necessary? When sexes collide. New York,NY: GP Putnam’s sons; 2005:338
Sykes B. Adam’s curse: a future without men. New York,NY: WW Norton & Co,Inc; 2006:310
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THAI VA NHAU THAI GIO1 TINH NAM
( c6 thé théng qua cac chirc nang khac
nhau cua banh nhau)
cO PHAI LA MOT YEU TO NGUY €O DOC
LAP RUT NGAN THAI KY?

TAKE HOME MESSAGE
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