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GIOI TINH TON TAI TRONG BANH NHAU
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GiOl TINH THAI VA CHUNG TOC

Ty lé giéi tinh trung binh ldc sinh (nam/ niv) 1a 1.06

Ty |& gi¢i tinh cao nhat & khu vwc Chau A — Thai Binh
Duwong ( 1.06)

Ty 1& gidi tinh cha ching toéc Tay Ban Nha la 1.04, nam
gitra 2 nhdm goc da trang (1.04) va géc da mau (1.05)
Ty |& gidi tinh cha so sinh My lai An la thap nhat ( 1.028)
Cac nghién ctru &@ Chau Au b&o céo ty Ié gioi tinh khu
vwe nay la 1.05

Lancet 1997



Ty 1é gi&i tinh cé lién quan dén dé dai thai ky

Ty 1é gidi tinh cwe cao (248:100 ) & nhirng
thai  sinh khodng tlr 16-19 tuan.
Ty 1& nay gidm nhanh xudng con 130:100 &
nhirng thai sinh & khoang 20 tuan, va gitr 6n
dinh mc ndy dén 36  tuan.
Khi thai du thang thi ty Ié nay con khoang
100:100.

Jongbloet , Am J Obstet Gynecol 2005



GIOI TINH THAI VA SINH NON

« D@ lidu qudc gia tr Thuy DPién cho thay rang bé trai cé
nguy co sinh non cao hon, chiém 55-60 % céac tré so sinh
tlr 23 dén 32 tuan.

« So sinh t&r vong tlr 23-32 tuan ciing thwérng gap hon & bé
trai . Nam 1993 , ty 1& t& vong nam dau tién (gom tat ca
cac tuan thai) & Thuy Dién 14 5,4 % cho bé trai va 4,1 %
doi voi bé gai.

« Su khéac biét vé ty 1é tir vong so sinh ( trong ndm dau) biéu
hién r6 nhat & tudi thai 23-24 tuan,vai 62 % cho cac bé trai
so voi 38 % cho bé gai.

BJOG 2003



CORTICOSTEROIDS & HOI CHIPNG NGUY KICH HO HAP:
CO CHE TAC PONG
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Dwa trén phan tich hoi quy da bién danh gia nhirng tac
dong doc lap cua tudi thai , gidi tinh va tinh trang thai
cham tang trwdng trong t& cung lén ty Ié t&r vong , loan
san phé quan phdi , xuat huyét ndo that; cho thay rang
tudi thai 1a yéu t6 déng vai trd quan trong nhat, anh
hwdng 1én cad ba két cuc; tinh trang thai cham tang
trwdng trong t& cung gop phan lam ty 1& t& vong tang
|én; va gidi tinh nam lién quan v&i chirng loan san phé
quan phdi .

Chen et al., J Pediatr. 1993



Sw khac biét vé két cuc chu sinh theo gidi tinh
(% trén 12,000 ca sinh, Bénh vién DPai hoc Perugia)

Nam (%) N (%) p<
PTD thai ky 5.0 2.8 0.01
Tién san giat 3.8 2.0 0.05
Thai cham tang trwdng 3.0 4.0 0.05
trong TC
Sinh non (<32 wks) 1.7 0.9 0.05
Neon compos morbid 35.6 25.2 0.01
Di tat bam sinh 0.7 0.4 0.05
(Khéng ké bat thuwong
NST)
Thai lwu 0.4 0.3 >0.05




Giéi tinh va két cuc thai ky

@ Sw khac biét vé gidi thé hién trong sw phat trién cla thai nhi va ty 1& bénh
tat cling nhw ty Ié tdr vong so’ sinh.
@ Ty |é thai lwu va t&r vong so sinh & thai nam cao hon thai nir
® Can nang ldc sinh: bé trai thwdng nang hon bé gai.
@ Ty |é gi¢i tinh nam/ ni ltc sinh khac Iy thuyét 1:1
® Trong két cuc thai ky, gidi tinh anh hwéng 1én sy xuat hién cac bién
chirng:
» Sinh non
» Oi v& non,
» Dai thao dwdng thai ky,
» Thal to,
» Giuc sinh that bai,
» Sa day ron,
» Day ron quan cb, day ron that nat,
» Ty 1€ MLT cao ¢ thai ky mang bé trai.

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



GiOI TINH VA NGUON GOC HINH THANH BENH
LY LUC TRUONG THANH (DOHaD)

2 Bénh ly nhau trong m6é hinh phu thubc gi&éi tinh & thai ky
nguy co cao khac biét vdi rdi loan chirc ndng banh nhau, biéu
hién & trwdng hop sinh non trwdc 33 tuan cua thai ky
@ Day ron bam mang va viém mang rung thwéng gap & thai ky
nam, trong khi ty 1& thai ky nr bi nhéi mau gai nhau lai cao hon
@ So sinh nam c6 lién quan dén cac bién chirng:

» Tang huyét ap luc trwdng thanh

» RGi loan lipid mau & nguwoi tré

» Nguy co tlr vong cao do thiéu mau co' tim

» Tang nguy co doét quy

» Nguy co bénh mach vanh cao

» XO vira ddng mach dwoi lam sang

» NhGi mau co tim



BANH NHAU TRONG SINH LY BENH CUA ME VA THAI

®Mac du mét sb6 yéu td gop phan vao nguy co bénh tim mach khi trwéng
thanh, bao gdm hat thudce 14 va chi s6 khéi co’ thé cao, nhiéu nghién ctru dich
t& hoc cho rang c6 "ngudn goc thai" dan dén nhirng rdi loan nay .

®Hon niva , nhiéu réi loan trong thai ky c6 lién quan vé&i bénh Iy nhau thai .

® Banh nhau dong vai tro la co quan tam
thoi thwe hién chirc nang cia mét sbé co
guan luc trwdng thanh.
@ Banh nhau dwoc thiét ké dé trao dbi oxy
, chat dinh dwéng , khang thé, kich thich t6
va chat thai gilra ngwdi me va thai nhi;
banh nhau c6 thé mang mot sd thdng tin
i : lién quan dén thai ky. ’ ,
[ ’T S | @ Nghién cltru bé‘nh nhau c6 thé cung cap
delivered from the baby thong tin gia tri vé chrc nang nhau thai va
N— . gitp xac dinh cac co ché phan t&r, nhitng
eitvered ¢ thdng tin nay cé nhiéu anh hwéng trwéce
mat va lau dai doi voi strc khde cua thai
nhi.

FADAM.


http://3.bp.blogspot.com/-yjBQ-cBL9vw/Ug5t7J-_GbI/AAAAAAAABkM/BpSUdXBtEXg/s1600/placental+function,+ADAM.jpg

VAI TRO CUA BANH NHAU

@ Banh nhau trudéc day dugoc xem la co quan vo tinh, vi vy cac nghién
ctru vé nhau thai khéng dua giéi tinh cua phéi vao phan tich.

®@Xét vé nguon goc ngoai phoi, banh nhau cé chua yéu to gioi tinh: cac
nghién ciru cho thiy nhiéu bénh Iy xuat hién lic truéng thanh co6 lién
quan dén khac biét vé gidi tinh lic sinh va nhing dic tinh trong banh
nhau.

® Nghién ciru vé néong do6 nhiém sic thé giéi tinh trén banh nhau chuét
cho théy banh nhau XY to hon nhiéu so véi banh nhau XX, su khac
biét nay la do danh hwéng doc lap cua androgen

Mac du banh nhau XY thi to hon banh nhau XX,
co ché thit sy vin cén dang nghién ciru. -




CAP PO PHAN TU CUA GIOI TINH TRONG BANH NHAU

Males Females

Multiple adaptationsin
placental gene and protein
expression

4

Minorreduction in growth

4

Increased survival

Khac biét giéi tinh trong banh nhau bic¢u hién ¢ nhiéu mirc do:
»Biéu hién cap do gen

»Biéu hién cap do protein

»Khi nang chinh stra cuia DNA

»Chuc nang mién dich

»Tinh da hinh cta nucleotid



BIEU HIEN GENE

@Sw thay déi banh cau tric gene trong banh nhau ngwoi
dang dwoc phan tich.

@Sy khac biét gidi tinh trong biéu hién gen banh nhau khéng
gi®¢i han & cac gen quy dinh X va Y ma con & cac gen lién quan
dén con dwdng mién dich bao gém JAK1 , IL2RB , clusterin ,
LTBP , CXCL1 va thu thé ILARL1 va TNF : biéu hién rd & banh
nhau ni*¥ hon nam.

@Sy khac biét trong biéu hién gen mién dich c6 thé déng gop
cho sw khac biét gi&i tinh trong cac phan ng cua thai bi
nhiém tring hoac viém.

@ Sw khac biét dac trwng cho ca thé trong banh nhau minh hoa
cho sw da dang ciia dan s va cho thay méi ca thé banh nhau
c6 thé c6 mot sy thich nghi riéng vé mat phan tie trong cling
co thé me.



Placenta expresses anti-Miillerian hormone and its receptor: \!)thw
Sex-related difference in fetal membranes

R. Novcmbu , L. Funghi ¢, C. Voltolini ¢, G. Belmonte °, S. Vannuccini ®, M. Torricelli 4,

F. Petraglia * Placenta. 2015 Jul;36(7):731-7

4 Obstetrics and Gynecology, Department of Molecular and Developmental Medicine. University of Siena, Siena, ftaly
B Deparrment of Biomedical Sciences, Applied Biology, University of Siena, Siena, Italy

Banh nhau du thang va mang thai phéng thich ra AMH va AMHRII mRNA va peptide.
Ban dinh lwong IHC cho thay c6 nhiéu chat nay trong mang thai nam.

Tinh chat mé nhau thai khéng khac biét gitba nam va niv

Mién dich huynh quang cho thay c6 lwong I&n hop chat AMH va AMHRII

The Human Placental Sexome Differs between
Trophoblast Epithelium and Villous Vessel Endothelium

Silvija Cvitic', Mark S. Longtine?, Hubert Hackl®, Karin Wagner?, Michael D. Nelson?, Gernot Desoye’,
Ursula Hiden'*

The key findings of our study are: (1) all four cell types analyzed
m o varied mn the extent of sex-biased gene expression, despite
the fact that these cells originate from the same organ; (1)
transcripts of male fetuses prevailed m the epithehal compartment,
represented by cvtotrophoblasts and synevtiotrophoblasts, whereas
the endothelial compartment, represented by arterial and venous
endothelial cells, showed more female-biased genes; (1) sex-biased
oenes 10 both the epithelial and endothelial compartments

clustered with groups of genes lhinked to distinet biological

functions and molecular pathways.




Bi¢u hién MiRs
* Vi RNA ( MIRS ) , ph&n nhdm cac RNA nhé khéng ma hoda co
lién quan dén co ché sau phién ma cua protein ma héa mRNA ,
c6 thé dong mot vai tro trong viéc diéu hoa biéu hién gen gidi
tinh.

Typlcal gene
Direct

' ] | ||||| é’i‘ii‘?i?b/y Protein
TULL —
Messenger RNA
MicroRNA \
gene

//7/,,,, 'TIT, Protein
™y d Y , .

allembly

Binds to is blocked

MicroRNA messenger RNA

« Khi tim kiém t kh6a MiRs va “trophoblast” hodc “placenta” trén
Pubmed c6 137 két qud, bai bao dau tién xuat ban nam 2006.
M6t nghién ctru xuat ban vao ndm 2012 béi Morales - Prieto va
cs. da thiét 1ap cac so do clia miRNA - quy dinh trong céac té
bao cla la phéi banh nhau. Tac giad da trinh chiéu 762 miRNA
ngwdi nam trong té bao nudi & banh nhau du thang va banh

nhau ba thang dau thai ky.
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Identification of clusters of placenta-specific miRNAs:
C19MC, 54 miRNAs on chr 19, C14MC, 34 miRNAs on chr
14, and another minor cluster on chr 19



BIEU HIEN MiRs @ IFPA

INTERNATIONAL FEDERATION OF PLACENTA ASSOCIATIONS

D@ liéu so bo clia Osei - Kumah tai Hiép hdi Banh nhau qudc té & Adelaide
(2009 ) cho thay banh nhau ni trong thai ky binh thwong co sw khac biét
twong doi vé Mir so v&i banh nhau nam.

Hién nay da cd mot sd bai bao danh gia sw khac biét cu thé vé gidi trong
MIRS nhau thai.

- Effect of preeclampsia on placental function: influence of sexual
dimorphism, microRNA's and mitochondria.

Myatt L1, Muralimanoharan S, Maloyan A.

Adv Exp Med Biol. 2014;814:133-46

eSexual dimorphism in miR-210 expression and mitochondrial dysfunction
in the placenta with maternal obesity.

Muralimanoharan S, Guo C, Myatt L, Maloyan A.

Int J Obes (Lond). 2015 Aug;39(8):1274-81.

Osei-Kumah A, Hodyl N, Kong W-C, Owens J, Clifton VL. Sex specific differences in human
placental microRNA expression. Placenta 2009.


http://www.ifpafederation.org/home/home_2.html
http://www.ncbi.nlm.nih.gov/pubmed/?term=Myatt%20L%5BAuthor%5D&cauthor=true&cauthor_uid=25015807
http://www.ncbi.nlm.nih.gov/pubmed/?term=Muralimanoharan%20S%5BAuthor%5D&cauthor=true&cauthor_uid=25015807
http://www.ncbi.nlm.nih.gov/pubmed/?term=Maloyan%20A%5BAuthor%5D&cauthor=true&cauthor_uid=25015807
http://www.ncbi.nlm.nih.gov/pubmed/25015807
http://www.ncbi.nlm.nih.gov/pubmed/25015807
http://www.ncbi.nlm.nih.gov/pubmed/25015807
http://www.ncbi.nlm.nih.gov/pubmed/25833255
http://www.ncbi.nlm.nih.gov/pubmed/25833255
http://www.ncbi.nlm.nih.gov/pubmed/25833255
http://www.ncbi.nlm.nih.gov/pubmed/25833255
http://www.ncbi.nlm.nih.gov/pubmed/25833255
http://www.ncbi.nlm.nih.gov/pubmed/25833255
http://www.ncbi.nlm.nih.gov/pubmed/25833255
http://www.ncbi.nlm.nih.gov/pubmed/25833255

Hién nay chwa co nghién ctru nao
vé su khac biét gi¢i tinh dac hiéu
trong banh nhau MiRs nhwng
nhirng s6 liéu so bd cho thay su
biéu hién MIR yéu to ni¥ trong
banh nhau & thai ky binh thwdng
c6 sy khac biét so v&i yéu td nam
trong banh nhau.

[FPA

INTERNATIONAL FEDERATION OF PLACENTA ASSOCIATIONS

Osei-Kumah et al Placenta 20009.


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

Bién doéi ngoai gen

*Bién dbi ngoai gen la nhitng bién déi xay ra trén DNA ma khéng lam
thay ddi trinh tw cta chudi, né diéu khién viéc hoat ddng hay khéng cua
gen va s lwong théng tin di truyén dwoc tdng hop.

Mbi té& bao trong co thé co trinh tw gen giong nhau nhwng viéc hoat
dong hay khdng ciia mot s6 gen tao nén sw khac nhau ctia cac mo, nhw
mO co, mO gan.

‘Dwoc xem 1a cau ndi téi thai, banh nhau chiu anh hwéng clda nhiéu
yéu td mdi trwdng nhw tinh trang dinh dwéng, nong dé oxy trong
mo, cac yéu to nay c6 thé [am thay doéi nhirng dau an ngoai gen va
biéu hién cta gen trong banh nhau.

Sy thay déi nhirng dau an ngoai gen cé thé lam thay ddi viéc duwa té
bao vao chu trinh chét, gop phan dam bao sw phat trién va tang trwéng
cia mb ,co quan, cirng nhw chiu trach nhiém cho nhirng phap ng
khdng phu hop sau nay nhuv sw ting dwdng huyéet do moi trwdng
khac nhau & moi gidi.



Bién doi ngoai gen ciia DNA

*Gi¢i tinh cda banh nhau va mai trwdng c6 anh huwdng Ién hé ngoai
gen cla no, tac dong lén hé ngoai gen cla thai. O mé ngudi trwdng
thanh, bao gém hé sinh duc va ndo, biéu hién cta nhiéu gen dwoc
diéu hoa tuy theo dac tinh riéng ve gidi.

«C4u triic nhiém sac chat va cac dau an ngoai gen trong mé ndo va
gan co su khac nhau gitra nam va nir.

*Tuy nhién, v&i sw phat trién gan day trong Iinh vwe nay, ching ta con
hiéu rat it vé co ché an dwdi sy biéu hién dac thl gidi tinh sém cua
hé gen va sy anh hwéng Ién sw diéu hoa ngoai gen trong banh nhau.

*Hau hét cac nghién ciru cia DOHaD da bao céo rang c6 sw chuyén
giao va/ hodc anh hwéng vé dac thu gidi tinh, nhwng rat it nghién ctru
néi vé madi lién quan dén co ché ngoai gen cla gidi tinh, dac biét Ia
trong banh nhau.

Sy dinh hinh methyl hoa DNA néu bat tinh chat riéng cta hé ngoai
gen banh nhau nguwdi doi véi gen ma hoa va sw methyl hoa gen lién
quan cu thé banh nhau. Cac loai té bao nhau thai cé6 m6é hinh cua
hé gen methyl hda trong dé c6 sw khac biét dang ké v&i cac mé
té bao methyl héa thap & mét so cac yeu to lap di lap lai.



Bién doi ngoai gen ciia DNA
*Trong banh nhau chudt, toan bd sw methyl héa DNA ciling co tinh lwéng hinh
vé gidi.
*Trong nhitng doéng vat c6 ché dé an dwoc kiém soéat, sw methyl hoa trong
nhau thai dwe thap hon trong banh nhau thai céi.
*Trong ché dd an nhiéu chat béo, c6 sw gidam methyl hdéa trong banh nhau thai
cai. Nhw vay suw biéu hién cia gen ma hdéa DNA methyl-transferase
cofactor Dnmt3l ciing bi giam, diéu nay chi gip ¢ thai cai.
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Su quan trong cua cac gen ma hoa trong banh nhau, nhirng bing ching
moi trong nghién ctru tinh lwéng hinh ve gioi trong banh nhau.

Dnmt1
Dnmt3L




Gabory et al. Biology of Sex Differences 2013, 4:5 o ﬂ I0OLOGY OF
http/ /www.bsd-journal.com/content/4/1/5

i o
‘ IFFERENCES

REVIEW Open Access

Placental contribution to the origins of sexual
dimorphism in health and diseases: sex
chromosomes and epigenetics

Anne Gabory', Tessa J Roseboom?®3, Tom Moore?, Lorna G Moore® and Claudine Junien®”

Két cuc dac thu vé gidi do anh hwédng sw tang trwdng cda nhau Ién sw 1ap trinh thai
Hinh &nh nay cho thay anh hwéng nhw thé nao cho
thé hé tiép theo, va minh hoa cho vai trd trung tam
cla nhau thai Ién dac trwng gi¢i tinh cia nhirng
anh hwéng c6 ngudn gbc tir cha me.

Diéu quan trong |a phai biét vai trd ctiia nhau thai
- va kha nang dau an ngoai gen cia cha me mang
phanctype ? theo trong cac giao t&r hinh thanh hop tr con.

multi-generational exposure t

-Banh nhau n& va nam gi¢i c6 hé sao ma tdi wu khac nhau cé thé anh hwédng dén sw
phat trién cla thai nhi va kha nang nhiém bénh sau nay.

Sy khéac biét trong cach nam va nhau thai név dbi pho véi diéu kién cang thang chi ra
rang md banh nhau cling nén dwoc dwa vao lwu trir néu chiing ta mudn tim hiéu n6 gop
phan Iw&ng hinh gidi tinh sau nay trong cudc séng nhw thé nao .

*Cubi cling, viéc lam sang té cac dau an va co ché bén dwéi nhivng khac biét gidi tinh
trong quy dao sinh Iy dé& dap &ng véi nhivng thay déi vé méi trwérng bén ngoai van con
la mét thir thach I&n trong y khoa.



CHUC NANG MIEN DICH

« CO moi lién quan gitra hé thong mién dich nhau- thai & 2 gioi
tinh v&i két cuc chuyén da sinh non.

« K&t qua xét nghiém md hoc banh nhau nhirng bé trai sinh ra
trwéc 32 tuan cho thay c6 nhiéu sang thwong viém man tinh
hon trong banh nhau cta nhirng bé gai cung dd tudi.

« Vi tri viem man tinh thwdng nam & ché lién ket khoang gian
cac nguyén bao nubi va mang rung cta me hon la nam
trong cac gai nhau hay mang nhau, diéu nay goi y hé thong
mién dich cd me lam gidm cac dap &ng viém cla phan banh
nhau gan mang rung.

Actx Ofsted Gyneco! Seand 2005 B4 54
Primted in UK AN rights reserved

- Ty riar L dcie Okaver Greecal Seaed 2005

Acta Obstetricia et
Gynecologica Scandinavica

ORIGINAL ARTICLE

Histologic placental lesions in women with
recurrent preterm delivery

Aressanort Grioia ano Caroyw WM. Sacara



Chirc nang mién dich

So sinh nam thwérng ¢6 nhiém tring banh nhau nhiéu
hon so sinh ni¥ vi banh nhau nir c6 sw trao dbi té bao
lympho qua mang rung nhiéu hon.

Banh nhau nam cé nhiéu thu thé TLR-4, chat nay thuc
day endotoxin san xuat TNF (yéu to hoai t&r mo).

Trong thai ky binh thwéng, do dap rng cua TNF, banh
nhau nam c6 nhiéu dai thwc bao hon banh nhau ni¥, tao
nén sw khac biét vé so lwong té bao mién dich & 2
gioi.

Sw san xuat cytokin khac nhau & 2 gi®i gép phan
lJam tang nguy co chuyén da sinh non & nhirng thai
ky mang bé trai.



Chirc ning mién dich

Céac dv liéu cho thay rang banh nhau & hai gi¢i dap ng khac
nhau v&i tinh trang viém cua me.

Céac nghién clru cling dwa ra nhirng hiéu biét vé anh hwéng
cia sw nhiém virus, vi khuan , ky sinh tring ( nhw HIV, phé
cau, KST sbt rét) trong thai ky 1&én sy phét trién va ton tai cua
thal.

Tinh trang viém clGa nguwdi me cé thé gay ra cac bién chirng
trong thai ky: béo phi, viem khép dang thap, hen phé quan,
bénh Crohn. Tién san giat la mét tinh trang viém va gay anh
hwédng 1én hé thong mién dich khac nhau & méi gidi.

Vi hé thdng mién dich banh nhau déng vai trd diéu hoa céac
qué trinh : chét té bao, tbng hop prostaglandin, tinh tham
thanh mach, t6 chirc hé mién dich thai; nén tat ca cac co ché
nay c6 thé mang tinh lwéng hinh vé gidi.



Tinh da hinh cua Nucleotid

*Gan day, nhiéu nghién ctu tdp trung vao vai tro
cua tinh da hinh gen anh huéng 1én sy phat trién
bénh tat hodc dap ung vdi cac yéu t6 bénh ly, hoa
chat, thuéc.

‘B6 gen ngudi chua 10 triéu SNPs, trong so d6 co
cac SNPs lién quan dén co ché diéu hoa mién dich
(noi tiét, chuyén hoéa, chét té bao), mot s6 SNPs co
kha nang gay két cuc xau cho thai ky nhu sinh non.
‘Mot s6 SNPs cua gen cé vai trdo trong qua trinh
viem, nhu cytokin, da dugc nghién ctru rat nhiéu la
c6 lién quan khéi phat chuyén da sinh non : TNF-
alfa nucleotide 308, interleukin-1{5 (IL-11)
nucleotides 3953 and 3954, and IL-6 nucleotide
174.



SNPs va sinh non

‘Bén canh qua trinh viém, stress oxy hoéa , chét té bao von
dugc nghi la nguyén nhan chinh khéi phat sy thoai hoa
banh nhau, dan dén qua trinh chuyén da.

‘Trong thai ky, ca con go chuyén da va sy mat can bang cua
cac chat phan ung oxy héa va chong oxy héa sé dan dén qua
trinh stress oxy héa qua mirc, khéi phat sw chét cia
nguyén bao nuoi.

‘Protein Mst3 duoc biéu hién trong banh nhau nguoi va
déng vai tré quan trong thai truéng thanh, Mst3 diéu hoa su
chét nguyén bao nubi theo lap trinh ( khoi phat bdi stress
oxy hoa va su thoai hoa banh nhau)

Su chét nguyén bao nuodi theo lap trinh duogc diéu hoa bai
Mst3, hoat hoa theo con duong MAP kinase bao gém JNK
(c-Jun N-terminal kinases)hoic Mapk8, sau d6 dugc diéu
hoa bang TNF alpha, MMP-9. Pich cudi cia con dudng nay
]a Caspase 3, chat anh huéng lén sw chét theo lip trinh
cua banh nhau.
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p1=0.0086 (p1<0.05) PIH GDM vs C
p2=0.0479 (p2<0.05) PLT

C: Control group

PIH GDM: Pregnancy Induced Hypertension (PI1H)
and Gestational Diabetes Mellitus (GDM)
group

PLT: Preterm Labor Threat group

Di Renzo et al, JOG 2011
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C: Control group

PIH GDM: Pregnancy Induced Hypertension (PI1H)
and Gestational Diabetes Mellitus (GDM)
group

PLT: Preterm Labor Threat group

{
C | PIH GDM|

p5=0.00034 (p5<0.05) PIH GDM vs C
p6=0.00044 (p6<0.05) PLT vs C

PLT

Di Renzo et al, JOG 2011




ANALYSIS of Caspases 3
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SNPs, sinh non va sw khac nhau vé gi&i tinh
kinh nghiém cua chung to6i
Gidi thieu
Vi sw khac nhau vé gidi tinh c6 lién quan dén 1 vai bénh li ctia banh nhau nén nghién
clru cla chung t6i nham muc dich diéu tra sw anh hwéng cta né t&i viéc sinh non
*Phal
Sw da hinh cla kiéu gen lién quan dén con dwdng chét theo 1ap trinh, dwoc khéi phat
b&i stress oxi hda (TNF alpha, JNK, Mst3, Caspase 3) thi dugc phan tich trén
400 mau banh nhau (300 vao thoi diém truéng thanh va 100 tai thoi diém sinh
non) dé chimg minh su khac nhau trong co ché sinh bénh hoc cua sinh non
gitra thai nam va nit
e Pha 2
Su da hinh cta nhiing gen TNF alpha, JNK, Mst3, Caspase 3 duoc phan tich
trong 948 mau mau (914 maiu thai truong thanh 34 mau thai non thang) dé

ching minh sy khac nhau trong co ché sinh bénh hoc cua sinh non gitta thai
nam va nu

Oxidative stress
LY

,mh-.l *j‘
E:lspnscﬂ- Activa \
kvhibitor .mnam;-; ————— Mst3 | — :',:f
Caspase ._,'/-E-nspaa{l
dependent ' indepandant
pathway ,f/ pathway

Apoptogis



SNPs, sinh non va sw khac nhau vé gi&i tinh
kinh nghiém cua chung toi

Két qua pha 1

e Khéng co su khac biét dang ké gitra nhém chirng 1a
(thai du thang) v&i thai non thang (sPTB)

Neonatal sex

Female Male

Controls

163 134
54,9% 45,1%

sPTB

32 24
57,1% 42,9%

p=0,755

* Sw khac biét c6 y nghia trong kiéu gen SNPs ciia CASP3 and MSTS3 gitra 2 gidi
dwoc quyét dinh trong cac mau banh nhau.

CASP3 pl MST3 pl JNK pl THFA-1 pl TNFA-2 pl
EmaTe sex coun 70 | 7 | 112 |p=0,052) 77 | 44 | 67 |p=0018) 75 | 20 | 94 |(p=0820] 19 | 2 | 53 |p=0929] 28 | 12 | 34 |p=0335
% 37 0% 3,7% | 59,3% 41.0%|23.4%| 35.6% 39.7%(10.68% (49 7% 25.7%|2.7%(71.6% 37 8% | 16,2% | 45,9%
Malesex Count] 67 | 12 | 72 82 | 20 | 49 60 | 13 | 78 19| 2] 46 KX 7 27
Yo |44 4% 7.9%|47 7% 54 3% 13 2% 32 5% 30.7%| 8.6% [51,7% 28.4%13,0% |68, 7% 49 3% (10,4%|40,3%
Legend
SNPs (ALLELE UALLELE 2) | [gps
(T:ﬁgpAs gg HOMOZIGOUS ALLELE 1 1
e s HOMOZIGOUS ALLELE 2 2
N s HETEROZIGOUS ALLELE 1/ALLELE 2 0




SNPs, sinh non va sw khac nhau vé giéi tinh
kinh nghiém cua chung toi

Két qua pha 2

» Néu tang so lwgng doi twong dwoc nghién Neonatal sex
cwru, thi sé thay sy khac biét co y nghia thong Female  Male
Controls 448 466

ké gilba nhom trwong thanh va nhom sinh non 490%  51.0%

tw nhién g 10 24
29,4%  70,6%

* Sinh non tw nhién thi thwéng gap ¢ thai co
gioi tinh nam hon thai co gioi tinh nir p=0,038

« Nhirng két qua cla kiéu gen SNPs thi dwoc dem phan tich thong ké



Sinh non va sw ton thu’o’ng té bao do sw oxi hoa
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Méi trwong binh thuwdng bén trong thi giam oxi mot
cach dang ké so véi mdi trwdng bén ngoai bubng tir
cung . Trong sudt thai ki,thai nhi chuan bj dan cho s
chuyén tiép ra moi trwong giau oxi ngoai BTC, dwoc
biéu hién béi sw tang dang ké néng dd enzymes chéng
oxi hoa trong sudt nhitng tudn cudi cla thai Ki.
Néu sinh non xay ra (dac biét trudc 32 tuan tudi thai)
thi sw chun bj nay khdng hoan thanh va thai nhi rat dé
bi tac déng bdi nhirng yéu t&6 méi trwdng nhw la sw
hidy hoai t¢ bao do oxi hoa tang (OS). _ _ _
Suw mét can bang git)a ROS va chéng oxi hoa hien  Preterm labor (the innermost circle) is
dién trong cd BTC me va banh nhau va suw twong tac ~ an end result of multitudes of complex
git!a hai khoang nay dan dén nhirng biéu hién 1am interacting pathologies and
pathophysiologic pathways

sang cua sinh non.
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Nhirng yéu t6 nguy co tinh va ddéng gay ra con dwéng va sinh bénh hoc dwoc miéu ta bén trong qui dao
v&i dac diém dau an sinh hoc duy nhat gop phan gia tdng nhitng thay déi khéi phat chuyén da dan dén
sinh non hoac &i v& non. Hanh trinh tac déng cudi cung dinh diém trong chuyén da va sinh bé bao gém
qua trinh viém va 0S. O thai ki binh thwéng, nhivng céi nay dwoc tao ra bdi nhivng yéu té6 me va thai
khac nhau dang cha y vao cudi thai ki. Trong sinh non nhirng tin hiéu gitba me -thai nhi va nguén géc lién

quan nhan qua van chwa ré vi ching xay ra tir nhirng nguyén nhan phtrc tap



Sinh non, stress oxi hdéa va viém

Trong mdi trwdng t& cung, banh nhau la thanh phan chinh diéu hoa sy tadc déng qua lai gitra me va
thai . Nhirng tin hiéu sinh Ii va bénh Ii tir me dwoc chuyén qua banh nhau, cé thé anh hwéng dén
thai
Vi tri bAm thich hop clGia banh nhau va sw phét trién cuta thai cling phu thudc va néng dd nhirng
Hormone quan trong nhw la leptin va adiponeptin cta banh nhau. Néng do leptin tang |én & thai va
banh nhau cta nhirtng nguw®i me bj BTD trong khi dé6 néng do adlponectln giam xuong @ nhirng
dlra tré cla ho ltc sinh ra. Néng dd adipokine trong giai doan phat trién sém c6 thé dong vai trd
quan trong trong qua trinh hinh thanh co thé cla nhitng ca thé riéng I& . Tinh trang tang leptin mau

thuwerng thdy & ngudi béo phi, HC chuyén héa va bénh Ii tim mach

Antl-inflammatory Pro-inflammatory
pathways pathways

P
Y Tuy nhién banh nhau dai dién cho nguén géc quan

// m trong ctia ROS trong ca thai ki binh thuwéng va bénh

\“-\ ,:é.; Newroptieang li. Sw stress oxi hda bé}nh nhau, c6 thé dwoc khoi

B @ g myomem and o phat bédi nhirng thay doi trwc tiép trong phan ng

///\7*} S omor o, viém tai chd va/ hogc s 6 xi héa cltia banh nhau. T
smrito e 4| ot do cho thay rang sinh non thwong xuyén do viém
' 2y oy nhiém trong TC, sy phoi nhiém tang Ién cua thai doi

x Vyomestum véi sy san xuat ROS clia banh nhau rat c6 thé trong

Lo * thai ki nay, voi sy gia tdng san phadm cla ROS

o S ety I dwoc cho 1a gop phan dang ké sy phat trién tinh
trang sinh non.

Collagen breakdown «+
Carvical ripaning
in canvix

Sv 16i kéo dang ké clia tap hop dai thwe bao trong banh nhau dan sw san xuéat nhirng san pham
cytokines tién viém nhw IL-6, TNFa, and TLR-4
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Sinh non, stress oxi héa, viém va giéi tinh cua thai

M6t vai nghién ctu cho thay tac dong dang ké cda gidi tinh cla thai trén két cuc thai ki
va s phat trien cac nguy co lién quan dén thai. Sw phat trien cia banh nhau dwdng
nhw rat nhay va&i gidi tinh thai nhi, va sw tac ddng qua lai givd me va thai co thé vi the

dwoc phan anh trong pham vi dac biét cua bénh li banh nhau.

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

Terence T. Lao, Daljit 5. 5ahota, Stephen 5.H. Suen, Lai Wa Law & Tak Yeung
Law
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Male gender significantly increases risk of
oxidative stress related congenital anomalies in
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Adipokine ROS Cytokine

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

Adiponectin/Leptin: nong d6 Adiponectin va Leptintrong huyét tuong cia me dan dén su
diéu hoa qua trinh van chuyén dinh dudng dén thai nhi. Trong nhitng con chuét duc,
leptin huyét tuong tang 1én trong khi nong dé adiponectin khong doi.

Glutathione peroxidase: hoat dong GPX dugc nhan thay thap hon trong banh nhau
cla tré trai so véi tré gai dan dén tang stress oxi hoa & tré sinh non

Tumor Necrosis Factor alpha: TNF alpha lam giam qua trinh hé hap cua ty thé nguyén
bao la nudi trong kiéu ludng hinh. Tac dong nay chi dugc nhin thay trong nguyén bao
nuodi cia banh nhau ni, va duoc diéu chinh béi yéu tb phién ma NFkB1.

Nuclear factor kappa-light-chain-enhancer of activated B cells: moi truong viém nhiém
trong tr cung dan dén sy gia tAng miR-210 duoc diéu chinh bdi an NFk B1 trong kiéu phu
thuoc giéi tinh thai, dan dén sy Gc ché qua trinh ho hap cua ty lap thé va rdi loan chuc
nang banh nhau cia nhirng thai ki 1a nir

Toll Like Receptor-4:TLR-4 duoc biéu hién rat nhiéu trong té bao nuéi trong banh nhau
cua thai nam, va n6 cé thé phan phat dap ung viém cao d6 ¢ nhing thai nay. Piéu nay cé
thé gép phan tang thém ti 1¢ sinh non, nhiém trung va két cuc xau hon trong sudt giai
doan bao thai 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

*T4c dong lau dai cda nhirng thwong tdn trong méi trwdng gidng nhau nhw
|a sw cang thang cud ngw®i me, hodc tinh trang dinh dwéng khéng day dd co
thé c6 nhirng tac dong khac nhau Ién kiéu hinh cta dra tré nam hodc ni.
Sy chuyén biét vé gidi tinh cta kiéu hinh lic trwédng thanh da dwoc hinh
thanh 1 phan trong TC va banh nhau trong ddc diém chuyén biét vé gidi nay.
Sw biét hoa vé gidi xay ra trong nhirng bénh |i cia ngwoi trwdng thanh bao
gdm bénh Ii chuyén hoa, THA, tim mach tam than réi loan than kinh, va K. Vi
du nhw dan éng thwdng thién vé bénh Ii tim mach trong khi phu nr thwéng
thién vé béo phi.

*Viéc gidng giadi nhwng thay déi ctia mdi quan hé nhan qué chuyén biét vé gidi
va cach ma nam véi nir dap ng va thich nghi déi véi sw thay déi ciia moi
trwdng gilp ngwdi thay thudc va bénh nhan biét trwoc nhirvng bénh i nghi
ngo.



KET LUAN
« Banh nhau nr va nam gi¢i c6 co ché khac nhau dé toi wu hoa
sw thich nghi va do do hai gi¢i déu c6 bd may sao ma twong thich
khac nhau c6 thé anh hwdng dén sy phat trién cua thai nhi va kha
ndng mac bénh vé sau.
« Qua trinh nam gi¢i dap ng vé&i moi trwdng bat loi trong me 1a
sw tiép can toi gidn v&i vai gen, protein hodc thay déi chirc nang
thanh 1ap trong banh nhau va cudi cung la ddm bao tiép tuc tang
trwdng trong mot moi trwdng kém toi wu.
Pap ng nay & bé trai cd lién quan té¢i nguy co cham tang
trwdng trong tl cung, sinh non hodc thai lwu néu c6 mot yéu to
bat Igi xay ra trong thai ky.
 Nhau thai n phan &ng v&i moi trwdng bat loi cia me bang
nhiéu thay dbi gen va protein nhau thai dan dén sy gidm tang
trwdng nhwng khoéng bi gi¢i han tang trwdng (> centile thir 10).
« Nhirng diéu chinh clia ni trong chirc nang banh nhau va trong
sw phat trién ddm bao suw song khi cé yéu to bat loi, co thé bé gai
van co thé tiép tuc thda hiép vé dinh dwéng, cung cap oxy.



KET LUAN

« Banh nhau |a mét hé thong ly twéng dé nghién ctu nhirng khac
biét gi¢i tinh cla thai nhi vé cac méat cam giac , sw cang thang,
tinh trang dai, rdi loan ndi tiét va ché dé an dé dan dén béo phi
vé sau.

« Vi vay, néu chang ta xem banh nhau 1a mot chi bao vé nhirng
hién twong xay ra trong t cung, né rat quan trong dé hiéu lam
thé nao, ngoai sy khac biét gidi tinh cu thé trong ndi tiét va hé
thong mién dich , cau trac di truyén dac trwng vé cho gidi tinh
cling anh hwédng dén sw phat trién va chic ndng banh nhau,
trong diéu kién binh thwdng hodc roi loan chic nang banh
nhau nghiém trong déu c6 thé gay ra bién chirng xau khi mang
thai , chdng han nhw sinh non.




Fetal or Maternal perspective?



Bang chirng cho thay nir gi®i co két cuc chu sinh
tot hoon nam gi®i, dac biét |a sau khi sinh non. Sw
khac biét gi¢i dwérng nhw van ton tai trong suot
cudc do&i , dac biét 1a lién quan dén nhirng thay doi
thoai hoa do tudi tac trong ndo. Mac du c6 sw khac
biét vé gi®i c6 hinh thanh tir giai doan dau sau khi
thu thai , co’ ché chinh xéac giai thich cho sw khac
biét gi®i tinh vé sau trong cudéc d&i van can dworc
xac dinh ...



Author Maureen Dowd asks If men are even necessary
anymore. To add fuel to the fire, some pundits predict
the death of the Y-chromosome within the next 125,000
years and believe it won’t be such a devastating loss —
because we’ll be able to continue the human race
through technology quite satisfactorily, perhaps even
manufacturing people to precise and carefully
determined specifications.

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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