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TOm tat

Dat van dé: Cac tac nhan oxy hoa (ROS) co mét sé vai tro trong qué
trinh sinh san cua con nguoi, ddc biét trong van dé hiém muon. Hién dang
co cdc nghién cuu vé su anh hudng cua néng do ROS trong dich nang
dén chat luong phoi trong qua trinh diéu tri thu tinh trong 6ng nghiém (IVF).

Muc tiéu: Chung toi thuc hién nghién ctiu nay dé tim hiéu méi tuong quan
gita ROS trong dich nang va chét luong phoi trong thu tinh 6ng nghiém.

Vat liéu va phuang phap: Nghién cuu tién cuu duoc tién hanh tai
IVFMD, bénh vién My Dlic tu thdng 08/2014 dén thang 01/2015. Dich
nang tu budng trung trai va phai cua méi bénh nhan dugc thu nhan
trong quad trinh choc hut trung. Nong do ROS cua mdi buodng tring
duoc do va ghi nhan bang mdy do phat quang hda hoc Glomax 20/20
(Promega, My) su dung dau do luminol 5mM. Chét luong phoi ngay 3
duoc ghi nhan cho méi budng tring cua tung bénh nhan.

Két qua:Tong cong 301 mau dich nang tu 151 bénh nhan dugc thu
nhan trong do co 150 mau dugc thu tu budng tring trdi va 151 mau
dugc thu tu budng trung phai. Tién hanh do nong do ROS va ghi nhan
chat lugng phoi sau 3 ngay cho két qua phan tich: hé sé tuong quan
gida tilé phoiloai 1 ngay 3 vdi nong do ROS dich nang 6 méi bén budng
trung phdi va trdi lan luot la -0,159 (P=0,051) va -0,011 (P=0,89).

Két luan: Khong tim thdy mai tuong quan gida nong do ROS trong
dich nang va chét luong phoi.

Abstract

THE CORRELATION BETWEEN THE REACTIVE
OXYGEN SPECIES IN FOLLICULAR FLUID AND
EMBRYO QUALITY

Introduction: Reactive oxygen species (ROS) have roles in the
pathophysiology of human reproduction, especially of infertility. There
has been a concern on the impact of the reactive oxygen species (ROS)
in follicular fluid on the quality of embryo of IVF treatment.
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Objective: We conducted this study to explore the correlation between ROS in follicular fluid and
embryo quality.

Material & methods: A prospective study was conducted at IVFMD, My Duc hospital from August
2014 to January 2015. ROS was measured by luminometer Glomax 20/20 (Promega, America)
using luminol probe in follicular fluid from each ovary at oocyte pick-up. Quality of day 3 embryos
were recorded for each patient’s ovary. Spearman’s correlation was used to explore the correlation
between ROS in follicular fluid and embryo quality.

Results: A total of 301 follicular fluid samples from 151 patients were measured, in which 151
samples obtained from right ovary, 150 samples obtained from left ovary. ROS was measured and day
3 embryo quality was recorded for each patient’s ovary. The correlation between ROS in follicular fluid
and embryo quality from left and right ovary were -0.011 (P=0.890) and -0.159 (P=0.051), respectively.

Conclusion: No correlation was found between ROS in follicular fluid and embryo quality.
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1. bat van dé

Stress oxy héa hay mét can béng oxy héa
(Oxydative Stress - OS) la hau qué coa sy mét
can béng gita sy hinh thanh céc géc oxy héa ty
do (Reactive Oxygen Species - ROS) va co ché
khdang oxy héa cua co thé. Khi néng dé céc géc
ty do cé oxy trong co thé tang cao sé dan dén
nhigu bénh ly & ngusi nhu xo vioa déng mach,
ung thu, tiéu dusng, t6n thuong gan, thép khép,
dyc thoy tinh thé, réi logn than kinh trung uong,
Parkinson, hiém muén, bénh ly phy khoa, bénh
ly trong thai ky...[1].

Mét sé nghién cou phdt hien & nhém phy no
bi lac néi mac to cung (LNMTC) thi sy phdt trién
cla céc 16 bao LNMTC ¢ thé gia tang néu néng
do ROS tang. Mét gia thuyét cho réing ROS tang
trong bénh ly LNMTC c6 thé gép phan lam gigm
chét luong noan va phoi déng thsi tago mét méi
trusng bdt lgi cho tinh trung. Digu nay cé thé
la mot phan nguyén nhan gay giam khé néng
sinh sén & nhém bénh nhan nay. Nhigu nghien
ciu khdc cong cho thdy héi ching budng tring
da nang (PCOS) cing lien quan dén sy mdt can
bang can bang gita nong do cdc chét khang
oxy héa va ROS. O phy n 16n tuéi, s6 luong
nang nodn va chét lugng noan giam nhanh va
ROS c6 vai tro quan trong trong viéc thuc ddy sy
ldo héa cua busng tring [1].

Thy tinh trong éng nghiém l& mot ky thuat digu
tri cho cdc cap vg chong hiém muon duge chdp

nhén rong rai trén toan thé gidi. Tuy nhien, ti le
thanh céng coa ky thuat nay trung binh chi dat
30-40% [2]. Mét trong nhing nguyén nhan dan
dén ti lé thanh cong thép la do tusi cua ngusi phy
nG tang, giam dy tro budng tring, cac bénh ly nhu
PCOS, LNMTC ...va do sy stress oxy héa [3]. Mac
du da cé mét vai nghién ciu dua ra két qua anh
huéng cia ROS lén sinh ly sinh sén va qud trinh
dieu tri hé trg sinh san nhung nhang két qué nay
van con dang tranh luan va éanh huéng coa ROS
dén két qua mét chu ky digu tri IVF van chua ré
rang [4]. Mét vai nghién cou hién nay dang tap
trung vaio néng dé ROS trong dich méi trusng bao
quanh nodn dnh hudng nhu thé nao dén chét luong
nodn va phoi [1].

Dich nang la mét vi méi trusng déng mot
vai trd quan trong cho qud trinh truéng thanh
cba nodn va sy phdt trién coa phei [1][5][6]
[7]. Dich nang con la méi trusng bién dusng
chda cdc hormone steroid, cdc yéu t6 tang
truéng, cdc cytokine, té bao hat va bach cau
[8]. Ngoui ra, rét nhigu chét chéng oxy héa da
dugc tim thdy trong dich bao quanh noén bao
gdém vitamin E, carotene, ascorbate, cysteamine,
taurine, hypotaurine, transferrin, thioredoxyn,
va dithiothreitol, nhém hé tro cho su ton tai va
truéng thanh coa nodn.

ROS c6 thé dugc tao ra tu méi trusng bién
dudng xung quanh nodn do sy phosphoryl
héa oxy héa, tU cdc enzyme NADPH oxydase
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va xanthine oxidase [8]. Ngoai ra cdc steroid
hormone, céc yéu t6 tang truéng, cdc cytokine
té bao hat, va bach cau hién dién trong vi moéi
trudng ndy cong lam tang néng do ROS. Tu do
c6 thé suy dodn réing vi méi trusng trong nang
nodn va cdc diéu kién trong dé c6 mot vai o
quan trong trong sy phdt trién cda t€ bao noan.
Nong do6 ROS tang lien quan dén chét lugng
nodn kém, ty lé thy tinh thép va phoi phét trién
xéu [2][9]. Nong doé ROS trong dich nang nodn
& nhong phy no da tung digu tri IVF thanh cong
cao hon ¢6 y nghia so véi nong dé ROS trong
dich nang noan cda nhong phy no khéng digu
tri IVF [2][10]. Digu nay cho théy khi sy mét can
bang giva céc géc oxy héa va chét chéng oxy
héa c6 thé dén dén sy xdo trén trong khuynh
huéng sinh san ty nhién coa no gidi. Khi nong do
ROS trong dich nang gidm va néng dé céc chét
chéng oxy héa tang lén sé lam tang kha nang
phdt trién coa phéi. Tuy nhién, nhiong két qué
trén van con nhigu ban lvan [7][11].

Tai Viét Nam, hién nay vén chua cé nghién ciu
ndo vé nong dé ROS trong dich nang énh huéng
thé ndo dén chét lugng phéi trong thy tinh éng
nghiém. Trén co s6 dd, chung t6i tién hanh nghién
cOu nay dé fim méi tuong quan gida nong doé ROS
trong dich nang va chét lugng phoéi nhém cung cdp
thém cdc dy dodn co héi mang thai hotc gidi thich
mot s6 nguyén nhan co bén cho mét s6 bénh ly
sinh s&n & nu gisi.

2. boi tugng va phuong
phap nghién ctu

Thiét ké nghién cou: Nghién clu tién cou.
Nghién ctu dugc thyc hién trén 151 chu ky xin-cho
nodn. Bénh nhan dugc chuyén phoi tusi hodc tru
ngay 3 sau khi thyc hién ky thuat tiém tinh trung
vaio bao tuong noan (ICSI).

Thsi gian tién hanh tu thang 08/2014 dén
thang 01/2015 tqi Don vi hé trg sinh sén My Duc,
bénh vien Da khoa My Duc.

Téng cong 151 béenh nhan cho nodan dugc
KTBT, st dung phdc d6 GnRH antagonist. Bénh
nhan dugc tiép tyc theo déi béng siéu ém nang
nodn dé danh gid va digu chinh ligu. Sau dé bénh
nhan dugc kich thich trudng thanh noan béng ligu
GnRH agonist Dipherelline 0,2mg. Choc hit noan

dugc tién hanh 36 gis sau tiem ligu Dipherelline.
Chung téi ghi nhéan cdc dac diém cua bénh nhan:
do tusi, chi s6 AMH, chi s& BMI. Trong qué trinh
choc hot noan, dich nang ti méi busng tring dugc
thu nhan riéng biét. Phuong phép ICSI dugc dung
dé thy tinh tinh trung va noén truéng thanh sau
khi choc hot khoang 4 gis. Sau 16-18 gis ké tu
khi ICSI, tién hanh kiém tra thy tinh. Viéc danh gia
phoi ngay 3 dugc thyc hién tai thsi diém 66 gis +
2 sau ICSI theo tiéu chuédn cua dong thuan Alpha
naim 2011 [12].

Sau qud trinh choc hit noan, dich nang thu
nhén tU méi budng tring dugc ly tam & téc do
500G/ 10phdt va thu nhan dich néi. Nong do
ROS trong dich nang dugc do béng phuong phap
phét quang héa hoc (Chemiluminescence) su dung
dau do luminol 5mM (5-amino-2,3-dihydro-1,4-
phthalazinedione). Tién hanh do ching duong va
ching am moét lan duy nhét (lap lai 2 [an va lay
gid tri trung binh) truéc khi tién hanh do méu dich
nang. Céc tube chia méu dugc dat vao trong may
do phdt quang héa hoc (Luminometer) GlomaX
20/20 (Promega, My).

Méu ching éam: 10pl luminol 5mM trong
400p! PBS 1X.

Méu chung duong: 10pl luminol 5mM trong
400p! PBS 1X v& cho vaio 50p! hydrogen peroxide
(H,0,).

Méu dich nang: 10pl luminol 5mM trong
400pl dich nang.

Cdc méu dich nang tuy méi busng tring coa
tung bénh nhan sé dugc tién hanh do 2 lan va lay
gid tri trung binh. Gié tri ROS toan phan (néi bao,
ngoai bao va tét ca cdc géc ty do) tu méi busdng
tring dugc tinh béng s6 photon trong tung phut
(CPM) hoaic RLU/s [13].

Cdc yéu 16 danh gid két qua: nong do ROS va
ti le phoi tét ngay 3.

Xu ly s6 lieu: su dung théng ké tuong quan
Pearson dé fim méi tusng quan gida néng do va ti
lé tao phéi t6t & tung budng tring.

3. K&t qua

Chung t6i thu thap dugc téng cong 301 méu
dich nang ti 151 phy nt cho noén trong d6 ¢6 150
méu dich nang tu buéng tring tréi va 151 méu
dich nang tu buéng tring phéi.
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Pac diém chung coa déi tuong
nghién cou

Bang 1: Bigc diém bénh nhén

Dic diem (N=151) Trung binh
Tugi 7447
BMI 21636
AMH 72+35

Tuong quan gita néng dé ROS dich
nang va cdc théng sé tU noan va phéi

Bang 2: Tuong quan gidia nong do ROS vir cdc thong s6 tir nodn va phoi

Budng ining tri (n=150) | Bubng iing phéi (n=151) | GidtiP
S lugng nodin choc hit 95¢52 9646 P>0,05
Ti & nodn frudng thanh (%) 88,3 87,0 P>0,05
Tilé thy tinh (%) 81,2 830 P>0,05
Tilé phén chia (%) 83,1 770 P>0,05
Phai loai 1 ngay 3 (%) 40 472 P>0,05
Nong do ROS (RLU) 219,8+89.5 208,7+69.7 P>0,05

Nong dé ROS do dugc gita hai budng tring
khong c6 sy khéc biet théng keé: buseng tring
trai 219,8+89,5 (RLU/s) va busdng tring phai
208,7+69,7 (RLU/s).

Tuong quan giUa ti Ié phéi tét va néng
dé ROS

Ti 14 phéi loai 1

Bigu do 1: Tuong quan gidia nong do ROS vati & phai tét ca bubng ning trdi v bubng tring phéi.

Hé sé tuong quan gida ti lé phéi logi 1 ngay
3 véi nong dé ROS dich nang & méi ben busng
trong phéi va tréi lan lugt la -0,159 (P=0,051)
va -0,011 (P=0,89).

4. Ban lugan

ROS c6 mét vai trd quan trong trong chic
nang sinh ly coa hé sinh san no, trong hiém
muén va cong la mot trong nhing yéu t6 énh
hudng dén két qué coa qud trinh digu trj thy tinh

trong 6ng nghiém [7][14]. Tuy nhién, sy dnh
huéng cta nong dé ROS trong dich nang lén két
qué digu tri IVF van con dang duoc tranh luan.

Trong khi Das da dua ra méi tuong quan
giva céc nong do ROS va chét lugng phei thi
ca hai téc gié Oral va Jozwick déu khong tim
thdy méi tuong quan ddang ké gita két qua digu
tri thy tinh 6ng nghiém va nong do ROS [2][15]
[16]. Tuong ty nhu két qué cua chong t6i, Jozwik
cho thdy khéng ¢6 sy tuong quan giga nong do
lipid hydroperoxide va két cuc diéu tri IVF bao
gom ty lé thy tinh va ti lé mang thai [16].

Két qua trong nghién cou cia ching téi &
nhém déi tugng cho noan la khéng fim théy
méi tuong quan gita néng dé ROS trong dich
nang va chét lugng phéi ngay 3: hé sé tuong
quan gita ti lé phéi loai 1 ngay 3 véi néng dé
ROS dich nang 6 méi bén budng trung phai
va tréi lan lugt la -0,159 (P=0,051) va -0,011
(P=0,89). Cdc chi s6 veé ti lé noan truéng thanh,
ti le thy tinh, ti lé phan chia va ti lé tao phoi
t6t khong cé khac biét giva 2 budng tring. Tuy
nhién, ching t6i nhan thdy & budng tring phai
c6 ti lé tao phoi t6t cao hon va neng do ROS
thdp hon so véi buéng tring trdi. Nghién ciu
cba tac gid Fukuda cho thdy & cé nhém déi
tugng phu no c6 khé nang sinh sén binh thusng
va phy no vé sinh thi tan suét ryng tring cao
hon & budng trung phai, cong nhu két qua digu
tri Ul hay IVF déu cao hon khi noan dén tu
budng tring phai so véi nodn thu dugc tu busdng
trung tréi [17].

5. K&t luan

bay la nghién cou dau tien tai Viet Nam
danh gié sy tuong quan gita ndng do ROS
trong dich nang va ty lé phoi t6t. Mac du kheng
cé sy tuong quan gida nong dé ROS va ty le
phoi t6t & tung budng tring trong nghién cou
cta chung téi, nhung két qua cing cho théy 6
budng tring phéi cé nong d6 ROS thép hon va
ty lé phoi t6t cao hon so véi budng tring tréi.
Nghién cou nay mé ra huéng nghién cuou tiép
theo véi thiét ké chat ché va ¢6 mau l6n hon dé
c6 thé két luan ré rang méi tuong quan gita
ROS va chét lugng phei.
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