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Tém tat

it van dé: Do tudi cla ngudi phu nit dwgc cho 13 dnh huwdng 16n dén sé lugng va chat lugng cla nodn.
nghién ctru nay duoc thye hién nhdm dénh gia sy thay déi trong thé oxy héa khir va kha ning hinh thanh
phéi nang & nhitng ngudi phu nit I&n tudi. D8i tweng va phurong phap nghién ciru: Nghién ciru hdi ctru thu
thap s6 liéu tir thang 12/2020 dén théang 10 ndm 2023 trén nhi*ng bénh nhan dugc diéu tri thy tinh trong
8ng nghiém cd dich nang noan dugc khao sat tai tai Trung tdm Noi tiét Sinh san va Vo sinh, Bénh vién Trudng
Dai hoc Y - Dugc Hué. Két qua: Tong s6 456 bénh nhan dugec chia Iam 2 nhdm, nhdm 1 13 nhitng phu nir duwdi
35 tudi va nhdm 2 13 cac phu ni¥ tir 35 tudi trd 1én. Khac biét c6 y nghia théng ké gitta nhém 1 va nhém 2 13
AMH, lidu dau FSH va téng liéu FSH duoc st dung, vai mirc trung vi twong ng 1a: 3,79 so vdi 2,10 ng/mL (P
< 0,001); 225,00 so véi 277,50 IU (P < 0,001) va 2025,00 so vdi 2325,00 IU (P < 0,001). Mirc do thé oxy héa
khtt, ty [& nodn tredng thanh, ty I& nodn thu tinh va ty [& hinh thanh phoi nang khéng khac biét gitta 2 nhdm
tudi. Khdc biét cé y nghia théng ké vé thé oxy héa khir dwgc ghi nhan trong phan nhédm cla kha nang dat ty
I8 thuy tinh ky vong > 70% trong nhém 1, theo dé nhdm dat ky vong c6 thé oxy héa khir 13 83,00 mV thap hon
nhém khéng dat ky vong la 96,14 mV vdi P = 0,005. Sy khéc biét vé thé oxy hda khir khdng dugc ghi nhan
trong nhdm dat va khéng dat nguwdng hinh thanh phoi ky vong > 60% & hai nhdm tudi. K&t luan: Sy khac biét
khdng cé y nghia thdng ké vé thé& oxy hoa khir trong dich nang du chirc ndng budng trirng d3 suy gidm & phu
nit I&n tudi. Kha ndng thy tinh va hinh thanh phéi nang cda nodn thu nhan & hai nhém tubi clia ngudi phu
nit khéng cé sy khac biét. Thé oxy héa khir clia dich nang khéng ghi nhan khac biét cé y nghia théng ké gitra
céc chu ky dat va khéng dat ngudng ky vong hinh thanh phdi nang > 60% & hai nhém tudi clia ngwdi phu nir.

Tir khéa: phdi nang, phu ni¥ I6n tudi, thé oxy héa khi, thu tinh trong 6ng nghiém.
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Abstract

Background: Maternal age influenced the quantity and quality of oocytes. The composition of follicular
fluid was changed in advanced maternal age. This study was conducted to evaluate changes in redox potential
and blastocyst formation potential in older women. Methods and materials: Retrospective study collected
data from December 2020 to October 2023 on patients treated with in vitro fertilization with follicular fluid
surveyed at the Center for Reproductive Endocrinology and Infertility (HUECREI), Hue University of Medicine
and Pharmacy, Hue. Results: Two cohorts comprised the 456 patients: Group 1, consisting of individuals
younger than 35 years of age, and Group 2, comprising those 35 years or older. Anti-Mllerian hormone
(AMH), initial follicle-stimulating hormone (FSH), and total FSH dose utilized differed significantly between
Groups 1 and 2, with median values of 3.79 versus 2.10 ng/mL (P value < 0.001), 225.00 versus 277.50 1U/L
(P value < 0.001), and 2025.00 versus 2325.00 IU/L (P value < 0.001), respectively. However, there were no
significant differences in ORP, maturation rate, fertilization rate, or blastocyst formation rate between the two
age groups. Variations in ORP were only observed among subgroups of patients with the ability to achieve
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an expected fertilization rate of > 70% in Group 1. Specifically, the subgroup meeting expectations had a
lower ORP of 83.00 + 83.00 mV, in contrast to the non-expectation group which had an ORP of 96.14 + 83.00
mV, accompanied by a P value of 0.005. The difference of ORP was not observed in the group that reached
and did not reach the benchmark embryo formation > 60% in the two age groups. Conclusions: Advanced
maternal age have declined in ovarian function but no statistically significant difference in redox potential in
follicular fluid has been observed. The fertilization rate and blastocyst formation rate were equivalent across
the two age groups of women. The redox potential of follicular fluid was not statistically significant difference
between cycles that reached and did not reach the benchmark of blastocyst formation > 60% in the two age

groups of women.

Keywords: Blastocyst, advanced maternal age, oxidative-reduction potential (ORP), in vitro fertilization.

1. DAT VAN DE

H tro' sinh sdn d3 dugc sir dung rat rong ri trong
viéc diéu trj vo sinh va gidi quyét dugc hau hét cac
nguyén nhan khac nhau gilp cac cip vg chdng dat
dugc mong uwdc lam cha me cla minh. Tuy nhién,
hiéu qua hd tro sinh san phu thudc vao nhiéu yéu té
cla ngudi phu nit. Theo y van, khi d6 tudi cia nguodi
phu nit tdng |&n thi co hdi thanh cong sau diéu trj s&
cang giam [1-3].

Céc chat oxy hda trong dich nang |a nhan t6 quan
trong quyét dinh dén sy trudng thanh vé nhan va
bao twong cda nodn. Dich nang la loai dich sinh hoc
duwgc hinh thanh trong qua trinh sinh nodn théng
qua su phat trién cla cac nang noan trwdc khi hién
tugng phdng noan xay ra. Dich nang cung cdp mét
moi trwong vi mé cho nodn trwdng thanh nho sy
diédu tiét qua trinh chuyén hda va sy ché tiét cla
hormone [4]. Su phét trién cla nodn duwoc diéu
chinh qua cdc chat oxy hda khir clia oxy va ni to bén
trong dich nang. Khi cé su mat can bang clia cac chat
oxy hda khir trong dich nang, thé oxy hda khir (ORP
- oxidative reduction potential) bj thay d&i. Sy thay
d6i cla thé oxy hoa khir dan dén cac tin hiéu dan
truyén té bao thay déi theo. Sy trwdng thanh cla
noan bi tac ddng tiéu cye khi cac tin hiéu dan truyén
gitra cac t& bao bi thi€u huyt [4]. Vi vay, danh gia cac
théng s6 oxy hda khlr cla dich nang cé thé s& cung
cip yéu té tién luvgng khad ndng thu tinh, sy phat
trién cta phdi va kha ndng cé thai sau diéu tri thu
tinh trong &ng nghiém (IVF - in vitro fertilization) [5].

Céc nghién clru trudc day cé nhitng két qua
khéng nhat quan vé mlrc dd cdc géc oxy hoda khir
& dich nang lién quan dén két qua diéu tri thu tinh
trong 6ng nghiém. Cu thé trong nghién clru cla
Agarwal va cong su cho thdy khi ndng d6 céc chat
oxy hoa tang cao s& gay stress oxy hoda khir (ROS -
Reactive Oxygen Species) anh hudng dén chat lugng
noan. Tinh trang ROS nang s& lam gidm kha nang thy
tinh va tao phdi [6]. Diéu nay tiép tuc duoc khang
dinh trong nghién ctru tiép theo cla Das va céng su,
khi dich nang c6 sy ghi nhan cac chat oxy hda cao

da cho thay sy suy giam cla chat lugng phéi. Tuy
nhién, trong nghién clru cla Das va cong su khdng
tim thay yéu té lién quan gilta tinh trang oxy hda khr
dich nang va chat lwvgng noan ciling nhu kha ndng thu
tinh [5]. B&n canh céc chat oxy hda, cac chat chéng
oxy hda trong dich nang cling gép phan tao do can
bang va anh hudng dén sy thu tinh. Nghién ctru cla
Oyawoye va cdng sy d3 cho thay sy suy gidm cla
téng kha nang chéng oxy héa (TAC - Total antioxidant
capacity) cé lién quan dén su suy gidm kha ning thu
tinh [7].

Ty 1& mang thai tw nhién cong don bat dau gidm
& dd tudi 35 - 39 va gan nhu bang khong khi phu
n* budc vao 45. Thuc hién diéu tri IVF thi cac bdo
cdo cling cho thay, ty 1é mang thai va sinh s3n giam
c6 twong quan vdi do tudi tang. Tubi ngudi phu nit
I&n dugc cho la ¢ lién quan dén viéc gidm ca s6
lvgng va chat lwgng t€ bao nodn. Phu ni¥ cang I&n
tudi cang cho thay ty |& I&ch boi nhiém sic thé ting
lén, twong rng véi d6 ty 1é thu tinh gidam di, phéi
phat trién kém hon, gidm kha ning l1am t6 va mang
thai so v&i nhitng ngudi phu nit & do tudi tré hon
[8]. Vai trd quan trong cla chat lwvgng nodn mét [an
nita duoc khang dinh trong cac nghién ctru st dung
noan cta nhi*ng ngudi hién ting tré tudi. Trong cac
nghién ctru ndy, ngudi nhan non & cdc nhom tudi
khac nhau nhung khéng cé su khac biét vé ty 18 1am
t8, ty lé sdy thai va ty |é tré sinh séng. Nhu vy, kha
nadng sinh san gidm & nguwdi phu nit 1én tudi chd yéu
la do chat lwgng té bao noin hon 13 do |30 hda tir
cung/ndi mac tt cung [1,9].

Ngudi phu ni? 1dn tudi thwdng cd kha ndng duy trir
bubng trirng thap nén sé lwgng noan trwdng thanh
dé thuc thuce hién cac k thuat hd tro sinh san (ART
- Assisted Reproductive Technologies) la thap [8]. Do
dé, nhitng ngudi phu nit 1dn tudi can cé quy trinh
kich thich budng trirng sir dung hormone liéu cao dé
thu nhan dugc s6 lvgng nodn mong dgi so vdi s
nang noan dau chu ky. Nhirng dic diém cta bubng
trirng cling nhuw qud trinh kich thich buéng trirng &
cac phu nit 1&n tudi cé thé lam thay d6i thanh phan
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vi mé trong dich nang nodn va tac déng truc tiép lén
chat lwgng cla nodn. Trong cac nang trdi, su ché tiét
cUa cac té bao hat xung quanh nodn 13 cé tac déng
I&n dén sirc s6ng va phat trién cla nodn. Ngudi phu
nir 1on tudi da dugc ghi nhan cé nhitng thay d6i vé
néng dd cua cac carbohydrate (glucose, pyruvate,
lactate) va ciac hormone (Progesteron, E2, AMH)
[10]. M6t diéu dang Iwu vy, dich nang khdng don
thuan 13 huyét thanh thdm vao ma mét tap hop cua
cécion da duoc loc tir huyét thanh va san pham cla
hoat déng t6ng hop cla céc t& bao cla nang noan.
Do d6 stress oxy hda khir cé thé khéng dugc phat
hién khi xét nghiém mau & nhitng ngudi phu nit 1&n
tudi nhung né lai cd tdc déng dén chat lvgng cla
noan [11].

Vi nhitng ly do trén, ching téi tién hanh nghién
clru sy thay d&i tinh trang oxy héa dich nang & ngudi
phu ni 1&n tudi va két qua nudi cdy phdi trong céc
trudng hop thuc hién ky thuat thy tinh 6ng nghiém,
nham muc tiéu khao sat tinh trang oxy héa dich nang
va mdi twong quan cla nd véi két qua nudi cdy phoi
& cadc nhdm tudi clia ngwdi phu nit khac nhau.

2.D01 TUQNG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Pdi twong nghién ctru: Nghién ciru duoc
thuc hién trén 456 chu ky diéu trj thu tinh trong 8ng
nghiém duoc nudi cdy dén giai doan phdi nang cla
cac cap vo chdng vo sinh thda man cac diéu kién lya
chon bénh, bao gdbm: ngudi vo trong dd tudi sinh
san (khong qua 45 tudi), ngudi chdng cé mat dé tinh
trung I&n hon 5 triéu/ml.

Tiéu chuan loai trir gdm nhitng trwdng hop ngudi
v ¢o lac ndi mac tlr cung, dinh viing chau hodc bénh
viém vung chau, xin nodn, ngudi chdng thiéu tinh
nang hodc vd tinh, xin tinh trung, ngudn tinh trung
trit lanh.

2.2. Thiét ké nghién clru: ching téi ti€n hanh
nghién clru hdi ciru céc chu ky va phan nhém theo
dd tudi ngudi vo vdi nhdm 1 bao gdm cac cap v
chdng ma ngudi vo nhé hon 35 tudi va nhém 2 bao
gdm cac cap vg chdng véi ngudi v trén 35 tudi.

2.3. Thoi gian nghién ctru: nghién ciru duoc
thuc hién tir thang 12/2020 dén thang 10 ndm 2023.

2.4. Dia diém nghién ciru: nghién ctru dugc thuc
hién tai Trung tdm Noi tiét Sinh san va V6 sinh, Bénh
vién Trwdng Pai hoc Y - Dwoc Hué.

2.5. Quy trinh thuy tinh trong &ng nghiém va
phén tich tinh trang oxy héa khir dich nang

2.5.1. Kich thich bubng trirng: bénh nhan
duoc kich thich budng trirng bang phac d6 GnRH
antagonist. Vao ngay 2 cta chu ky kinh, nguoi vo
duoc tiém lidu FSH tai t6 hop (Gonal F, Merck, D)
vai lieu lwong tir 150 - 300 IU dya vaoAFC (antral

follicle count). Qua trinh kich thich buéng tring
duoc theo déi dya trén kich thwdc nang noan phat
trién bdi hinh anh siéu &m dau do 4m dao. Trong
qué trinh siéu d&m, néu cd it nhat mdt nang nodn cé
duwong kinh > 18 mm thi kich thich trudng thanh
nodn duwoc tién hanh. Kich thich trudng thanh noin
duoc thyc hién véi human chorionic gonadotropin
(Ovitrelle, Merck KGaA, Darmstadt, Duc) hoac
GnRHagonist 0,2 mg tiém duwdi da (Dipherelin
0,1 mg, Ipsen Pharma Biotech, Phap) khi néng do
estradiol (E2) > 4000 pg/mL.

2.5.2. Thu dich nang nodn va ddnh gid tinh trang
oxy héa khir dich nang: sau khi tiém truwdng thanh
nodn 36 gid, cac nang dugc choc hat dé thu hoi
noan bén trong. Kim choc hut nong don (Kitazato,
Nhat) duéi hwéng dan cla siéu am dau do am dao
duoc st dung dé thu dich nang nodn. No3n thu hoi
cung dich nang duoc chira trong tube Facol 14 mL.
Dich nang noan dau tién vdi kich thuéc nang trdi Ién
hon 18 mm dugc thu nhan védi thé tich khoang 2 mL,
khéng chira moi truong va khong 13n méu sé dwoc
sir dung dé phan tich tinh trang oxy hda khir. Cac
nang noan ti€p theo dwoc thu héi vao tube 14 mL
chira G-MOPS (Vitrolife, Vastra Frolunda, Thuy Dién)
¢6 bé sung 7 IU heparin.

- Danh gid mirc do oxy hda khir dich nang noan:
MUrc do oxy héa duwoc danh gia bang cach do ORP
cla hé thdng MiOXSYS (Aytu Bioscatics, Englewood,
CO, USA). Nap 30 pL dich nang no3n dau khéng chira
ma&u vao cam bién, sau d6 dua vao may phén tich.
K&t qua do oxy hoa dugc hién thi, phan anh sy can
bang gitra cac loai oxy phan &ng va kha nang chéng
oxy héa trong mau dwoc phan tich va duoc biéu thj
bang milivolt. Viéc phan tich mau duoc hoan thanh
trong khoadng 2 phut.

2.5.3. Xtr Iy nodn: noan thu nhin sé& duoc rira
bang 2 mL dung dich G-MOPS PLUS (Vitrolife, Vastra
Frolunda, Thuy Dién) va cdy U 2 gid trong mdi trudng
G-IVF plus (Vitrolife, Thyy Dién) vai diéu kién cla
th cdy Galaxy 170S (Eppendorf, Anh) duogc cai dat &
37°C, 6% CO,. Qua trinh bdc tach té bao hat quanh
nodn dugc thyc hién sau khi cdy 0. Cac té€ bao hat
duwoc tach ra bdi tac dong cha enzyme HYASE 80 IU
(Vitrolife, Vastra Frolunda, Thuy Dién) va co hoc bang
pipette thiy tinh cé kich thudc gidm dan tir 1,5 mm
dén 200 pum va 140 pum. Sau khi tach, nhitng noan cé
biéu hién thé cyc thir nhat dwoc xem 13 nodn trudng
thanh va sé duorc st dung cho budc ICSI.

2.5.4 X ly tinh triung: d6ng thdi véi qua trinh
x&r ly nodn, phuong phép loc rira theo phuong phap
thang néng dé véi moi trudong loc rlra Sil- Select
PlusTM (45% - 90% SIP050, Fertipro, Beernem - Bi)
dugc sir dung dé thu nhan tinh trung. Phan dich néi
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sau ly tdm duoc loai bd cho dén khi trong tube con
lai 0,5 mL dung dich va cin lang.

2.5.5. Ky thudt ICSI va nubi cdy phéi: thuc hién
ky thuat ICSI trén hé théng vi thao tic cla kinh hién
vi ddo nguoc. Sau khi tién hanh tiém, cac noan duoc
cAy trong cac giot cd thé tich 3 20 puL mdi trwdng G-TL
(Vitrolife, Vastra Frélunda, Thuy Dién), dwoc phld 3 mL
OVOIL (Vitrolife, Vastra Frélunda, Thuy Dién), va dwoc
nudi cdy 5 ngay vdi kién 37°C, 6% CO,, 5% O, cla tu
IVFtech - Benchtop Incubator. 6C (IVFtech, Dan Mach).

2.6. Thu thap s6 liéu

Biéu hién thira cAn dugc xac dinh khi BMI > 23
kg/m? theo Hiép hdi dai dwong cac nuwdc chau A (IDI
& WPRO).

Tinh dich 6 dwoc xem la binh thudng khi thoa
man ca 3 diéu kién: Mat do tinh trung > 15 triéu/
mL; Ty |& tinh trung di déng tién t&i > 32%; Ty 1é tinh
trung cé hinh dang binh thuwdng > 4% theo hudng
dan ctia WHO 2010 [12].

Cac théng s6 quan trong dugc thu thap 13 ty |é
nodn trudng thanh, ty & thu tinh, ty 1&€ hinh thanh
phdi nang, va ty |1é phdi nang tot duoc khao sat. Ty
|& noan trudng thanh: dugc dinh nghta la s6 nodn cé
sy hién dién clia thé cuc thir nhat vao thoi diém ICSI
chia cho s6 nodn thu hdi duoc vao thoi diém choc
hut noan. Ty |é thu tinh: dugc dinh nghia |a sé hop

3. KET QUA

tlr cd biéu hién hai tién nhan vao thoi diém 16-18 gidy
sau ICSI chia cho s6 nodn trwdng thanh dwoc ICSI. Ty
|& phdi nang dugc hinh thanh dugc dinh nghta la: sé
phdi cé khoang phdi dwoc tao thanh vao thoi diém
116 gi® sau ICSI chia cho s& nodn thuy tinh. Ty 1é phéi
nang t6t hinh thanh dugc dinh nghia la: s6 phdi nang
chat luvgng t6t theo thang diém cla Gadner chia cho
s6 nodn thu tinh, theo d6 dd n& clda khoang phdi &
cap dd 3 trd 1én, hinh thai t€ bao nu phdi va té nao
nudi phodi déu dwoc danh gid 1a cap dd A duoc ghi
nhan la phdi nang chat lugng t6t. Ngudng thu tinh ky
vong va ngudng hinh thanh phdi nang ky vong duoc
xac dinh twong &ng 13 > 70% va > 60% theo déng
thuan [13].

Phan mém SPSS 20 for Windows (SPSS, Chicago,
M) dugc st dung dé xt ly cac dit liéu va théng ké.
C4c bién dinh lvgng dugc kiém tra phan phdi chuin
b&i Kolmogorov-Smirnov test. Cac bién dinh lwong ¢
phan phéi chuin s& duwoc so sanh trung binh + SD
bdi t-test, cac bién khéng theo phan phéi chuan dugc
so sanh trung vi va khoadng t& phan vi (interquartile
ranges) bang phuong phap Mann-Whitney U. Cac
bién phan loai va bién ty 1& dugc so sdnh véi chi-
squared test. Khac biét cé y nghta thdng ké khi gia
tri p < 0,05.

Téng s8 456 chu ky thu tinh trong 6ng nghiém d3 dwoc khdo st vé tinh trang oxy hda & dich nang bai hé
théng MiOXSYS va theo ddi k&t qua nudi cdy phdi, trong dé nhdm 1 gébm 290 chu ky vdi bénh nhan nit nhé
hon 35 tudi va nhém 2 gdm 166 chu ky véi bénh nhan nir tir 35 tudi trd [én. D3c diém I4m sang va can |Am
sang cUa 2 nhém bénh nhan dwoc thé hién trong Bang 1.

Bang 1. D3c diém |dm sang va can l1am sang & cdc nhdm d6 tudi khac nhau

Nhom 1 (n = 290)

Nhom 2 (n = 166)

Pic diém trung binh = SD trung binh + SD GiatriP
(trung vi - IQR) (trung vi - IQR)

D06 tudi vo (ndm) 30,35+2,55 38,18 £2,72 <0,001
(31,00 - 3,00) (37,50 - 4,00)

Thoi gian vé sinh (ndm) 4,60+2,18 5,86 3,20 < 0,001
(4,50 - 3,00) (5,00 - 5,00)

BMI (kg/m2) 20,86 + 2,44 21,02 +2,15 0,095
(20,32 - 2,66) (20,86 - 2,45)

Biéu hién thira can 41,00 (14,1%) 24 (14,5%) 0,925

AMH (ng/mL) 4,53 +3,28 2,63+1,85 < 0,001
(3,79-3,72) (2,10-2,42)

FSH ngay 2 (1U/L) 8,97 £ 6,36 8,43 5,19 0,484
(7,00 - 4,33) (7,00 - 4,49)

E2 ngay 2 (pg/mL) 56,75 + 509,38 22,29 +17,92 0,214

(23,83 -27,71)

(18,88 -32,82)
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7,05 5,09 5,96 + 4,56 0,008

LH (1U/L) (6,00 - 4,46) (5,00 - 3,24)

D6 tudi chén (n3m) 33,40+ 3,92 40,77 £ 4,38 < 0,001
: g (33,00 - 5,00) (40,00 - 25,00)

Tinh dich d binh thuong 33 (11,4%) 21 (12,7%) 0,686

Dt liu cdc bién sé lién tuc duwoc trinh bay theo gid tri trung binh £SD; trung vi va khodng tu phdn vi (IQR);
Cdc bién phén loai dwoc trinh bay theo s6 lwong (phén trdm). BMI: Body mass index; AMH: anti-Miillerian
hormone; FSH: follicle-stimulating hormone; LH, luteinizing hormone; E2, estradiol.

Cdc bién so sdnh trung vj va khodng tir phén vi (interquartile ranges) bdng phuong phdp Mann-Whitney

U. Cdc bién phdn loai va bién ty I1é duoc so sanh vdi chi-squared test

Do tubi clia ngwdi phu nit va dé tudi cta chong
khac nhau gitta 2 nhédm tudi, nhém 1 cé tudi trung vi
14 31,00 va 33,00 tudi trong khi d6 nhém 2 13 37,50
tudi va 40,00 twong rng véi P < 0,001. K&t qua ghi
nhan khac biét vé thoi gian vé sinh va mirc dy trir
budng trirng dwoc danh gia bang AMH va LH. Thoi
gian vé sinh @ nhdm 1 ¢ trung vi thap hon cé y nghta

théng ké so véi nhém 2 (4,50 so véi 5,00 ndm; P <
0,001). Kha nang dy trit budng trirng cdia nhém 1
cao hon nhém 2 thé hién qua gia tri AMH cé mirc
trung vi cao hon cé y nghta théng ké (3,79 so véi 2,1
ng/mL; P < 0,001). Cac d3c diém ndi tiét (FSH; E2) va
chi s8 khéi co thé khdng ghi nhan sy khac biét cla
hai nhédm.

Bang 2. D3c diém qud trinh kich thich bubng trirng va két qua nudi cdy phoi
& hai nhdm theo d6 tudi

Pic diém Nhém 1 (n = 290)

Nhém 2 (n = 166) Gia tri P

Lidu d3u FSH (1U)

241,69 + 126,19
(225,00 - 25,00)

262,18 + 46,52
(277,50 - 75,00)

<0,001

Téng li2u FSH (1U) 2092,14 + 515,21 2350,27 + 603,37 <0,001
(2025,00 - 525,00) (2325,00 - 675,00)
55 ngay kich trimg (ngay) 8,80 0,97 8,94+ 1,35 0,377
(9,00 - 1,00) (9,00 - 1,00)
. 7,64+ 0,29 7,64+ 0,29 0,859
PH dich nang (7,68 - 0,41) (7,71 - 0,40)
<& o th K 17,25+ 10,28 11,34 + 7,39 <0,001
(15,00 - 10,50) (10,00 - 9,25)
6 nosin trudng thanh 13,35 +8,71 9,05+ 6,31 <0,001
(11,00 - 10,25) (7,00 - 9,00)
5 hop s binh thong 9,73 +7,05 6,57 + 5,00 <0,001
(8,00 - 8,00) (5,00 - 6,00)
<8 ahttcang o o sorssa ssisse <om:
5 phoi nang 6t 3,81+4,12 2,21 42,53 <0,001
(3,00 - 4,00) (1,00 - 3,00)
Ty & nodn trwdng thanh (%) (Z),,?)?()) Jtr 2157"33) (882,;3, 1_: 21;’76:) 0,105
73,18 + 19,19 73,20 + 21,96 0,738

Ty & nodn thu tinh (%)

(75,00 - 28,24)

(75,00 - 32,08)
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. s a 62,14 + 27,70 56,88 + 31,85 0,109
Ty 1€ hinh thanh phoi nang (%) (66,67 - 40,47) (59,41 - 48,69)
38,79 + 25,84 33,54+ 28,71 0,017

Ty 18 phdi nang tét (%)

(40,00 - 36,68)

(33,33 - 50,00)

Cdc bién dinh lwong duwoc so sdnh trung vi va khodng tir phdn vi (interquartile ranges) bdng phuong

phdp Mann-Whitney U.

Di3c diém qua trinh kich thich budng trirng va nudi
cdy phéi cia hai nhédm tudi cla ngudi phu nit dwoc
thé hién trong bang 2. Theo d6, nhdm 1 sir dung liéu
FSH va t8ng liéu FSH thap hon cé y nghia théng ké
so v&i nhédm 2, mirc trung vi twong tng la 225,00 va
2025,00 IU so véi 277,50 va 2325,00 1U; P < 0,001. Két
qua cho thay, hai nhdm dd tudi cla ngudi phu nir cé
khac biét vé s6 noan thu hoi, s6 noan truwdng thanh,
s6 nodn thu tinh, sé phéi nang hinh thanh va sé phéi
nang t&t & hai nhdm tudi clia ngudi phu ni; cac khac
biét nay déu cd y nghia théng ké véi P < 0,001. Cu thé
nhédm 1 c6 s6 nodn thu héi, sé nodn thuy tinh, s6 phoi

nang hinh thanh, s6 phéi nang tét vai gid tri trung vi
twong tng la: 15,00 va 11,00 va 8,00 va 5,0 va 3,00
cao hon so véi nhéom 2 la: 10,00 va 7,00 va 5,00 va
3,00 va 1,00. Két qua nghién ctru nay khéng ghi nhan
sw khac biét cé y nghiia théng ké vé gia tri mdrc oxy hoa
khir cta dich nang giita 2 nhédm tudi clia ngudi phu
nir. Cac ty lé lién quan dén kha nang cda nodn nhu ty
|& nodn thu tinh, ty 1& hinh thanh phdi nang khéng ghi
nhan cd y nghia théng ké gilta 2 nhém tudi clia ngudi
phu nir. Tuy nhién, ty 1& phdi nang tt & nhém 1 cao
hon cé y nghia théng ké so v&i nhdm 2, trung vi la
40,00 so vdi 33,33%, twong trng véi P =0,017.

Bang 3. Dac diém cac chu ky dat ngudng ky vong trong diéu tri & nhém 1

Nhém 1 Ngwdong thu tinh ky vong Nguwong hinh thanh phoi nang ky vong
(n=290)  >70%(n=172) <70%(n=118) GiadtriP 260% (n=202) <60% (n=139) GiatrjP
Tudi vg 30,30+ 2,64 30,43 +2,42 0,855 30,25+ 2,60 30,50+ 2,47 0,453
(ndm) (31,00 - 3,00) (31,00 - 3,25) (30,00 - 3,00) (31,00 - 4,00)
S8 nang troi 16,83+ 11,15 17,96 £12,31 0,421 17,24 £ 10,88 17,37 +£12,70 0,603
(14,00 - 12,75) (15,50 - 13,00) (16,00-11,50) (14,00-12,50)
ORP dich 86,42 + 26,10 94,74 + 26,32 0,005 90,19 +27,13 89,23 + 25,53 0,857
nang (mV) (83,00-34,56) (96,14 - 31,21) (89,11-35,22) (91,39 - 32,40)
pH dich nang 7,62-0,30 7,67 10,28 0,268 7,64 £0,28 7,64 £ 0,30 0,992
(7,68 - 0,44) (7,69 - 0,41) (7,69 - 0,42) (7,68 - 0,42)
S6 no3n 17,08 £ 10,67 17,50+9,74 0,610 17,54 +10,51 16,83 £9,96 0,411
thu hoi (15,00-11,00) (16,00 - 11,00) (16,00 - 12,00) (15,00 - 10,00)
S8 no3n 13,47 £ 9,66 13,18+ 7,13 0,602 13,96 £ 9,22 12,44 + 7,84 0,131
trwdng thanh  (11,00-10,75) (12,00 - 9,25) (12,00-10,00) (11,00 - 8,00)
S8 no3n 11,28+7,81 7,46 £ 4,97 <0,001 10,46 + 7,35 8,64 £ 6,46 0,008
thy tinh (10,00 - 9,00) (6,00 - 6,00) (9,00 - 8,00) (7,00 - 7,00)
S8 phdi nang 6,92 £ 6,02 4,57 +4,11 <0,001 7,83 £5,84 3,21 +£3,21 <0,001
hinh thanh (5,00 - 6,00) (3,00 - 4,00) (7,00 - 6,00) (2,00 - 3,00)
S phdi nang 4,47 + 4,64 2,85+3,01 <0,001 5,24 + 4,58 1,68 +1,92 <0,001
tot (4,00 - 4,00) (2,00 - 3,00) (4,00 - 5,00) (1,00 - 2,00)

Cdc bién so sdnh trung vi va khodng ti¥ phén vi (interquartile ranges) bdng phuong phdp Mann-Whitney U.

Phan tich sdu hon dic diém thu tinh va hinh
thanh phéi nang & hai nhdm tudi cla ngudi phu
nt* duoc thyc hién va moé ta trong bang 3 va bang
4. Trong nhém 1, két qua ghi nhan phan nhdm phu
khong dat ty 1é thu tinh ky vong = 70% cé mirc oxy

[ 62

héa dich nang & mirc trung vi la 96,14 mV cao hon
nhém dat nguwdng thu tinh ky vong, khac biét nay cé
y nghia théng ké v&i P = 0,005. Tuy nhién, sy khac
biét cé y nghia thdng ké v& mirc oxy hda dich nang
gitta 2 phan nhém phuy dat va khong dat ngudng
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hinh thanh phdi nang ky vong > 60% da khong duoc
ghi nhan. Khi ngudi phu nit 1&n tudi (nhém 2) duoc
tién hanh khao sat kha ndng thu tinh cling nhu hinh
thanh phéi nang, ching t6i cling khéng ghi nhan sy

khac biét cd y nghia théng ké gilra cac dic diém cla
ngudi vo & cac phan nhém phu dat hay khong dat
ngudng ky vong.

Bang 4. 3c diém cac chu ky dat ngudng ky vong trong diéu tri & nhém 2

Nhém 2 Ngwdng thu tinh ky vong Ngwong hinh thanh phoi nang ky vong
(n=166) 270%(n=97) <70%(n=69) GiatriP >60%(n=83) <60%(n=83) GiatriP
Tudi v (nam) 38,21+2,76  38,14+2,69 0,901 37,95+2,64  38,41%2,80 0,287
(37,00 -4,00) (38,00 - 4,00) (37,00-3,00) (38,00 - 4,00)
S6 nang troi 10,88+7,13  9,8261+6,55 0,366 10,28 +7,12 10,60 * 6,69 0,579
(9,00-10,00) (8,00 - 8,50) (9,00-8,00) (9,00 - 10,00)
ORPdichnang  89,98+26,29 8503+24,92 0,375 8553+24,57 90,31+26,85 0,306
(mV) (87,97 - 36,89) (88,22 - 37,45) (81,19 -34,52) (91,01 -36,92)
pH dich nang 7,63 + 0,30 7,66 + 0,28 0,620 7,63-0,29 7,66 + 0,29 0,494
(7,72 -0,42) (7,70-0,37) (7,70 - 0,40) (7,71-0,41)
S6 nodn thu hdi 11,94 7,90 10,50+6,57 0,321  10,82+6,81 11,87 £7,92 0,441
(10,00 - 10,50) (10,00 - 9,00) (10,00-9,00) (11,00 - 9,00)
S6 noan trudng 9,45 + 6,81 8,49 + 5,52 0,518 8,81 + 6,01 9,30 + 6,62 0,674
thanh (8,00 - 8,50) (7,00 - 8,50) (7,00 - 8,00) (7,00 - 9,00)
S6 noan thu 8,07 5,52 4,45+3,15  <0,001  6,22+4,46 6,92 + 5,50 0,624
tinh (7,00 - 7,00) (4,00 - 5,00) (5,00 - 5,00) (6,00 - 6,00)
S6 phdi nang 4,28 +3,71 2,59 + 2,49 0,001 4,64 +3,39 2,52+2,99  <0,001
hinh thanh (3,00 - 4,00) (2,00 - 3,00) (4,00 - 4,00) (2,00 - 4,00)
S6 phdi nang 2,66 + 2,79 1,58 + 1,94 0,002 3,01+2,67 1,41+£2,11  <0,001
tot (2,00-3,00)  (1,00-2,00) (2,00 - 3,00) (1,00 - 2,00)

Cdc bién so sénh trung vi va khodng tir phdn vi (interquartile ranges) béng phuong phdp Mann-Whitney U.

4. BAN LUAN

Cac nghién clru truwéec day cho thay ngudi phu nir
khi bat dau budc qua tudi 30, bubng trirng sé 13 co
quan dau tién budc vao giai doan 130 hda. Su 130 hoa
cla budng trirng dwoc cho la nguyén nhan tac déng
I&n chirc ndng clia budng trirng va gay gidm s6 lvong
cling nhu chat lvgng cta nodn [3]. Nhirng ngudi phu
ni? 1&n tudi, nguy co san sinh ROS cé tang 1&n va cd
thé anh hudng dén cac thong s6 két qua IVF nhu thy
tinh, kha ndng tao phoi nang hay khéng? Nghién clru
nay cla ching téi thuc hién dé khao sat sy thay déi
vé ROS dich nang va két qua nudi cdy phéi nang &
ngudi phu nit véi hai d6 tudi dudi 35 tudi va tir 35
tudi trd 1én.

K&t qua nghién ctru cda ching téi cho thay, sy khac
biét vé dd tudi da dan dén nhirng khac biét cé y nghia
théng ké lién quan thai gian vo sinh, chi s6 AMH va
chi sé LH twong &rng & nhém 1 (nguwdi phu ni dwéi 35
tudi) va nhédm 2 (ngudi phu nit tir 35 tudi trd 1én) vai
trung vi la 4,50 nam va 3,79 ng/mL va 6,00 IU/L so Vi
5,00 ndm va 2,10 ng/mL va 5,00 IU/L. Nhu vay, nhitng
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dac diém vé y&u t6 noi tiét thé hién chirc ndng cla
budng trirng khac nhau d3 dugc ghi nhdn & nghién
ctru clia ching tdi. Piéu nay phu hop véi nhitng ghi
nhan trudc day vé nhirng thay d6i trong cac dic diém
l&m sang lién quan dén chlrc nang bubng trirng da
duoc dé cap & ngudi phu nit 1én tudi [14]. Nhitng
khac biét nay cé thé dan dén nhitng thay déi trong
kha nédng thu tinh cling nhu hinh thanh phdi nang cta
noan & nhém phu nit 1&n tudi.

Dwa vao danh gid s6 nang nodn ban dau va danh
gid du trir bubng trirng quéd trinh kich thich budng
tritng 6 sy khac biét cd y nghia théng ké gilta hai
nhédm. Nhém 2 st dung liéu ddu FSH va téng liéu FSH
cao hon cé y nghia théng ké so vd&i nhdm 1. Két qua
diéu tri cho thay rang s& noan thu hoi, s6 lugng nodn
trwdng thanh, s6 nodn thu tinh, s6 phéi nang hinh
thanh va s6 lwong phdi nang tét cé sw khac biét rat
I&n & 2 nhédm tudi véi P < 0,001. Cu thé s6 nodn thu
héi, s& nodn truéng thanh, sé phdi nang hinh thanh &
nhém 1 cé trung vi la 15,00; 9,73; 5,97; 3,81 cao hon
so v&i nhéom 2 la 10,00; 7,00; 5,00; 3,00; 2,21, tuong

63|



Tap chi Y Duoc Hué - Trwding Pai hoc Y - Duoc, Pai hoc Hué - S6 3, tdp 14/2024

tng. Trong nghién clru cla chung téi, nang lyc thu
tinh va hinh thanh phdi nang cta noan it thay déi khi
dé tudi cla ngudi phu nit tdng. Cac ty & lién quan
dén chat lwong cla nodn nhu ty & trwdng thanh,
ty 1é thu tinh, ty 1& hinh thanh phéi nang khong ghi
nhan khéc biét cé y nghia thong ké gitta hai nhém
tudi vo. K&t qua nay trdi ngugc vdi cac nhan dinh
trwdc day. Khi tudi cha ngudi phu nit 16n s& kéo
theo nhiéu thay d&i thanh phan méi truong bén
trong mo6 budng trirng va dac biét 13 trong dich nang.
Nhiéu nghién ctru cho thay cé su thay déi tiéu cuc
bén trong budng trirng cd lién quan dén dé tudi cla
nguoi phu nir. Tudi ngudi phu nit 16n dan dén budng
trirng xuat hién nhiéu phan &ng viém, tang cao tinh
trang xo hda, thay d6i hoat déng chuyén hda cla
|&p t€ bao hat. Nhitng thay d&i nay dan dén sy hinh
thanh giao t&r cé chat lwong kém hon va gidm céac
ty 1& trong diéu tri vo sinh hiém mudn [3]. Nang lwc
phat trién cla nodn trong nghién ciru cla ching toi
khong ghi nhan su khac biét & 2 nhom tubi cé thé
duoec giai thich thong qua két qua do ROS cua dich
nang. Gia tri ROS cla dich nang ma chung téi ghi
nhan & nhom 1 véi trung vi la 90,28 mV va nhom 2 la
88,09 mV, twong &ng vdi mirc 90 mV duwoc tim thay
cho viéc tién lwgng cd thai sau diéu tri dwoc tim thay
trong nghién clru cta Sallam va cong sy nam 2021
[11]. Nhitng két qua nay cho thay, nhitng ngudi phu
nir l&n tudi s6 lwong nodn cd gidm nhuwng néu khong
ghi nhan su gia tdng cda RO, chat lwgng cla nodn cé
thé khéng bi anh huéng.

Khac biét vé chat lvgng noan chi duwogc ghi nhan
khi ty 1& hinh thanh phdi nang t6t & nhém 1 ¢é trung
vi la 40,00 cao hon nhém 2 la 33,33 va khac biét nay
cé y nghia théng ké vdi P = 0,017. Viéc tich Iy céc
g6c oxy hda la nguyén nhan gay ra tinh trang 130 héa.
DO tubi ngudi phu nit cang tang tinh trang |30 hoa
& budng trirng cang nhanh. Méi trwdng dich nang &
nhém ngudi phu nit 1&n tudi cé kha nang tich trir qua
mtrc cac chat oxy hda va dan dén cac tac dong tiéu
cuc 1én qua trinh diéu tri thu tinh trong éng nghiém.
Su gia tang cac gdc oxy hda cd thé do yéu td bam sinh
hodc do céc tac dong ciia moi truong 1én ngudi phu
nir d€n DNA thong qua sy hién dién histone y-H2AX.
Ngoai ra, hai nghién clru trudc day cla Zhang va
Tamura cdng b8 vao ndm 2020 d3 ghi nhan thoi vé sac
bi anh hudng, gy ra sy cham tré cla viéc téng xuat
thé cuc, sw gan két 16i cia cac nhiém sac thé va dan
dén 16i lech boi thé & phoi [15,16].

Mét s8 nghién ctru trwdc day cho thay tinh chat
moi trwdng bén trong dich nang cé lién quan dén
kha nang thu tinh va hinh thanh phéi. Dich nang la
san pham ché tiét cla t& bao hat va té€ bao vo két

hop vdi dich tiét huyét twong. Sy thay d6i cla chirc
ndng budng trirng cé thé dnh hudng dén tinh chat
oxy hda cua dich nang. Nhitng thay d&i cla steroid
huwéng sinh duc dnh huwdng dén qud trinh hinh thanh
nang nodn & bubng trirng. Qua trinh hinh thanh
va phét trién cla nang noan bao gdm sy ting sinh
té bao, qua trinh apoptosis va sy hinh thanh mach
trong nang noan [4,17,18]. Trong céc yéu té cla dich
nang, sy hién dién cla cac hoat chat cé tinh chat oxy
hda va chat chéng oxy héa cé tic déng manh mé
nhat dén két qua nudi cdy phdi. Céc hoat chat duoc
ghi nhan la malondialdehyde (MDA), superoxide
dismutase (SOD) va TAC c6 tac dong tich cuc I1én qua
trinh sinh nodn va dem lai két qua tao phdi tét [11].
Két qua nghién ctru cla ching téi cho thdy, mirc oxy
héa dich nang tang da anh hudng dén kha nang dat
ngudng thu tinh ky vong trong nhém 1. Cy thé & phan
nhém phu cd ty & thu tinh < 70% cho thay murc oxy
héa dich nang do dwgc & mirc trung vi la 96,14 mV,
cao hon cé y nghia théng ké so v&i nhém dat duogc
ngudng thu tinh ky vong la 83,00 mV véi P < 0,001. Sy
khac biét nay da kéo theo su giam vé sd lugng phéi
nang hinh thanh va s phéi nang t6t trong qua trinh
diéu tri thu tinh trong 6ng nghiém. Nghién ctru nay
cling cho thay rang do tudi cia nguoi phu nit khong
phai 1a yéu t8 gay ra sy khac biét vé mirc d6 can bang
oxy héa khir duwgc do bai hé théng MiOXSYS. Trong
nhém 2, sy khac biét vé murc oxy hdéa khir d3 khong
duwgc ghi nhan gitta phan nhém phu véi nguwdng thu
tinh 270%. Nhu vy, suw khdc biét vé mirc dé oxy hda
khir cé thé anh hudng dén qud trinh thu tinh & nhém
dé tudi clia ngudi phu nir dudi 35 tudi nhung khong
dwoc ghi nhan & nhém phu nit 1&n tubi.

Tinh trang oxy hda khtr clia dich nang tac dong
dén khad nadng hinh thanh phdi. Nghién clru trudc
day cda Nishihara va cdng su (2018) cho thdy mét
s6 thanh phan cta dich nang cé tinh oxy héa khir
téng s6 glutathione (GSH), hay 8- hydroxy-2'-de-
oxyguanosine (8-OHdG) cé lién quan dén kha ndng
dat dugc ty 1é thu tinh ky vong. Tuy nhién, khao sat
& cac giai doan tiép theo nhu kha ndng hinh thanh
phoi phan cat, chat lwong tét va ty [& phdi nang hinh
thanh dat ky dd khéng ghi nhan sy khac biét cta cac
yéu té cé tinh oxy hda khir trong dich nang [19]. Diéu
nay tuwong déng véi két qua nghién clru cla ching
tdi, & ca hai nhédm tudi cta ngudi phu nit, khéng
thdy su khdac biét cé y nghia théng ké vé gia tri oxy
héa khir do duoc trong dich nang & cac nhém dat
va khéng dat ngudng ky vong tao phoi nang >60%.
Nhu vay, tdc dong clia sy mat can bang oxy hda khir
c6 thé chi tdc ddng dén giai doan thuy tinh vi giai
doan nay nang luc phat trién cta no3n chju su chi
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phdi cta rat nhiéu yéu td bén trong nang nodn. Dén
giai doan hinh thanh phéi nang, cac phéi nay da cé
nang lyc hoat déng cha bd may di truyén phéi va cé
kha ndng hoat ddng doc |1ap. Nhitng phdi cé thé dat
dugc trang thai phdi nang cé thé duwoc coi |a nhitng
phoi da duogc trai qua qua trinh chon loc.

Trwdc day dé khao sat kha ndng sinh ROS & dich
nang, cac nghién ctru tap trung thyc hién khdo sat
cac yéu t6 riéng biét lién quan dén stress oxy hoa
& dich nang nhu cac cytokine tién viém hoac total
oxidant status (TOS) and total antioxidant status
(TAS). Cac yéu t6 nay duogc khdo sat mot céch riéng
biét va ghi nhan nhitng tac dong khac nhau Ién qua
trinh sinh nodn [20]. Tuy nhién, d& dénh gia cac yéu
td riéng 1é nay, dich nang can dugc bdo quan lanh
trudec va sau do sé dugc rd va tién hanh phan tich, do
dd6 né doi héi thoi gian thwc hién dai va chi phi cao.
Gan day, viéc thyc hién do su hién dién va murc can
bang cla tinh trang oxy hda c6 thé duoc thuc hién
b&i hé théng MiOXSYS. Hé thdng nay cho phép thuc
hién viéc do dat chi trong 2 phut véi mot lwong mau
rat nho chi 30 pL mau va két qua cho thay murc can
bang thé oxy hda khir ORP duoc biéu thj bang mV.
Cac nghién cru da (rng dung va két qua cho thay cé
sy lién quan dén két qua diéu tri vo sinh hiém muén
khi ti€n hanh khao sat ngudn tinh dich cling nhw
diéu chinh méi trwdng nudi cdy [21]. Nghién clru nay
cla chung téi mdt phan nao d6 cung cdp cai nhin

téng quat vé kha ndng sir dung hé théng MiOXSYS
ddi vai dich nang dé khao sat tinh chat oxy hoa cla
dich nang lién quan dén tudi clia ngudi phu nit cling
nhu céc két qua cha qua trinh nudi cdy phéi.

Nghién ctru hoi clru cla ching tdi van c6 nhiéu
han ché& nhu thoi gian theo ddi trong thai gian kha
dai 3 nam véi cac phac do kich thich bubng trirng
khdc nhau dua trén cac dic diém ban dau cla du
trit budng trirng va cac yéu té ndi tiét. Cac chu ky
duoc thu thap cé céc truong hop dwgc xac dinh co
héi chirng da nang budng trirng, cac chu ky nay duwoc
xem la cé cdc khdac biét r& rang vé noi tiét, chuyén
hoéa va thanh phan dich nang nén gay yéu té nhiéu
khé I&n. Dich nang thu nhan 1a dich nang dau tién
khéng chira mau khéng phan anh day dd mdrc d6 thé
oxy hoa khir cGa doan hé nang noan duwoc thu héi
vao ngay choc hut.

5. KET LUAN

Ngudi phu nit 1&n tudi cho thay sy suy gidm cla
chirc ndng bubng tritng nhung chuwa ghi nhan sy
khéc biét cé y nghia théng ké vé thé oxy hda khir
trong dich nang. Kha nang thuy tinh va hinh thanh
phdi nang 13 twong duong v&i hai nhédm tudi cla
nguwdi phu nit. Thé oxy héa khir cha dich nang khéng
ghi nhan khéc biét cé y nghia théng ké gitra cac chu
ky dat va khong dat ngudng ky vong hinh thanh phoi
nang = 60% & hai nhdm tudi ca ngudi phu ni.
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