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nhiéu thanh phan hoat tinh c6 tac dung chéng
viém.Vi vy, khi diéu tri thdy chdm ché phdm
chira noc ong Apitoxin, cac thanh phan nay da
lam giam tinh trang viém trén bénh nhan thoai
hoa cot sdng. Do do, da cai thién chiic nang van
dong cua ngudi bénh.

V. KET LUAN

Két qua thay chdm ché phdm chira noc ong
Apitoxin trén bénh nhan dau that lung do thoai
hda cot s6ng cho thdy: Thuy chdm ché pham
chira noc ong Apitoxin lam giam gia tri diém dau
trung binh theo thang VAS, tang do gian cot
s6ng that lung va tam van déng cot sng that
lung tir ngay th&r 7 dén ngay thdr 15 sau thuy
cham ché pham chlra noc ong Apitoxin trong khi
& nhédm chling su' thay d6i nay chi thdy sau 15
ngay diéu tri.
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CAC DANG HINH THAI NOAN BAT THUO'NG VA ANH HUONG
CUA MOT SO YEU TO PEN HINH THAI NOAN
TRONG THU TINH ONG NGHIEM

TOM TAT.

Muc tiéu: Nghién c(tu nham xac dinh ti Ié va mot
sO6 yéu t6 anh hudng dén tirng hinh thai noan trong
chu ky st dung phac d6 Antagonist. POi tugng va
phucng phap: Nghién clu ti€n clu thuc hién trén
812 chu ky thu tinh trong 6ng nghiém (TTTON) tu
11/2016 dén 12/2019 tai Bénh vién chuyén khoa Nam
hoc va Hiém mudn Ha Noi. Hinh thai noan trudng
thanh dugc danh gia bai hai chuyen V|en phoi hoc tai
thai dlem trudc khi tiém tinh tring vao bao tucong
noan. Téng 14 cac bat thudng hinh thai nodn, bao
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gom ca bat thudng ndi bao va ngoai bao dugc danh
g|a SU dung phep phan tich ho6i quy logistic dé danh
gia anh hudng cua tu0| me, sO lugng noan ti 1€ noan
trudng thanh va tong lidu FSH dén cac bat thuding
hinh thai nodn. K&t qua: Hinh thai bat thudng chiém
ty 1€ 16n nhat la hat phan tan trong bao tuong
(38,6%), khoang quanh nodn (PVS) hat (30 2%), thé
cuc (PB) phan manh (29%) va PVS rong (27,5%).
Tubi me co tac dong dén djc diém vé PVS. Ty I& noan
truéng thanh téc dong dén noan cé Ui noi chét co
cum (SER) va khéng bao (VAC). S6 lugng nodn choc
hut tang anh hudng dén hau hét cac hinh thai noan
vGi hé s6 hodi quy dudng va cac gia tri p<0,05, ngoai
trr hinh thai PVS hep. Tong liéu FSH ciing tac dong
dén dic diém mang trong suét (ZP) hinh dang bat
terdng, PVS hat, PB phan manh va bao tugng hat
trung tam (CLCG) Két ludn: Nghién cltu cho théy ti
I& cia mét sd hinh thai c6 thé bi anh hufdng bdl tu0|
me, ty I& nodn trudng thanh, s6 lugng nogn, va tong
lidl FSH. Tur khda: hinh théi noan, tubi me, ty &
nodn trudng thanh, s§ lugng nodn, téng liéu FSH hoi
quy da bién.
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SUMMARY
FACTORS AFFECTING THE RATES OF
OOCYTE MORPHOLOGY IN IN VITRO

FERTILIZATION

Objective: The aim of this study was to
determine the distribution of oocyte morphological
abnormalities and several factors affecting these rates
in Antagonist IVF cycles. Subjects and Methods: A
prospective study was conducted on 812 IVF cycles
from 2016 to 2019 at Andrology and Fertility Hospital
of Hanoi. Mature oocyte morphology was evaluated
following the Alpha concensus. A total of 14 oocyte
morphological features, including intracellular and
extracellular abnormalities, were evaluated. Logistic
regression analysis was performed to evaluate the
effectiveness of maternal age, number of oocytes,
percentage of mature oocytes, and total dose of FSH
on oocyte morphological abnormalities. Results: The
most prevalent dysmorphisms of the oocyte were
heterogeneous granulation (38,6%), perivitelline
space (PVS) granulation (30,2%), fragmented polar
body (PB) (29%), and large PVS (27,5%). The
predictive models using binary logistic regression
showed that maternal age had an impact on the PVS
features. The oocyte maturation rate affected the
smooth endoplasmic reticulum (SER) and vacuole
(VAC) rates. The number of retrieved oocytes
correlated positively with the presence of most oocyte
morphology  abnormalities (all  positive  beta
coefficients, p<0,05), except the narrow PVS. Total
dose of FSH influenced the presence of irregular
shaped zone pellucida (ZP), PVS granularity,
fragmented PB and centrally located cytoplasmic
granulation (CLCG). Conclusion: The rates of some
oocyte dysmorphologies may be influenced by
maternal age, oocyte maturity, retrieved oocyte
number, and total FSH dose. Keywords: Oocyte
morphology, maternal age, oocyte maturity, retrieved
oocyte number, total FSH dose

I. DAT VAN PE

MOt yéu t6 quan trong cho su thanh cong
clla mot chu ky thu tinh trong 6ng nghiém la
danh gia tiém ndng cta nodn phat trién thanh
phdi va kha néng lam t8. Viéc lua chon nodn cé
chdt lugng tot dua trén viéc danh gia hinh thai
6 thé 1am téng ti 18 thu tinh va su phat trién cla
phdi [1].

Hinh thai noan t6i vu dudc dinh nghia la mot
té bao cd cdu trdc hinh cau, bao boc bdi mot I6p
mang trong subt dong nhat, bao tuong dong
nhat, khdng cd thé vii va thé cuc cd kich thudc
phu hgp (ESHRE, 2011) [2]. Phan I6n (60-70%)
noan thu dugc tir cac chu ky kich tring co it
nhat mot bat thudng vé hinh thai [1]. Cac bat
thudng hinh thai nodn dugc chia thanh bat
thudng vé ndi bao nhu VAC, thé vui (RF), SER,
bao tudng hat... hodc bat thuGng ngoai bao nhu
hinh dang noan, ZP bat thudng, PVS, hay PB

phan manh [3]. Nguon goc nhitng bat thudng
clia hinh thai nodn c6 thé do nhiéu yéu t6. Cac
yéu t& bén trong nhu tubi me, bt thudng di
truyén, hay cac yéu té anh hudng tir bén ngoai
nhu qua trinh kich tring, diéu kién nubi cay,
dinh duGng [4].

Cac nghién cru trén thé gidi va Viét Nam vé
hinh thai nodn dén nay con nhiéu han ché va
mau thuan trong két qua. Han ché cla cac
nghién cfu hinh thai nodn nhu sir dung nhiéu
phac d6 kich trirng khac nhau, s6 lugng noan
nghién cttu khong du I6n hay chi nghién clru mét
hinh thai noan trong khi mot noan c6 rat nhiéu
hinh thai két hgp. Vi vay, ching t6i ti€n hanh
nghién clu cac chu ky IVF (in vitro fertilization)
str dung phac d6 Antagonist, nham muc tiéu xac
dinh ty 1é tirng hinh thai nodn va mot s6 yéu to
anh hudéng dén cac hinh thai noan do.

I1. DOI TUONG VA PHU'ONG PHAP NGHIEN CU'U
2.1. POi tugng nghién ciru. 812 chu ky
thuc hién thu tinh trong 6ng nghiém tur thang 11
nam 2016 dén thang 12 nam 2019 tai Bénh vién
chuyén khoa Nam hoc va Hiém mudn Ha Noi.

Tiéu chuédn lua chon: S dung phac do
Antagonist dé kich thich budng tring.

Tiéu chudn loai trar: Nodn tir chu ky cd
nodn ra déng va cac noan non sau khi loai bo 16p
t€ bao hat khong dugdc xem xét danh gia.

2.2. Phucong phap nghién ciru

2.2.1. Thiét ké nghién cuu: nghién clu
mo ta ti€n cu hinh thai noan.

2.2.2. Cac budc tién hanh nghién cuu

Qud trinh kich thich va trudng thanh noén.
Bénh nhan dugc kich thich budng triing tir ngay
hai clia chu ky kinh, st dung phac d6 Antagonist
vGi FSH (follicle stimulating hormon) ngoai sinh
(Follitrope, Gonal F, Menopur, Menogon).
Antagonist (Centrotide) dugc bé sung tir khi ¢ 1
nang trén 14 mm. Ti€p tuc dung FSH dén khi c6 3
nang trén 17 mm. Noan dugc tiém trudng thanh
st dung IVF-C (LG), Pregnyl (Organon), Ovitrelle
(Merck) hoac dung Agonist gay trudng thanh
noan, Diphereline (Ipsen Pharma Biotech). Qua
trinh choc hit 1ay nodn dugc thuc hién tir 34 gig
dén 36 gid sau tiém trudng thanh noan.

Panh gia hinh thai nodn. Noan dudc choc
hat véi moi trudng G-Mops (Vitrolife) va U 2 giG
véi moi trudng G-IVF (Vitrolife), dudc tach bo
I6p cumulus véi HYASE (Vitrolife). Hinh thai noan
dudc danh gia bdi hai chuyén vién phéi hoc tai
thdi diém trudc khi tiém tinh tring vao bao
tugng noan (4 gid dén 6 gid sau choc hut). Viéc
danh gid dugc thuc hién trén kinh hién vi dao
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ngugc Nikon TiE (Nhat Ban), véi hé théng phan
pha contrast Hoffman do phdéng dai 200X. Hinh
thai nodn bat thudng dugc danh gid gom: hinh
dang noan bat thuGng, ZP (ZP sam va hinh dang
bat thudng), PVS (PVS hep, PVS rong, PVS hat),
PB (PB phan manh, PB I6n, PB hinh dang bat
thudng), bao tuong hat (CLCG va HG), VAC,
SER, va RF.

2.2.3. Bién s6 nghién cuu

- TuGi bénh nhan (tinh dén ngay choc hut)

- T6ng liéu FSH d3 s dung trong mét chu
ky kich thich budng triing (don vi IU).

- S0 lugng nodn choc hit dugc (dan vi noan)

- Ty Ié noan trudng thanh dugc tinh la s6
lugng nodn trudng thanh trén téng s& nodn thu
dugc sau choc hat.

2.2.4. Chi s6' nghién ciru

- Ty Ié cta cac hinh thai noan dugc xac dinh
theo ty 1é phan trdm trén téng s8 nodn trudng
thanh.

- Trong phép hoi quy da bién, chi s6 cla cac
hinh thai noan dugc st dung bién nhi phan 1/0
v@i 1 la xuat hién hinh thai, 0 la khong cé dac
diém.

2.2.5. Phuong phap xur'ly sé'liéu. SO liéu
nghién clru dugc xr ly bdng phan mém SPSS
20.0. S&r dung phép phan tich hdi quy logistic dé
danh giad anh hudng cla tudi me, s6 lugng noan,
ti 18 nodn trudng thanh va tdng liéu FSH dén cac
bét thuGng hinh thai nodn. Két qua dugc biéu
dién bang hé s8 hoi quy. Su’ khac biét cd y nghia
thong ké khi p<0,05.

2.3. Pao dic nghién ciru. Nghién clru
dugc chap thuan tham gia ctia bénh nhan va hoi
dong dao dic cla Bénh vién chuyén khoa Nam
hoc va Hiém mudn Ha NGi trudc khi ti€n hanh
thuc hién TTTON. Nghién clu chi nhdm muc
dich nang cao hiéu qua diéu tri, hoan toan khong
can thiép vao qua trinh kham chira bénh cla
bénh nhan.

Ill. KET QUA NGHIEN cU'U

KéEt qua nghién ctu dua trén 812 chu ky cua
bénh nhan tir 18 - 40 tudi, véi tdng 13187 noan
dugc choc hat. S6 noan trudng thanh la 10404,

chiém 78,9%. (Bang 1). i
Bang 1. Thong ké dac diém cua bénh
nhan

Pac di€ém DIt liéu

Tubi me (ndm) 31.8+ 5.5

SO nam v6 sinh (nam) 4.3 + 3.2
S0 trirng sau choc hut 16.2 + 10.1
SO trirng trudng thanh MII 12.8 + 8.2

Ti |é thu tinh (%) 77.9% (8109/10404)

Ti |é phdi tot ngay 2 (%) | 68.0% (5514/8109)

T6ng liéu FSH 2441 + 739

Trong 10404 noan trudng thanh, 85,3% co
hinh thai nodn bat thudng tir mét dic diém trg
Ién. Ti Ié ting hinh thai nodn bat thudng dugc
trinh bay trong Bang 2. Hinh thdi bat thudng
chiém ty |é I6n nhat la HG (35,88%), ti€p theo
PVS hat (30,2%), PB phan manh (28,97%), PVS
rong (27,5%) va thap nhat la PVS hep (0,56%)
(Bang 2).

DE danh gid anh hudng cia mét s6 yéu t6
gom tudi me, ty 1é nodn trudng thanh, s lugng
nodn va téng liéu FSH dén cac dang hinh thai
noan bat thudng, phan tich hdi quy logistic da
bién da dugc thuc hién. Két qua dugc trinh bay
trong bang 3 va bang 4.

Bang 2. Ti Ié turng hinh thai noan

STT Dic diém hinh thai nodn qu;"‘ o I},’/:‘)*
1 | Hinh dang noan bat thugng | 261 | 2,51
2 ZP sam mau 487 | 4,68
3 ZP hinh dang bat thuGng 1044 |10,03
4 PVS hep 58 | 0,56
5 PVS rong 2863 |27,52
6 PVS hat 3138 130,16
7 PB phan manh 3014 [28,97
8 PB I6n 275 | 2,64
9 PB bat thudng 1184 |11,38
10 CLCG 1463 14,06
11 HG 3733 | 35,88
12 VAC 284 | 2,73
13 SER 1739 (16,71
14 RF 1500 (14,42

Tong s6 10404

B6i dam chi cac hinh thai chiém ty |& I6n han
25%.

Bang 3. Danh gia mé hinh héi quy logistic da bién vé anh hudng cua tuéi me, ty Ié
noan truong thanh, sé luong noan va téng liéu FSH dén tiung hinh thai nodn bat thuong

Pac diém cua hinh thai

Omnibus test

Hosmer va Lemeshow Test

STT nodn X2 |Sobactudo| p X2 S0 bac tu do p
1 Hinh dang bat thudng | 48.22 4 0.00 | 9.42 8 0.31
2 ZP sam mau 20.57 4 0.00 | 10.70 8 0.22
3 ZP hinh dang bat thuGng | 35.79 4 0.00 | 7.19 8 0.52
4 PB phan manh 110.97 4 0.00 | 3.52 8 0.90
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5 PB I6n 24.45 4 0.00 | 6.05 8 0.64
6 PB bat thugng 91.50 4 0.00 | 15.90 8 0.04*
7 PVS hep 10.82 4 0.03 | 13.67 8 0.09
8 PVS rong 47.85 4 0.00 | 8.24 8 0.41
9 PVS hat 63.27 4 0.00 | 11.73 8 0.16
10 CLCG 17.74 4 0.00 | 6.25 8 0.62
11 HG 32.92 4 0.00 | 19.45 8 0.01%*
12 VAC 44.78 4 0.00 | 8.43 8 0.39
13 SER 92.44 4 0.00 | 11.15 8 0.19
14 RF 72.08 4 0.00 | 6.90 8 0.55

Ghi cha: *p cua kiém dinh Hosmer va
Lemeshow test vdi gia tri <0,05.

MO hinh h6i quy da bién thuc hién trén 788
bénh nhan do 24 bénh nhan khong thu thap du
dit liéu cho téng liéu FSH. K&t qua cla kiém dinh
da cho thdy trir PB bat thudng va HG, con lai,

cac mé hinh hoi quy logistic déu phu hgp véi dir
liéu thuc nghiém.

Két qua phan tich hoi quy logistic da bién da
thu dudc cac hé s6 hdi quy tuang (ng vdi tudi
me, ty & nodn trudng thanh, s6 lugng noan va
tong liéu FSH trong bang 4.

Bang 4. Cac hé s6 hoi quy logistic da bién vé su’ phu thudc cua cac dac diém hinh thai
noan vao tuér me, ty Ié noan trudng thanh, sé luong noan, va téng liéu FSH

o e x Hé so hoi quy
Pac diem cua hinh —— ~ - -
STT : s o o Ty lé noan SO0 lugn Tong liéu 5 A~
thai noan Tudi me tr u%nb thanh noan 9 FgH Hang so|
1 Hinh dang bat thudng -0.00 0.39 0.06 0.22 x 1073 -3.20
2 ZP sdm mau 0.01 -0.98 0.04 0.11 x 1073 -1.72
3 |ZP hinh dang bat thugng| -0.01 0.91 0.04 0.23 x 1073 -2.11
4 PB phan manh 0.02 1.01 0.12 -0.54 x 103 | -0.34
5 PB I6n -0.00 -0.22 0.04 0.05 x 1073 -1.97
6 PVS hep -0.08 1.24 0.03 0.26 x 1073 -2.93
7 PVS rong 0.06 0.67 0.07 -0.18 x 1073 | -1.70
8 PVS hat 0.06 -0.92 0.07 -0.32x 103 | -0.46
9 CLCG -0.02 0.31 0.02 0.42 x 1073 -0.76
10 VAC 0.03 1.36 0.07 -0.09 x 103 | -2.64
11 SER 0.01 2.53 0.08 0.17 x 1073 -3.58
12 RF -0.03 -0.72 0.04 -0.10 x 103 | -0.16

Ghi chu: Cac sb dugdc boi dam thé hién hé
s6 hoi quy c6 y nghia thong ké véi p<0,05.

Két qua trong bang 4 da cho thdy tudi me
cang I8n thi cang gia tang noan vdi PVS rong va
PVS hat, nhung lai lam giam noan véi PVS hep.
Ty Ié noan trudng thanh cang cao thi ty I€ xuat
hién VAC va SER cang I6n. SO lugng noan anh
hudng dén tat cd hinh thai trir hinh thai PVS
hep, s6 lugng noan tang sé lam tang cac hinh
thai bat thudng. Tong liéu FSH téng sé lam téng
sO lugng noan ZP hinh dang bat thudng va CLCG
nhung lam gidm s6 lugng nodn PB phan manh
va PVS hat.

IV. BAN LUAN

Nghién clfu cta ching t6i danh gia 812 chu
ky IVF nhdam xac dinh ty |1é tirng hinh thai nodn
bat thuGng va mot s6 yéu té anh hudng. Két qua
cho thdy nhom bat thudng cd ti I€ thap nhat la
nhém PVS hep (0,56%). Hinh thai bat thudng
chiém ty 1é I16n nhat la HG (38,6%). Ty I€ hinh

thai noan rat khac nhau theo tirng nghién clfu va
viéc dua ra mét chuén chung cho tét ca 1a khdng
phu hgp khi cac diéu kién kich thich budng triing
khac nhau, diéu kién sdng cla bénh nhan khac
nhau, chua k& sic téc cling phan nao anh
hudng. Tuy nhién, nghién citu véi cd mau I8n
hon 10 nghin noan, nghién cltu c6 gia tri tham
khao cao.

PB la mot trong nhitng ddu hiéu nhan biét vé
nhan cla noan trudng thanh va da thuc hién
xong lan gidm phan dau tién. Ty Ié nodn c6 PB
I6n va PB bat thuGng hinh dang it gap va gop
chung trong nhém PB bat thudng ndi chung.
Trong nghién clfu cla chung toi, PB I16n cb ty 1€
2,64% va PB hinh dang bat thuGng la 11,38%.
Ty 1€ nodan c6 PB phan manh trung binh la
36,7% [5]. Trong nghién ctu clia chung toi, ty 1€
nay la 28,97%, khong khac nhiéu véi cac nghién
clru khac.

Khoang quanh nodn (PVS) ch(fa thé cuc, 1a
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khoang két ndi gilta nodn va ZP. Trong su' phat
trién cla nodn, cac té bao hat van thuc hién cac
kénh xuyén qua ZP ti€p xuic truc ti€p véi mang
noan dé€ cung cip cac vat liéu can thiét cho nodn
phat trién. B&n canh dd, viéc loai bd cac t& bao
hat trong qua trinh tach noan khong tu nhién
cling khién cho cac té bao hat bo lai mot phan té
bao tai PVS. Noan PVS hep khi xac dinh khéng
cd cho trong gitra ZP va noan [6].

Ty |é nodn PVS hat chiém trung binh Ia
21,2% [5]. SO liéu nghién clu cla ching t6i la
30,16%. Ty |é nodn PVS rong trung binh la
17,6% [5]. Trong nghién cru cta ching toi, ty 1é
PVS rbng 27,52% nam trong nhdm cao cua
nghién cltu trén thé gidi. Ty Ié noan PVS hep
trén y van thé gidi kha hi€ém gap va it khi cé ty Ié
do chi c6 bdo cao mang tinh chat bdo cdo loat
ca, c6 mot nghién clfu cla Shiyoba 2022 bao cao
ty 1€ nay la 5,1% (570/11149) [7]. Trong nghién
cftu cta ching t6i, s6 lugng noan khong PVS la
58/10404 chi chiém 0,6%. Do dif liéu y van con
it, ty 1€ noan PVS hep can dugc nghién clru thém.

Trong bao tudng, cac hat xuat hién dugc
cho la cac bao quan tap trung lai vGi nhau. Ty Ié
noan CLCG trung binh cla cac nghién ciu la
12,5% [5]. Nghién clftu clia ching toi cé 14,06%
CLCG tuong duang vdi gia tri trung binh cla thé
gigi. Ty lé noan HG trung binh khodng 19,2%
[5]. Nghién ctru cta ching t6i cé 35,88% HG cao
han trung binh clia nghién clru trén thé gidi.

Rienzi (2008) thuc hién nghién clru vé anh
hudng clia cac yéu to Ién hinh thai noan PB bat
thuGng, PVS rong, VAC, CLCG va HG. Day la mot
trong nhitng nghién ctu vé hoi quy tuyén tinh
véi tac dong Ién diém cla noan. Trong do, tudi
me, tdng liéu FSH va liéu FSH tdng cao thi diém
noan tang lén, nghia la bat thudng I&n hon.

Khac véi Rienzi, Figueira (2009) [4] thuc
hién mot mo6 hinh hoi quy tuyén tinh véi bién s6
la tudi me, tong liéu FSH d& dung, s8 lugng nang
choc hidt dugc, ty 1€ cia s6 lugng noan thu dugc
chia cho s6 nang nodn choc hat, ty 1€ noan
trudng thanh (s6 nodn MII chia téng s6 nodn
choc hut dugc). Cac chi s6 dau ra bao gom cac
ty 1€ cia noan bat thuGng: PVS rOng, PVS hat,
PB phan manh, bao tuong hat, SER va VAC.
Nghién cltu véi 350 chu ky va 3148 noan cho
thdy: Tong liéu FSH tang 1én véi PVS rong; sd
lugng nang choc hut va s6 lugng nodn choc hut
ty |é thuan véi s6 lugng noan co bao tudng hat.

MOt di€ém khac biét gilta cac nghién clru nay
va nghién clfu clia chung t6i la sir dung cac phac
do Agonist thuan nhat. Viéc chi sir dung thudn
nhat mot phac do trong giai doan trudc kha
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hi€ém, trén ca s co rat nhiéu su sai khac giita ty
I hinh thai noan cua hai phac do [8]. Vi vay, két
qua nghién clu cla ching t6i chi xac dinh vdi
mdt loai phdc dd Antagonist véi ddc diém bénh
nhan nhu da miéu ta & trén thuan tién cho viéc
so sanh sau nay. Huéng nghién cliu ti€p theo
ching tdi cdn tim hi€u madi lién quan gilfa hinh
thai noan va két cuc ctia TTTON.

V. KET LUAN

Nodn bat thudng vé hinh thdi 13 dic diém
phG bién vGi 85,3% cd hinh thai nodn bét
thuding tir mét ddc diém trd 1én, trong d6 chiém
ty 1€ 16n nhat la HG (38,6%). Trong s6 4 yéu to
dugc phan tich anh hudng dén hinh thai noan,
sO lugng nodn choc hit lam gia tang cé y nghia
thong ké dén hau hét cac dang hinh thai noan
bat thudng dugc nghién cliu, cac yéu té con lai
nhu tudi me, ty 1é nodn trudng thanh va téng
liéu FSH st dung chi anh hudng dén mot s6
dang hinh thai bat thudng clia noan. Vi vay, can
can nhac s6 lugng noan choc hdt phu hgp trong
quy trinh TTTON.
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