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TOM tat

Gidi thiéu: S6 lieu tu y van cho thdy tring co khoang quanh noan hep
va mang trong suot khong dong nhat (NPVS&HZP) la bét thuong hiém
gdp va co két qua thu tinh trong 6ng nghiém thdp. Thong ké tai don vi
Ho trg sinh san, bénh vien My Budc (IVFMD) tu thang 5/2014 dén thang
8/2015 cho thay co 51 chu Ky vdi toan bo tring choc hut duoc co béat
thuong NPVS&HZP, chiém ty lé 1% (51/5091). Két qua phoi hoc cang
cho thay ty le thu tinh va ty lé phoi co chét luong tot thap.

Muc tiéu: Phan tich két qua tiem tinh trung vao bao tuong trung
(ICSI) trén doi tuong bénh nhan co trung NPVS&HZP va so sanh voi
cdc truong hop binh thudng. Ngoai ra, két qua nghién cuu cang cung
cap them dd lieu lam sang cho nhing truong hop tring co bat thuong
hiém nay.

Phuang phap nghién ciiu: Nghién cuu doan hé hoi cuu trén cdc chu
ky TTON tai IVFMD tu 5/2014 dén 8/2015. Bénh nhan duoc chi dinh
ICSI, co do tudi <45 va dugc chia lam hai nhom: nhom | gom cdc
truong hop co toan bo tring NPVS&HZP dudc xdc dinh boi hai chuyén
vién phoi hoc co kinh nghiém, nhom Il gbm cdc ca choc hut cung ngay
khong chua cdc bdt thuong nay. Yéu t6 danh gia két qua chinh la ty
lé thai dién tién. Yéu t6 danh gia két qua phu gom ty lé 2PN, ty lé thu
tinh, ty lé thodi hoa, ty lé phoi tét, ty lé thai lam sang, ty lé lam t6 va
ty lé sdy thai.

Két qua: Co 440 chu ky ICSI dugc nhan vao nghién cuu, trong do 46
chu ky co toan bo triing NPVS&HZP, 394 chu ky choc hut cung ngay va
khong co bat thuong nay. Két qua ICSI cua nhom NPVS&HZP gom ty lé
2PN, ty l¢ thu tinh thdp hon dang ké so voi nhom déi chung (563,2% so
VOi 69,6%, 62,9% so voi 77,2%, p<0,05). Tuong tu, ty lé thai lam sang,
ty lé lam to va ty lé thai dién tién cua nhom NPVS&HZP cung thap hon
dang ké so vdi nhom doi chung (lan luot 20,5%, 9,5% va 15,4% so VOi
38,2%,; 20,3% va 33,2%, p<0,05).

Két luan: B4t thuong hinh thai voi tat ca tring NPVS&HZP co ty lé
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2PN, ty lé thu tinh, ty lé thai lam sang, ty lé lam to va ty lé thai dién tién thap hon co y nghia théng ké
S0 vdi bénh nhan khong co triing bét thuong dang nay.

Tirkhoa: Khoang quanh noan hep (NPVS), mang trong sudét khong dong nhat (HZP), thai dién tién,
thai lam sang, ty lé thu tinh, két qua ICSI.

Abstract

ICSI OUTCOMES OF CYCLES HAVING ALL NARROW PERIVITELLINE
SPACE AND HETEROGENEOUS ZONA PELLUCIDA OOCYTES

Introduction: Current data reported a low pregnancy rate in cycles with all oocytes having narrow
perivitelline space and heterogeneous zona pellucida (NPVS&HZP). This abnormal appearance type
of oocytes has occurred in 1% cycles at our center (51/5091) with low fertilization rate and low quality
of embryo.

Objective: We conducted this study to compare the ICSI outcomes of cycles with and without
NPVS&HZP.

Methods: A retrospective cohort study was performed at the IVFMD, My Duc hospital from May
2014 to August 2015. Women included in the study were under 45 years old and had ICSI treatment.
Patients were divided into two groups: group | had all retrieved oocytes classified as NPVS&HZP by
two experience embryologists, group Il had oocyte pick-up on the same day and had no NPVS&HZP.
The primary outcome was on-going pregnancy rate. The secondary outcomes included rates of 2PN,
fertilization, degeneration, top-quality embryo, clinical pregnancy, implantation and miscarriage.

Results: A total of 440 cycles were recruited in the study, in which 46 cycles had all NPVS&HZP
oocytes (group 1), 394 cycles had normal oocytes (group Il). The NPVS&HZP group has lower
fertilization rate, 2PN rate compared to the normal group (53.2% vs 69.6%, 62.9% vs 77.2%,
p<0.05, respectively). The clinical pregnancy rate, the implantaion rate and on-going pregnancy rate
of NPVS&HZP were also lower than normal group (20.5%, 9.5% and 15.4% vs 8.2%, 20.3% and
33.2%, p<0.05, respectively).

Conclusion: Patients with all NPVS&HZP oocytes have lower 2PN rate, fertilization rate, clinical
pregnancy rate, implantation rate and on going pregnancy rate compared to normal oocytes group.

Key words: Narrow perivitelline space, heterogenous zona pellucida, on going pregnancy, clinical
pregnancy, ICSI outcomes.

1. b4t van dé
Sy thay déi hinh dang tring trong cdc chu ky thy

chinh cta ZP, khodng khéng gian chia cac chét dich
ngogi bdio ném gita mang bdo tuong tring va ZP

tinh frong 6ng nghiém c6 thé & hé qué cta céc yéu 16
noi tai nhu tudi, yéu 16 di fruyén hodc cac yéu 16 béen
ngodi nhu phdc do kich thich budng tring var sy dép
Ung coa budng tring (1). Cho dén nay, viéc dénh
gid mét s6 dang bét thusng tring var anh hudng cia
chung len két qua TTON da duge nghién ciu nhung
vén con nhigu tranh luan. Mang trong suét (ZP) la
céu tric bao quanh tring dugc hinh thanh trong qua
trinh phdt trién cta tring. Khi ¢6 sy hinh thanh hoan

xudtt hien, goi la khoang quanh noén (PVS). ZP va
PVS fon fai cng véi sy phdt frién cUa tring va phéi
cho dén khi phéi thodt mang dé lam 16 (2) (Hinh 2a-
f). Trung trudng thanh (MIl) binh thusng <6 ZP déu
dain, sdng, frong suét, PVS né réng, cé thé quan sét
dugc thé cyc thu nhét (Hinh 2¢). Tuy nhién trong mot
s6 trusng hop, PVS hep vén xuét hién & tring trusng
thanh géay khé khan trong viec danh gid sy truéng
thanh cta tring va chét lugng phoi.



Y vén da cé mét s6 nghién ciu vé anh hudng
cba PVS réng va ZP nau len két qué ICSI. Tring
cé PVS rong thusng 6 ty lé thy tinh thép hon so
v6i tring c6 PVS binh thusng (3,4). Ty lé thy tinh,
ty lé lam t6 va ty lé thai lam sang cong thép hon
& nhém tring cé ZP nau (5). Chi cé mét nghién
ctu ddnh gié két qua TTON cla cdc trusng hop
tring c6 PVS hep két hop véi ZP khong dong nhéit
(1). Trong nghién ctu nay, mac du xuét hién véi
tan s6 thép (105/17000 chu ky IVF/ICSI, chiém ty
le 0,6%), nhung trusng hop tring NPVS&HZP ¢
két qua digu tri thép hon so véi nhing trusng hop
binh thusng. Ty lé phei t6t thép hon, ty lé ca bi huy
chuyén pheéi cao hon dang ké, ty lé thai lam sang
va ty lé lam t6 thép hon nhung khéng cé y nghia
théng ke. Déi véi cdc trusng hop ICSI, cé 12/35
trusng hop cé thai lém sang sau chuyén phoi va 9
trusng hop c6 tré sinh séng, 3 ca sdy thai sém hodic
gita thai ky. Khéng cé trusng hop nao cé thai lam
saing trong cdc chu ky IVF ¢6 dién.

Théng ke tai IVFMD ti thang 5/2014 dén thang
8/2015 cho théy 6 51 chu ky c6 tring NPVS&HZP
tréen 49 bénh nhan, chiém ty le 1% (51/5091). Két
qua phoi hoc cho théiy ty lé thy tinh var ty le phéi cé
chét lugng t6t thép. Nghién cou nay duge thyc hién
nhém phan tich két qué cia TTON véi ky thuat ICSI
trén d6i tugng bénh nhan 6 tring NPVS&HZP va so

sénh véi cée trusng hop binh thusng. Ngodi ra, két
qud nghién clu cong cung céip thém du ligu lam sang
cho nhing trusng hgp tring ¢ bét thusng hiém nay.

2. b6i tugng va phuong
phap nghién ctu

2.1 Thiét ké nghién cuu: Doan hé hsi ciu.

2.2 Dan sé nghién cou: Bénh nhan digu
tri hiém muén tai IVFMD tu 5/2014 dén 8/2015.

e Tiéu chudn nhén: Bénh nhan ducc chi dinh
ICSI, tu6i <45, sG dung tring ty than. Céc bénh
nhan duoc chia lam 2 nhém:

- Nhém | (NPVS&HZP): tring sau khi logi bo cac
t& bao hat vai quan sat trén kinh hién vi soi néi théy
c6 PVS hep, d6i véi tring MIl ¢6 thé cyc [éin vio mang
bdo tuong hodic rét det, khé phat hien; mang ZP
khong dong déu hodc c6 hinh fia (Hinh 1 a-c). Céc
trusng hop tring bét thusng NPVS&HZP dugc xdc
dinh bsi hai chuyén vien phéi hoc c6 kinh nghiem.

- Nhém II: tring thu nhan ti nhing bénh nhéan
choc hot cung ngay véi nhém 1. Khi quan sat dusi
kinh hién vi soi néi, PVS nhin thdy ré rang, tring
MII cé PVS mé réng, quan sat duge thé cyc, ZP
sang, déu dan va nguyén ven (Hinh 2 a-c).

e Tiéu chudn logi:

- Cdc trusng hgp c6 tinh trung di dang nang
(dau bét dinh 100%, globozoospermia).

Hinh 1. Hinh dnh friing 6 gici dogn GV (), MI (b), MII () v hap 1 2PN (d), phéi 41& bao (¢), phéi
8 1& bio (f) thu nhan tu tring NPVS&HZP (Nguan: VFMB)

o AE o
Lo N

Hinh 2. Hinh dnh friing & gici dogn GV (), MI (b), MII (c) v hop 1 2PN (d), phéi 41& bao (¢), phéi
8 t& bio (f) thu nhan t tring binh thubng (Nguon: IVFMB)
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- Tinh trung thu nhéan tu phéu thuat (PESA, TESE).

- Cdc trusng hop trudng thanh tring non trong
éng nghiem (IVM).

- Cdc trusng hop khéng cé tring nao dugce ICSI
trong ngay choc hut.

2.3 Yéu t6 danh gia két qua

- Yéu 16 ddanh gid két qua chinh: ty lé thai dién fién.

- Yéu 16 ddnh gid két qua phy: ty le 2PN, ty le
thy tinh, ty lé thodi héa va ty le phoi tét, ty le thai
lam sang, ty le lam 8, ty lé sy thai.

2.4 Phan tich sé liéu

Céc dac diém cua chu ky dieu tri duge xu ly
béng phan mém R. Két qua dugc biéu dién dusi
dang trung binh + d6 léch chuén hogic ty lé %. Cac
dac diém tuong Ung 6 nhém déi chung dugc théng
ké var so sanh véi nhém bdt thusng bang t-test va
chi-square test. Sy khdc biét cé y nghia théng ke
khi p<0,05.

2.5 Pao duc nghién cuu: Day la mot
nghién cOu hdi cou s6 lieu. Thong tin cia béenh
nhan dugc ghi nhéan va bao mat do dé kheng gay
énh huéng dén bénh nhan.

3. Két qua

440 chu ky ICSI dugc nhan vao nghién cuu,
trong d6 46 chu ky c6 toan bo tring NPVS&HZP,
394 chu ky choc hut cuing ngay va khéng cé bét
thusng nay. Dac diém benh nhan cia hai nhém
dugc mé t& trong bang 1, két qua kich thich
budng tring dugc mé t& trong bang 2. Téng s6
4124 trang Ml dugc ICSI, trong d6 ¢ 453 tring
NPVS&HZP, 3671 tring khong cé dac diém nay.
Két qua ICSI coa nhém | gém ty lé 2PN, ty le thy
tinh thép hon dang ké so véi nhém 11 (53,2% so véi
69,6%, 62,9% so véi 77,2%, p<0,05) (béang 3).
Tuong ty, ty lé thai lam sang, ty lé lam 16 va ty le
thai dién tién cia nhém | cing thép hon ddang ké so
véi nhém Il (lan luot 20,5%; 9,5% va 15,4% so véi
38,2%; 20,3% v 33,2%, p<0,05) (béng 4).

4. Ban luan

NPVS&HZP la bét thusng hiém vé hinh théi
tring va xuét hién & cd tring trudng thanh cong
nhu tring chua truéng thanh. Bét thusng nay xay
ra trén toan bé tring thu nhan coa mét s6 ca
digu tri TTON. O nhém bét thusng, 2/46 benh
nhan da tung c6 thai ty nhién véi mét tré sinh

Bang 1: Bic diém bénh nhan gida hai nhom

Dic diem Nmi‘g)z ; BT:::::;‘ 9 Gid ri P

Tuéi (nim) 32037 B14p 0074
AMH (ng/ml) 4828 5639 0,088
BMI (kg/m?) 20720 20924 0,675
Thai gian vé sinh (néim) 69+42 50+34 0,015
56 chu ky diéu tri IVF 1509 1408 0,667
Chi dinh TTON (%)

© Vo sinh nam 239 329

e GDTBT 87 138

« Toivii 196 199

© Réi logn phéng noin 43 17

o [NMTC 22 28

o RN 370 125

® Khdc 43 64

(Két qua biéu dién theo trung binh + do lech chudn hoiic ty Ié %, théng ke tfest dung
de so sanh gid tri trung binh gita 2 nhom)

Bang 2: Két qua kich thich budng tring gida hai nhom

Bac diém "'(’:3‘2)2" “';‘:';‘;’;’;‘9 Gid P
Thoi gian KTBT (ngay) 8612 92+16 0,013
Tongliu FSH (1) 2152+ 6684 | 268178972 | 0052
Nong do Estradiol ngay trigger (pg/ml) | 6115,3 46206 | 6421,1+6189,0 | 0754
Nong do Progesterone ngay frigger

o) 14+14 15¢33 | 079
Sé fring choc hit (n) 130£97 11964 0419
S noan Mil n) 99292 93:54 | 0704

(Két qua biéu dién theo trung binh + do léch chudn, théng ké +4est ding dé so sanh
gi tri trung binh gita 2 nhom)

Bang 3: Két qua ICSI gioa hai nhom

i NPVSSHP | Binhthuing | ..

Hi (n=4531ring) | (n=3671 1rugg) CIILL

Ty e 2PN (%,n) 532(241) | 696(2555) | 0,000

Ty e thy ioh (%,n) 629(285) | 772(2833) | 0,000

Ty e thodi hia (%, n) 71(32) 75(274) | 0833
Ty lé phai ot (%, n)

N2 B9(11/46) | 282(87/308) | 0,663

N3 203(25/123) | 260(370/1422) | 0,203

NS 200(4/20) | 240(60/250) | 0895

(Ket qua bigu dién theo ty lé %, théing ké chisquare dung dé so sanh ty Ié %, gida 2 nhom)

Bang 4: Két qua lam sang gita hai nhom

Dijc diém NT:E;‘;I)ZP BI?::;;;;‘ 9| Gignip
So phoi chuyén 2409 2508 0,903
D day NMITC (mm) 119£15 12016 | 0769
Tyl thai lam sang (%,n) 205(8/39) | 382(108/283) | 0,033
Ty le om 16 (%, n) 95(9/95 | 203(141/694) | 0020
Tyl thai dién fin (%, n) 154(6/39) | 332(94/283) | 00%
Tyle iy thai (%, n) 125(1/8) | 56(6/108) | 0402

(Két qua biéu dién theo trung binh + do léch chudn hoic ty Ié %, théng ke tfest dung
de so sdnh gid tri trung binh; thong ke chisquare test so sanh 1y lé %, gita 2 nhom).

séng, nguyén nhan déan dén bét thusng tring trén
nhang bénh nhan nay véan chua dugc hiéu ré. Cho




dén nay, trong y van chua cé nghién ciu ndo mé
td nguyén nhan dén dén bét thusng nay cong nhu
anh huéng cua né dén két qua thy tinh cua tring
sau ICSI, sy phdt trién coa phéi va kha nang lam
t6 coa phéi.

Ve du lieu phéi hoc va lam sang, chi cé mot
nghién cGu cta nhém tac gia Li va cs, 2014 (1)
bdo cdo két qua diéu tri trén céc bénh nhan
c6 bét thusng NPVS&HZP. Trong nghién ciu
nay, khi thyc hién IVF cé dién trén tring c6
NPVS&HZP, 72,5% (29/40) trusng hop thét bai
thy tinh hoan toan, nhing ca con lgi cé ty le 2PN
va ty lé thy tinh lan lugt la 58,8% va 70,6%. Két
qué nay cho théy, mac du két qué thy tinh thép
hon so véi nhém tring binh thusng (58,8% so véi
71,3%; 70,6% so véi 83,4%, p<0,05) nhung &
nhong tring bét thusng vén xdy ra sy tuong tdc
gita tring va tinh trung dé dén dén qua trinh thy
tinh. Vi vay, bét thusng nay khéng lam mét di
hoan toan khé nang thy tinh ty nhién coa tring.
Tuy nhién, chét lugng phoéi kém & nhém benh
nhan nay la nguyén nhan déan dén ty le khong
c6 phéi chuyén cao va khéng cé ca nao c6 thai
sau chuyén phéi tU IVF ¢ dién. Déi véi céc chu
ky thuc hién ICSI trong nghién ctu nay thi nhong
trusng hgp cé tring bét thusng ¢ ty lé 2PN va
ty lé thy tinh tuong duong v&i nhém tring binh
thusng, ty lé phei chét luong tét thép hon c6 y
nghia théng ke, ty lé thai lam sang va ty lé lam t6
thdp hon nhung khéng cé y nghia théng ke. Tac
gié két luan ICSI la phuong phép duy nhét givp
nhong phy no véi tring bét thusng NPVS&HZP
c6 thai khi digu tri TTON.

Theng thusng, viec danh gid sy trusng thanh
cUa tring dya trén sy hién dién coa thé cyc tho
nhét. Trong nghién ctu coa ching 16i, & tring cé
PVS hep, PB rdt det hodic én sau vaio mang bao
tuong tring gay khé khan cho viéc nhan dién tring
trudng thanh (Hinh 1c). M&c du s6 tring Ml dugc
ICSI & hai nhém la tuong duong, ty lé 2PN tai
thai diém 16-18 gis sau khi ICSI cia nhém tring
NPVS&HZP thép hon déng ké so véi nhém binh
thusng. Tuong ty, ty lé thy tinh (bao gém nhong
hop t6 2PN va hgp t& khong cé sy hién dién coa
2PN & thsi diém nay nhung vén phan chia thanh
phoi) ca nhém tring NPVS&HZP cung thép hon
ddng ké so v8i nhém tring khong bi bét thusng.

Khé khan trong danh gia chinh xdc sy trudng
thanh nhéan cong nhu t& bao chét cua tring & thsi
diém ICSI c6 thé la nguyén nhan dan dén két qua
thy tinh kém hon & nhém bét thusng.

Hinh énh phoéi thu nhan dugc U tring
NPVS&HZP thusng c6 cdéc phéi bao nén chat,
vung khéng gian giva cdc phéi bao khong do lén
dé quan sét rd tung phoi bao (Hinh 1 e-f). Cho
dén nay, trong y véin chua c6 mét tieu chuén danh
gid chét lugng cy thé cho pheéi ti nhung tring bét
thusng nay va viéc dp dung cung tiéu chuén déanh
gid phéi coa dong thuan Alpha (6) cho tét cé phoi
& hai nhém c6 thé la nguyén nhan déan dén ty le
phoi t6t khong khdac biét.

Bén canh d6, khi chuyén phéi U tring
NPVS&HZP, ty lé thai lam sang, ty lé lam 16 va ty lé
thai dién tién thdp hon dang ké. Ty lé say thai cao
hon nhung véi s6 lugng ca it, van chua fim thdy sy
khdc biet cé y nghia théng ke. Mac du véi két qué
thai théip hon nhém binh thusng, mét s6 bénh nhan
vén ¢6 thai lam sang cho théy nhang phéi tu tring
bét thusng van cé kha nang lam 16 binh thusng.
B&t thusng NPVS&HZP c6 thé dan dén sy phét trién
va kha nang lam t6 coa phéi kém hon so vdi tring
binh thusng nhung cho dén nay digu nay vén chua
dugc khéng dinh var co ché énh huéng vén chua
duoc hiéu ré.

Ve céc yéu t6 lam sang, khong tim théy sy khac
biét vé téng lieu FSH dugc st dung cho kich thich
budng tring cong nhu néng dé estradiol, nong do
progesterol ngay trigger gita hai nhém. Tuy nhién,
s6 lieu nghién cou cho théy thai gian kich thich
budng tring & nhém tring NPVS&HZP ngén hon
so v6i nhém binh thusng (8,6 + 1,2 so véi 9,2 +
1,6, p=0,013) nhung s6 tring choc huit dugc va s6
tring trudng thanh quan sét dugc lai tuong duong.
Do thiéu du liéu y van vé anh huéng coa thsi gian
kich thich busng tring len dang bét thusng nay va
thiét ké nghién ctu la hoi ciu, trong nghién cou
ndy ching t6i chi ghi nhan dugc c6 sy khéc bigt ve
thai gian kich thich budng tring nhung chua khéng
dinh dugc sy anh huéng va co ché dan dén bt
thusng 6 nhém NPVS&HZP.

5. K&t luan
Anh huéng cta bét thusng hinh thai trang len
két qua ICSI va két qua thai hién nay vén con nhigu
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tranh cai. Tring bét thusng NPVS&HZP 6 ty le
2PN, ty lé thy tinh, ty lé thai lam sang, ty lé lam t6
va ty lé thai dién tién thép hon 6 y nghia théng
ké so véi tring khong cé nhung bét thusng nay.
Nguyén nhan cong nhu co ché dan dén bét thusng
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