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Tém tit

Muc tiéu: So sanh ty 1& c6 thai va ty 1¢ phdi tot ctia phdi ra dong ngay 3 nudi
qua dém va dugc thyc hién k¥ thuat hé tro phoi thodt mang (assisted hatching -
AH) ¢ hai thoi diém: Tién hanh ngay sau rd dong va ngay trude chuyén phoi. Déi
twong va phwong phdp: Nghién ctru thir nghiém 1Am sang ngau nhién tai Bénh
vién Da khoa Tam Anh, tu thang 10/2020 - 10/2021, trén 154 bénh nhan (BN) c6
chu ky chuyén phéi trir ngay 3, phan b ngau nhién vao hai nhém: Nhém AH
trude (AH ngay sau ra dong) va nhém AH sau (AH sau khi nudi qua dém, ngay
trudc chuyén phodi). Két qud: Ty 1é c6 thai & nhém chuyén phdi trit ngay 3 cia
nhém AH trude va AH sau 1an luot 12 61% va 58,4%, khéc biét khong c6 ¥ nghia
théng k& (p > 0,05). Ty 1¢ phdi tot (d6 I va II) ctia nhém AH trudc va nhém AH
sau 1an luot 12 79,2% va 83,8%, khac biét khong c6 y nghia thong ké (p > 0,05).
Két lugn: Thoi diém hd trg phoi thoat mang ngay 3 ra dong khong anh huong téi
ty 1& 6 thai va ty 18 phoi tot khi nudi qua dém.

* Tir khod: HO tro phdi thoat mang; Chuyén phéi trir; Két qua c6 thai.

A PILOT STUDY: THE IMPACT OF LASER-ASSISTED HATCHING
TIMING ON THE CLINICAL OUTCOME OF DAY 3 THAWED
EMBRYO TRANSFER

Summary

Objectives: To compare the pregnancy rate and the good embryo rate on day 3
thawed embryo, cultured overnight and performed assisted hatching (assisted
hatching - AH) at two-time points: Immediately after thawing and before embryo
transfer. Subjects and methods: Randomized clinical trial study at Tam Anh Hospital,
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from October 2020 to October 2021, on 154 cycles of embryo transfer on day 3,
randomly distributed into two groups: group “AH before” (AH immediately after
thawing) and group “AH after” (AH after overnight culture, just before embryo
transfer). Results: The pregnancy rate in the group “AH before” and “AH after”
was 61% and 58.4%, respectively, the difference was not statistically significant
(p > 0.05). The percentage of good embryos (Grade I and II) of the group AH
before and group AH after were 79.2% and 83.8%, respectively, the difference
was not statistically significant (p > 0.05). Conclusion: The time to perform
assisted hatching of day 3 frozen-thawed embryos might not affect the pregnancy
rate and the good embryo rate when cultured overnight.

* Keywords: Assisted hatching; Frozen embryo transfer; Clinical outcome.

PAT VAN DE

Trong nhitng nim gan ddy, tin suét
chuyén phéi trir (FET) ting manh doi
hoéi phai c6 mot quy trinh trir, ra dong
an toan va hiéu qua. Vi¢c ra dong phoi
ngay 3, nudi cay qua dém & céc chu ky
FET mang lai két qua 1am sang t6t hon
so voi thoi gian nudi cdy ngan [1]. Tuy
nhién, mang trong sudt ctia phodi trix
thuong c6 xu hudng bi cing lai, can
tr¢ phoi thodt mang, gidm khd nang
lam t6 [2]. Do d6 AH ra doi, duoc ung
dung dé 1am mong hodc tao mot 16
thing trén mang trong sudt ctia phoi,
qua d6 tao diéu kién cho phéi thodt
mang. Hi€u qua cua ky thuat AH trén
cdc chu ky chuyén phdi trir dd duoc
chirng minh lam tang ro rét ty I¢ lam
to, ty 18 c6 thai [3].

Thoi diém AH rit da dang va tuy
thudc vao quy trinh va muc dich AH
cta ting trung tim. Hién nay hai chién
lugc AH cho phéi rda dong ngay 3 nudi
qua dém duoc dp dung pho bién tai cédc

54

trung tdm IVF: AH ngay sau rd dong
hoic AH ngay trudc chuyén phoi. AH
ngay sau ra dong la phdi dugc ra dong,
thuc hién AH, nu6i qua dém dé chuyén
phoi. AH ngay trudc chuyén phdi la
phoi ra dong xong dugc nudi qua dém,
roi thyc hién AH trudc chuyén phoi tir
1,5 - 3 gio. Viéc nghién ctru danh gid
anh huéng cua thoi diém AH phoi sau
rd dong t6i két qua 1am sang con han
ché. Hién nay, chua tim thay nghién
clru ndo day du va cé hé thong dén cic
truong hop phodi ngay 3 rd dong nudi
cdy qua dém dé chuyén phéi, chua c6
qui trinh hay khuyén cdo ndo vé thoi
diém AH cho truong hop nay. Vi vy,
nghién ctru cua ching t6i duoc tién
hanh nham: So sdnh 1y 1é phoi tot ciia
phoi ra dong ngay 3 nudi qua dém,
thuc hién AH & hai thoi diém trén va
so sanh ty l¢é co thai gitta hai nhom
chuyén phoi triv ngay 3 ma phéi ra
dong nudi qua dém dwoc AH o hai thoi
diem: AH ngay sau ra dong va AH
ngay truéc chuyén phoi.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU
1. P6i twong nghién ciu
154 BN c¢6 chi dinh chuyén phdi trit
ngay 3, dugc chuin bi ndi mac tur cung
va hd tro hoang thé bang cich st dung
ndi tiét ngoai sinh, phdi hop ciing
estradiol dudng udng va progesterone
duong am dao tai Trung tim HO tro
Sinh san - Bénh vién Pa khoa Tam Anh,
Ha Ni tir thang 10/2020 - 10/2021.

* Tiéu chudan lya chon: BN ¢6 tudi
< 38; d¢ day niém mac tir cung 8 -
12 mm; s6 1an chuyén phdi that bai c6
thai < 3 1an; tién sir say/luu thai <2 1an;
¢6 2 phoi sau rd 6 chat lugng tir tt tré
1én; chuyén 2 phdi; chuyén phoi dé.

* Tiéu chudn logi trir: Xin cho
noan/phoi.

2. Phwong phap nghién ciu

Nghién ctru thu nghiém 1am sang
ngiu nhién, so sinh anh hudng cla
thoi diém AH cia chuyén phdi trir
ngay 3, phan b ngiu nhién vao hai
nhém can thiép:

- Nhém AH sau: Phdi ngay 3 ra dong
duoc nudi qua dém, ngay 4 chuyén phoi,
AH trudc chuyén phdi it nhat 30 phuit.

- Nhém AH trudce: Phoi ngay 3 ra
dong duoc AH ngay, nudi qua dém,
ngay 4 chuyén phoi.

Két qua chinh 12 thai 1am sang. C&
mau dugc tinh theo cong thuc tinh c&
mau cho mot nghién ctru ¢6 so sanh 2
ty I¢ [4]. Ty 1€ c6 thai cua nhom AH sau,

udc tinh 1a 0,71% (theo D. Hui va CS
[1]); ty 1€ c6 thai cia nhém AH trudc,
udc tinh 1a 0,47% (theo V. Holschbach
va CS [5]). Nhu vay, sé6 BN can thiét
trong mdi nhém véi o = 0,05 va
B =0,20 (power = 80%) 1a 77 nguoi.

* Phuwong phdp tién hanh:

- Chuén bi ho so cdc BN c6 chi dinh
rd dong 2 phoi ngay 3 dé chuyén, dp
dung cac tiéu chuan lya chon. BN
khong du diéu kién s& bi loai ra khoi
nghién ctru.

- Ra déng phoi dugce thuc hién theo
quy trinh ra dong phoi tai Bénh vién
ba khoa Tam Anbh.

- Phoi duoc rd s& duoc ddnh gid chat
luong sau rd dong theo tiéu chuan 4 do
tai Lab IVF Tam Anh. Céc truong hop
dugc chon s& phan bd ngiu nhién vao
hai nhém phoi thuc hién k¥ thuat AH
tai hai thoi diém khac nhau.

- Tién hanh k¥ thuat AH trén phdi ra
dong ngay 3, hai chuyén vién phdi thuc
hién trudc chuyén phdi (khoang 30 phut),
hodc thuc hién ngay sau ra dong, su
dung phuong phap laser. Mang trong
sudt dugc ban thing bang laser mot 15
c6 duong kinh khoang 30 pm. Vi tri
ban 12 noi c6 khoang quang phdi - PVS
rong hodc 1a noi cé nhiéu manh v&.
Phoi sau khi thyc hién k¥ thuat AH sé
dugc chuyén giot moi trudng dé nudi
cAy tiép hodc chuyén phoi.

- Phoi ngay 4 dugc dénh gid trude
chuyén theo tiéu chuan 4 do.
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- Chuyén phoi: Chuyén vién phoi
tién hanh nap phéi vao catheter va dua
catheter chtra phoi cho béc si 1am sang,
truong hop khong du 2 phdi chuyén s&
bi loai khoi nghién ctru.

- Theo ddi két qua c6 thai cia BN:
Dinh luong PhCG 14 ngay sau chuyén
phoi. Néu c6 thai thi siéu 4m xdc dinh
tii thai 4 tuan sau chuyén phoi. Xac dinh
s6 tdi thai va su hoat dong cua tim thai.

* Cdc tiéu chudn danh gid phéi
trong nghién cuu:

- Danh gia phoi ngay 3: Danh gia phoi
ngay 3 dya theo céc tiéu chuan danh gid
ctia Laura Rienzi, c6 cai tién [6]. Trong
d6, phoi tot (46 I va II) duoc danh gid
khi phéi c6 8 té bao déu nhau, phoi bao
nén chat, phoi bao dang nén ty 1¢ manh
vO < 10%; hoac phoi c6 tr 6 - 16 phoi
bao, hoac phoi bao da nén, dang nén
mot phan, ty 1€ manh v 10 - 25%.

- Dénh gid phdi ngay 4 (danh gia
trudc chuyén): Puoc chia lam 4 d6
theo tiéu chudn danh gid ctia Deanne
Feil [7]. Phoi dugc ddnh gid 1a tbt
(phoi @6 I va do II) khi thod man cac
tiéu chi sau: Phoi cavitating (phdi dang
tao khoang), phoi bao nén chit, ty 1¢
manh v& < 10%; hoac phdi bao nén
chit, phoi bao dang nén, phoi cé nhiéu
hon 8 té bao hoic c6 it nhat 3 phdi bao
phan chia tiép, kém véi 1 trong cdc bat
thuong sau: Ty 1& manh v& > 10%, bat
thuong vé phén chia té bao, phdi mai
chi c6 nén lai mot phan, ty 1é phdi bao
thodi hod < 25%.
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- Panh gid phdi sau rd dong: Dua
vao su phan do phdi ¢ hai giai doan
nhu & trén d6i voi phoi sau rd dong con
nguyén ven. Céac phoi thodi héa dugc
danh gia dya vao phan trim thoai hoa:
Thoai hoa d0 1: Thoai héa < 25%;
Thoai hoa do 2: Thoai hoéa 25 - 50%;
Thoai hoa d0 3: Thoai héa > 50%;
Thoai hoa do 4: Thoai héa hoan toan.

* Phuong phdp xu ly s6 liéu:

Xtr 1y s6 liéu bang phan mém SPSS
ver 26.0. Céc bién dinh lugng dugc so
sanh bang phép kiém Mann-Whitney
U-test hodc T-test. Mdi lién quan giira
cic bién dinh tinh dugc phén tich bang
test Chi-square hodc Fisher’s exact
test. Cdc bién duoc mo ta bang trung vi
(IQR) hoic sb luong (%). Céc yéu tb
¢ lién quan dén thai 1am sang dugc
dua vao mé hinh hoi quy da bién.

KET QUA NGHIEN CUU

1. Pic diém chung ciia BN trong
nhom nghién ciru

Tu thing 10/2020 - 10/2021, tai
Trung tam Ho tro Sinh san, Bénh vién
Da khoa Tam Anh, Ha Noi, ching t6i da
tién hanh thu thap s6 liéu cua 154 BN
¢6 chi dinh chuyén phoi trir ngay 3 di cic
tiéu chuan dua vao déi tuong nghién ciru.
Dbi twong nghién ctru duge chia thanh
hai nhém: Nhém AH sau gdm 77 BN
chuyén phdi trir ngay 3 duoc nudi qua
dém r6i méi AH, nhém AH trude gdm
77 BN chuyén phéi trit ngay 3 dugc
AH ngay sau ra roi nudi qua dém.
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Bang 1: Pic diém chung cia BN tham gia nghién ctru.

Chi tiéu Nhom AH sau | Nhém AH truéc p
Tubi 30,94 + 4,25 30,29 + 4,11 0,337
Chi s6 BMI 20,70 (19 - 22) | 21,3 (19,5-22,83) | 0,15
Thoi gian vo sinh 3(2-5) 3,5(225-6) | 0,382
Loai vo6 sinh (n =77); % (n)
Nguyén phat 70,1 (54) 88,3 (68) 0,003
Thi phat 29,9 (23) 11,7 (9) ’
Nguyén nhén vo sinh (n = 77);
% (n)
55,8 (43) 53,2 (41)
oo 13 (10 6,5(5
Do chéng (10) 2 (5) 0,457
. N 9,1(7) 11,7 (9)
Do hai vo chong
o o 22,1 (17) 28,6 (22)
Khong rd nguyén nhan
S6 1an chuyén phéi (n = 77);
% (n)
. 48,1 (37) 46,8 (36)
0 lan
. 36,4 (28) 36,4 (28) 0,974
1 lan
. 15,5 (12) 16,8 (13)
2 lan
S6 1an say thai (n = 77); % (n)
0 lan 67,53 (52) 75,32 (58)
1 lan 23,37 (18) 16,88 (13) 0,546
2 lan 9,10 (7) 7,80 (6)
(Tr;‘;:f binh do day NMTC 0,42 +1,07 9,69+1,03 | 0,108

Cic dic diém phan bd ¢ hai nhém nghién ctru 12 twong ddng nhau. Nhém AH
trude ¢ ty 18 vo sinh nguyén phat 1a 88,3%, cao hon ¢ ¥ nghia thdng ké so véi
nhéom AH sau.
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2. So sanh ty 1¢ phéi tét khi nudi qua dém giira hai nhém thoi diém AH

Bang 2: Pac diém phoi sau khi nudi qua dém gitra hai nhém nghién ctlru.

Nhom AH sau Nhom AH trwéc
m=154); % (n) | (n=154); % (n) P
Ty 1¢ phéi tot (do I va II) 79,2 (122) 83,8 (129) 0,304
Ty 1& phéi c¢6 dau hiéu nén 81,2 (125) 88,3 (136) 0,081
Ty 1¢ phoi nén hoan toan 38,3 (99) 33,1 (51) 0,341

Ty 1é phoi tét sau khi nudi qua dém, ty 18 phdi c6 dau hiéu nén va ty 18 phoi
nén hoan toan 1a tvong duong nhau ¢ ca hai nhém thoi diém AH.

3. So sanh két qua cé thai ciia hai nhém thoi diém AH

* Pic diém phéi chuyén gitta hai nhém nghién ciru:

bic diém cua phoi chuyén & hai nhém thoi diém AH khdc nhau duge thé hién
trong biéu dd 1.
Chét lugng phai

ool

oo
Ovo

100.0%

80.0%

60.0%

40.0%

20.0%

0.0%

Nhom AH sau Nhom AH trudc

Biéu d6 1: So sdnh chét lugng phdi chuyén ¢ hai nhém thoi diém AH.

Chat luong phoi chuyén: Phdi do II chiém ty 18 16n nhat ¢ ca hai nhém. Ty 1¢
phoi chuyén do II & nhém AH sau 1a 40,9%, & nhém AH truée 1a 50,6%. Phoi
chuyén d6 I & nhém AH sau chiém 38,3%, & nhém AH trude chiém 33,1%. Ty 1¢
phoi d6 I, do 11, do IIT & ca hai nhém thoi diém AH khéc biét khong c6 y nghia
thong ké voi p = 0,219.
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* So sdnh két qua cé thai giita hai nhém thoi diém AH:

Bang 3: So sdnh két qua c6 thai giira hai nhém nghién ctru.

L. Nhom AH sau | Nhom AH truée
Két qua thai p
% (n) % (n)

Thai 1am sang 58,4 (45/77) 61 (47/77) 0,742
Ty 1€ BhCG (+) 63,6 (49/77) 64,9 (50/77) 0,866
Ty 1 1am t6 39,61 (61/154) 44,16 (68/154) 0,506
Thai dién tién 53,4 (39/73) 56,8 (42/74) 0,685
Ty 1¢ thai sinh héa 5,2 (4177) 3,9 (3/77) 0,7

Ty 1€ thai 1am sang & nhom AH trude c6 xu hudng cao hon so véi nhom AH
sau (1an lugt 12 61% va 58,4%), tuy nhién khic biét khdng c6 y nghia thong ké.

Ty 1& BhCG (+), ty 1& 1am 5, ty 1& thai dién tién, ty 18 thai sinh héa cta hai
nhém thoi diém AH khéc biét khong c6 ¥ nghia thong ké.

* Cdc yéu té anh hwong t6i két qua cé thai lam sang:

Béng 4: Phan tich hoi quy da bién cdc yéu t6 anh huong téi két cuc thai 1am sang.

Cic chi tiéu lﬁiysitgh?j/o : Ocl:ﬁll‘l'l‘f“ 95%CI p
Chi s6 BMI
BMI< 18,5 60 3,945 0,250 - 62,260 | 0,329
18,5 <BMI <25 59,9 5,535 0,471 - 65,090 | 0,174
BMI > 25 57,1
Loai v0 sinh
Nguyén phat 62,3 1,225 0,489 - 3,065 | 0,665
Thur phat 50
Nguyén nhan vo sinh
Do vg 51,2 0,582 0,246 - 1,378 | 0,218
Do chong 66,7 0,917 0,238 - 3,530 | 0,899
Do v¢ chong 81,3 1,952 0,449 - 8,492 | 0,273
Khong rd nguyén nhan 66,7

59



TAP CHI Y DUQC HQC QUAN SU SO 3 - 2022
PR Ty 1¢ thai OR hiéu
Cac chi tiéu lAm sang (%) chinh 95% Cl1 p

S6 1an say thai

0 lan 63,6 2,349 | 0,628-8,779 | 0,204
1 1an 17,4 1,440 | 0,337-6,133 | 0,624
2 lan 6,5
Po day NMTC 1,057 | 0,747-1,495 | 0,754
Chat lwong 2 phoi
chuyén ’ 78,3 2,876 1,338 - 6,181 | 0,007
2 phai tot tré 1én 21,7
> 1 phoi trung binh
Thoi diém AH
AH truéc 58,4 1,131 0,549 - 2,332 | 0,739
AH sau 61

Két qua phan tich da bién cho thay yéu té thoi diém AH khéng anh huong téi

két qua c6 thai 1am sang. Yéu t6 chat luong phdi anh huong t6i két qua c6 thai

1am sang ddng ké nhat. Ty 18 phoi tot cao 1am ting ty 1¢ thai 14m sang 1én 2,876

lan; KTC 1,338 - 6,181; p = 0,007.

BAN LUAN

1. Thoi diém hd trg phéi thoat
mang anh hwéng téi chit lwong phdi

Thyc hién ky thuat AH ngay sau khi
rd déng réi méi nudi phdi ngay 3 qua
dém lam chat lugng phoi c6 xu hudng
cai thién (86,2% vd&i 81,3%), tuy
khong c¢6 y nghia théng ké. Nghién
cuu cua Uppangla (2016) cling cho
thiy ty 18 phoi tot khi nudi qua dém
khéc biét khong c6é ¥ nghia théng ké
trén nhom phdi trir ngay 2 dugc AH &
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hai thoi diém khdc nhau [8]. Piéu nay
6 thé dugc giai thich boi vi¢e tao mot
16 nho trén mang trong sudt cia phoi
c6 thé gitip cho cdc phdi bao hap thy
mot phan chit dinh dudng tr moi
truong t6t hon. Bén canh d6, nghién
cuu & chudt cho théy tbe do phan chia
phoi bao tang khi phdi dugc thyc hién
hd tro thoit mang. SO luong té bao
ting 1én dang ké & phoi ngay 3 di duoc
AH phit trién 1én dén giai doan phoi
nang va tang ty 1& phoi bao trong khoi
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té bao bén trong (inner cell mass) so
v6i tong s6 phoi bao [9]. Tuy nhién,
hinh thdi phdéi kém da dugc ching
minh thuong cé lién quan dén bat
thuong léch boi nhiém sic the, thay vi
lién quan dén cic van dé thodt mang.
Do dé, theo nghién ctru cua ching toi,
thoi diém thuc hién k¥ thuit AH c6 thé
khong c6 ich trong viéc cai thién chat
lvong phoi ngay 3.

2. Thoi diém hd trg phoi thoat
mang anh huéng téi két qua cé thai
ciia chuyén phéi trir ngay 3

Nghién ciru thir nghiém ban dau cho
thdy nhitng phoi nhém AH trudc cé xu
huéng ting ty 1& 1am to, ty 18 c6 thai
1am sang, thai dién tién va giam ty 18
thai sinh héa so véi phdi nhém AH sau
(lan luot 1a 45,38%, 64,6%, 56,9% va
1,5% voi 39,06%, 57,8%, 53,1% va
6,3%). Tuy nhién, khac biét nay khong
c¢6 y nghia théng ké.

Nghién ctru vé thoi diém AH cua
Rubino (2020) cho thdy ty 1é thai 1am
sang, ty 1¢ tré sinh song ting dang ké &
nhém phoi dugc AH & ngay 5 so voi
nhém phdi duge AH & ngay 3 (lan luot
12 5,3% v6i 55,1%; 58,9% véi 46,2%,
p < 0,001) [10]. AH da dugc ching
minh 13 phuong phdp c6 thé cai thién
ty 1¢ 1am t6 va mang thai ddi véi cdc
truong hop mang trong sudt bi ctng,
anh huong t61 kha nang thodt mang

ciia phdi nhu tuéi me cao, chu ky
chuyén phéi trit lanh. Céc nghién ctru
so sanh két qua anh hudng cua thoi
diém tién hanh AH con it va gan nhu
khong c¢6 khuyén cdo vé van dé nay.
Trong nghién ctu nay, ching to1
khong tim thdy sy khdc biét vé ty 18 ¢
thai & hai thoi diém AH phoi ra dong
ngay 3 khi phoi dugc nudi qua dém.

Han ché chinh cta nghién ctru nay
12 méi tap trung chu yéu vao cic BN
tién luong tot trong chuyén phdi trix
ngdy 3, nham dong nhat dbi tuwong
nghién ciu nén cé thé & nhém tién
luong kém, két qua s& khéc biét. Dbi
tugng nghién ctru chua c6 sy dong
nhit vé ty 1& cdc loai vo sinh. Tuy
nhién, ddy c6 thé coi 12 nghién ctru thr
nghiém dau tién so sdnh ty 1& c6 thai
ctia chuyén phdi trir ngay 3, dugc AH
tai cac thoi diém khdc nhau. Tai Viét
Nam, chdng t6i chua tim thdy nghién
ctru ¢6 hé théng cho van dé nay.

KET LUAN

Nghién ciru trén 154 BN chuyén
phéi trit ngay 3 chua tim thiy su khic
biét vé chat luong phdi khi phoi ngay 3
dugc AH tai hai thoi diém khac nhau.
Pbi voi nhitng phu nit ¢6 tién luong
tot, ty 1& c6 thai 1a twong duwong nhau
cho du phdi ra dong ngay 3 dugc AH

trude hay sau khi nudi cdy qua dém.
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