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TOm tat
So sanh cac két qua lam sang cua viéc chuyén phoi ngay
3 hoac ¢ giai doan phan chia hoac co dau hiéu nén som khi dugc nudi
cdy trong moi truong nuoi cdy don budc (SSM).
Doan hé tién cuu dugc thuc hién tai IVFMD, Bénh vién
My Buc. Tieu chuan nhan: phu ni trai qua chu ky diéu tri IVF/ICSI thoa
(i) <2 chu ky diéu tri, (i) kich thich buéng tring bang GnRH antagonist (iii)
phoi dugc nuoi cdy trong maoi truong don budc (Life Global®) va (iv) dong y
chuyén 2 phoi hodc 6 giai doan nén som hoac giai doan phan cat, co 7-9 té
bao, phan manh <20%. Két cuc chinh la ty lé tre sinh séng. Két cuc phu la
cac ty lé: thai lam sang, lam to, thai dién tién, thai ngoai tir cung va say thai.
Tu thang 12/2016 dén thang 4/2018, co 430 bénh nhan dugc
nhan, tuong tng 215 bénh nhan méi nhom. B¢ tudi trung binh 6 nhém
duoc chuyén phoi nén som nho hon dang ké so voi nhém duoc chuyén
phoi phan chia (32,7 + 4,5 so v6i 33,7 + 4,7 tudi; P = 0,03). Hiéu chinh
(OR) ty lé tré sinh séng khi chuyén phoi nén sém so voi phéi phan chia
vao ngay 3 sau chu ky chuyén phoi dau tién la 1,02 (95% [CI] 0,69-1,51)
va 0,9 (95% Cl 0,57-1,41). Ty lé tré sinh séng lan luot la 32,6% va 33,0%.
Cdc ket cuc phu khac khong co khédc biet thong ké gita hai nhom.
Chuyén hai phoi ngay 3 hoac giai doan phan chia hodc co déu
hiéu nén som cho két cuc thai ki giong nhau khi dugc nudi cdy trong SSM.

Abstract
In sequential medium culture system, transfer
of early compacting embryo has been shown to increase pregnancy
rate. However, data on transfer of early compacting day 3 embryos
resulted from single step medium (SSM) is limited. The aim of this study
is to compare the clinical outcomes of trans-fer of early compacting or
cleavage day-3 embryos cultured in SSM.
A prospective cohort study was conducted at IVFMD, My
Duc Hospital, Viet Nam. Women underwent IVF/ICSI were eligible if
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they had (i) <2 IVF cycles, (ii) controlled ovarian hyperstimulation by GnRH antagonist protocol (iii)
embryos cultured in single-step media (Life Global®) and (iv) 2 embryos transferred, either in early
compacting or cleavage stage and having 7-9 cells, fragmentation <20%. Primary outcome was
on-going pregnancy rate. Secondary outcomes were the rates of clinical pregnancy, implantation,
ectopic pregnancy, miscarriage and live birth.

Between December 2016 and April 2018, there were 430 patients recruit-ed, 215 patients
in each group. The mean age in women from early compacting group was significantly lower than
that from cleavage group (32.7+4.5 vs. 33.7+4.7, p=0.03, respectively). Ongoing pregnancy rate
was 36.3% in patients transferred with early compacting embryos and 35.8% in patients transferred
with cleavage embryos. Crude and adjusted odd ratio (OR) of early compacting com-pared with
cleavage day-3 embryos for ongoing pregnancy rate after first ET cycle were 1.02 (95% confidence
interval [Cl] 0.69-1.51) and 0.9 (95% CI 0.57-1.41), re-spectively. Other secondary outcomes were

not statistically significant difference between the two groups.
In the SSM, transfer of two early compacting or two cleavage day-3 embryo resulted

in the same pregnancy outcomes.

1. T6ng quan tai liéu

banh gid qué trinh phét trién coa phoi theng
qua hinh thai va dong hoc phan chia van dang
dugc su dung phé bién nhu la mét tieu chuan dé
lua chon dugc phéi 6 tism nang nhét dé chuyén. O
giai dogn phan chia, t6c d6 phdt trién qué nhanh
hotic qué cham sé anh hudng dén khé nang lam 16
cOa phoi. Nhing phéi c6 s6 lugng té bao khac véi
cde théng s6 da dugc dua ra thusng cho s6 lugng
bét thusng nhiém séc thé nhigu hon (Alpha Istanbul
consensus, 2011). Viéc ung dung hé théng quan
sat hinh énh lien tyc - timelapse trong IVF da cho
phép quan sat chi tiét hon vé dong hoc phdt trién
cba phéi. Nghién cu coa Densai (2014) trén nhong
phoi dugc chon tU timelapse dugc ghi nhan lam 16
thanh céng (KID+) sé cé cac mée thsi gian bién mét
cUa tién nhan (tPNf) sém hon va cdc thsi diém phan
chia 12, 13, t5 v& 18 nhanh hon nhang phéi khéeng
lam 16 (KID-). Mét nghién ctu khdc trén nhém phoi
phan manh tai trung tam CARE Fertility cho thdy
qud trinh nén cta phéi néu xdy ra dusi 22 gis cho
mé&i tuong quan ddng ké vai ty lé thé nguyen boi.

Sy phién méa coa bo gen phoi mac du bét dau
vao ngay 3, nhung thyc sy hoat déng vao ngay 4.

Nhong phéi tréi qua giai dogn nay cé tiém nang
phdt trién cao va cé thé tham gia vaio qud trinh
nén va tao khoang. Trong suét giai doan dau cua
pha nén, céc phoi bao bét dau két dinh véi nhau
va khé phan biét tung t€ bao rieng ré cong nhu
ranh gisi gita céc t& bao dan bién mét cho dén
khi phéi hoan toan nén chat. Cudi cung vao cuéi
giai dogn nén, ranh gisi gita cdc té bao xudt hign
tré lai, s6 lugng phéi bao taing lén va qud trinh tao
khoang bét dau (Tao J, 2002), két qué hinh thanh
phéi nang 6 ngay tho 5. Ngodi ra, chi cé khoang
mot nia s6 phoi c6 chét lugng t6t vaio ngay 3 trdi
qua qué trinh naly vaio ngaly 4. Mét s6 tdc gid cho
réing sy nén cba phéi vao ngay 4 la mét tieu chi
t6t cho viéc lya chon phéi va dé nghi chuyén phoi
6 giai dogn phéi dau khi phoi da nén chat. Mac
du sy nén thusng xdy ra vao ngay 4, nhung né ¢
thé xdy ra sém hon vao ngay 3 truéc giai doan 8
1€ bao.

Trong khi d6 nhing tai lieu y van vé hién tugng
nén sém do t6c dé phan chia nhanh vaio ngay 3
vén con han ché. Sy gia tang mRNA trong qud
trinh phién mé trudc ngay 3 dai dién cho mot s6



lugng nhé hogat dong phien mé coa phéi wu tien
6n dinh khi s6 lugng mRNA thuéc dong me dang
giam nhanh chéng va lan séng phién ma bo gen la
doc lap véi s6 lugng 1€ bao, xdy ra sém hon ngay
3, ngay ca nhing phéi ¢6 it hon 8 t& bao (Dobson,
2004). Trong nghién cou coa IwataK va cs., 2014
cho théy mac du thsi gian cia qué trinh nén dao
dong tu giai doan 4-16 t&€ bao nhung gan 90% s6
phoi dugc phan tich bat dau nén tu giai doan 8 té
bao tré di va vén cé dén 13,9% s6 phai khéi sy nén
trudc giai doan 8 1€ bao. Javier va cs., (2013) dua
ra sy da dang thsi gian nén cia phéi trong suét
giai doan phét trién vao ngay 3, van cé mét ty lé
nhé nén trong giai dogn 55-70 gis sau ICSI.

Hai nghién cou hdi ciu cta Skiadass CC, 2006
va Le Cruguel S, 2013 dua ra ggi y réing hién tugng
nay lai [ mét fién lugng 16t cho tigm nang phdt trién
cba phoi, la mét tieu chi bé sung cho viec lya chon
phoi. Cy thé, ty lé lam t6 tuong quan chat ché véi muc
do nén cia phoi va xu hudng ty lé thai khi chuyén
phoi nén dugc céi thien cao hon ¢6 y nghia théng
ke khoang 3 lan so véi phei chua nén. Hon naa, déu
hiéu nén sém cd lien quan mét thiét dén co hoi lam t6
ma khéng phy thuéc vaio nhing yéu 16 khac nhu tusi
me hay chét lugng phéi (Le Cruguel S, 2013).

Gan day, nghién cou cta nhém tdc gid Kim J
(2017) st dung hé théng timelapse quan sét trén
phéi chuét tai cdc méc thsi gian phan cét va nén.
Két qua cho théy ty lé lam 16 tang len dang ké khi
lan phan cét tho 3 (tU giai doan 2 dén giai doan 4
t& bao) dién ra sém <9 gis va kém theo d6 la hign
tugng nén sdm (tu 2 t& bao lén phoi dau) <40 gis
(P<0,05). Ngodi ra, mét trong nhing yéu 6 tdc
dong dén qud trinh phét trién cua phoi chinh [ méi
trudng nuéi cdly. Trong nghién ciu cia Goedele,
2010 khi so sanh véi phéi dugc nuéi cdy trong méi
trudng chuyén tiép thi phoi dugc nuéi cdy trong
moi trusng don budc cé s6 phoi bao nhigu hon
vao ngdy 2 va ngay 3 va cho thély phéi phdt trién
nhanh hon trong méi trusng don budc.

Nhu vay, déa cé ghi nhan vé hién tugng pheéi
nén sém hodic phoéi phdt trién nhanh trong moi
trudng nuéi cdly don budc 6 ca déng vat va ngusi.
Vay lieu nhing phoi nén sém cing c6 tiem néng
nhu nhong phéi vén con phan cét thusng quy da
dugc ghi nhan2 Nghién ctu nay sé gép phan tré
5i cau héi tren.

Thiét ké nghién cou

Nghién cou doan hé tién cou dugc tién hanh
tai don vi hé tro sinh sén IVFMD tryc thuoc bénh
vien Da Khoa My Duc, t thang 12 nam 2016 dén
thang 4 nam 2018. Déi tugng thyc hién nghién cou
la nhong phy no digu tri TTON tai trung tam thod
cdc tiéu chudn nhan sau: (i) trong dé tusi 18-42,
st dyng noan ty than (i) s6 chu ky dieu tri IVF <2,
(iii) NMTC dugc xdc dinh phu hgp chuyén pheéi tuci
ngay 3 va (iv) cé it nhét 2 phéi ngay 3 (7-9 t& bao,
phan maénh <20%) hogc dang & giai doan phan
chia hogic ¢6 hién tugng nén sém khi dugc danh
gid chét lugng dya trén cdc tiéu chi tu dong thuan
Istabul 6 méc thsi gian trung binh la 66 + 2 gis sau
ICSI. Tét cé benh nhan sé dugc cung cép van bén
théng tin va béan déng thuan tham gia nghién cou.

G nhém phei phan chia, 16i da 02 phei thod
cdc tiéu chi trén va chua c6 hién tugng nén sé dugc
chuyén vao budng i cung ngusi phy na.

G nhém pheéi nén, viec danh gia phei c6 déu
hiéu nén sém khi bat dau xudt hien sy lien két giva
céc té bao, c6 thé nhin théy nhung vén cé thé dém
dugc s6 lugng 1€ bao cia phéi thod céc tigu chi cia
phoi ngay 3 theo dong thuan. Téi da 2 phéi co ty le
phan ménh dugi 20% va cé déu hiéu nén sém nay
s& dugc chuyén vao budng ti cung ngusi phy no.

Hinh 1: Phoi ngaty 3 dugc chuyén c6 ddu higu nén sm (A) v phéi ngay 3 phan chia (B)

Sau 14 ngay chuyén phéi, bénh nhan duge hen
thd thai (beta-hCG). Yéu 16 danh gid két qua chinh
|&x ty lé thai dién tién. Ngoai ra cdc yéu t6 phy khéc
bao gom: ty le lam 16, ty lé thai lam sang, ty lé thai
ngodi tG cung, ty lé sdy thai va ty lé tré sinh séng.

Céc 6 lieu sé dugc trinh bay dusi dang gié tri
trung binh + d6 lech chuéin hay dusi dang phan tram.
Sy khdc biét gita cdc gid tri trung binh dugc kiém dinh
béng Stu-dent’s t-test. Cac gid tri phan tréim duge kiém
dinh sy khac biét bang Chi-square fest. Ngusng khac
biét c6 y nghia théng ké dugc xdc dinh khi P< 0,05.

6102-60 BueyL
10 0s ‘2 dey



Uuu s

-’

~

v
Z
—
L
(©)
r4

Tap 17, s6 01
Théng 09-2019

e
'

LUU THI MINH TAM, TRAN THI THUY AN, NGUYEN NGOC QUYNH, TRAN TU CAM, PHAM DUONG TOAN, HUYNH GIA BAO, HO MANH TUONG

3. Két qua

Tu thang 12 nam 2016 dén hét thang 4 nam
2018, t6ng cong 430 phy nu thyc hién TTON tai
trung tam dong y tham gia nghién ciu véi 215
bénh nhan 6 méi nhém.

Cdc dac diém cua bénh nhan, két qua phoi hoc
var két cyc lam sang sau chuyén phéi trong nghién
cu dugc dua ra trong Bang 1,2,3.

Biing 1. Diic diém nén bgnh nhan thudc nghien ciu

Dic diem khdo sat Nh‘,'m Phéi Nhorn pl}ﬁi Gid fri p
nén sém phén et

Tudi ngudi vg (ndm) 327445 33747 0,03
AMH (ng/ml) 40525 37427 034
BMI (kg/m?) 2326 | 212425 0,56
Thei gian vo sinh (nim) 43132 40:34 032
S chuky TTTON (%)

.l 182(847) | 176(819) 0,52
°? 33(15,3) 39(18,1)

Chi dinh TTTON (%)

© Bt thuang finh tring 62(28,8) 58(27,0)

© Gidm dy friy buong tring 47(219) 61(284) 0l
 Taivoi 7072 | 38077) '

© Chua ro nguyén nhén 43(200) 24(12)

e Khéc 26(121) 34(15,7)
Béing 2. Két qua phéi hoc

Nhom phéinén | Nhom phoi

Dic diém khao sat sém phan cdt Gid fri p
(n=215) (n=215)

S6 nodn choc hit duoc (mean

1263:499 | 1176517 075
(sd))

S6 noan truéng thanh (mean (sd)) | 10,25:4,18 974448 023
Tlethytion (6) (mean (sd)) | 8144¢1586 | 809541552 | 082
Thoi diém kiém tra phéi ngay 3

() (e ) 6600114 | 66,5441 07 089
Tylehai s dungngoy30%) | 3 g1905 | 70398 | 076
(mean (Sd)) O1=L, PR, 1
Bltf: day NMTC (mm) ngay chuyén 120472 11515 03
phi 07, A, !

Bang 3. Két qua lam siing sau chuyén phoi gidia 2 nhom

[ e = = =]

1T

4. Ban lugn

Két qué ti e thai gita 2 nhém chuyén phei
nén sém va chuyén phoi phan cét lan lust la
53% va 46% (p = 0,177), ti lé nay khong khéc
nhau ré rét nhung cé xu huéng cao hon & nhém
chuyén phéi nén sém. Ti lé thai trung binh tét
cd cdc trusng hgp digu tri TTTON tai IVFMD la
36% khi chuyén phei thusng quy (hoac phan
cét, hodc nén sém hogc hén hop), va theo téc
gié Le Cruguel (2013) khi chuyén phéi cé it nhét
1 phoi nén chat (1 phoi hoaic cé 2 phoi) thi ti le
thai sé tang lén khodang 14% va két qué ti lé thai
& 2 nhém trong nghién ctu gita 2 nhém chuyén
phéi nén sém va chuyén pheéi phan cét ¢ sy
tang lén ré rét, cy thé, néu chuyén 2 phéi nén
sém thi beta-hCG dat dugc la 53% (tang 17%)
so Vv6i chi chuyén phoi phan cét la 46% (tang
10%). Khéng c6 sy khac biet theng ke cac yéu t6
phu con lgi. Xu huéng séy thai truéc 12 tuan cao
hon 6 nhém chuyén phéi nén sém nhung chua ré
rét, cy thé la 6,5% so vé6i 2,8% (p = 0,109). Ty
lé thai dién tién dat dugc giva 2 nhém la 35,9%
va 36,3% (p = 0,99). Pay la nghién cou dau
tien ghi nhan ti lé tré sinh ra cé suc séng ra doi
khoé manh khi chuyén phéi nén sém, ti l¢ giva 2
nhém nén sém so véi phan cét lan lust la 32,6%
va 33,0% (p = 0,99).

TU cdc ti lé trén co thé théy déu hiéu nén sém
la mot dy dodn cho kha nang phdt trién coa
phéi véi cac két qua lam sang sau chuyén phoi
hoan toan tuong duong nhém phéi phan cét
dugc chuyén thusng quy da dugc nghién cou rét
nhigu trén thé gisi, déi lap lai véi mot sé nghiéen
clu cho réng t6c do phdt trién coa phéi qua
nhanh hotc qué cham cé lien quan dén sy lech
boi cia phoi. Nhu vay cé thé phei phat trién
dung téc dé nhung ¢ déu hiéu gia tang cac lien
két cac t€ bao va déu hieu nay khéng énh husng
dén téc d6 phan chia sau dé coa phei.

5. Két luan

Day la nghién cou dau tien vé két qua lam
sang thyc hién so sanh giva nhém chuyén phei
nén sém véi nhém chuyén phéi phan cét thusng
quy da cé chuén dénh gid cy thé khi dugc nuei



cdy trong hé méi trusng don budc. Theo két qué
thu nhan dugc, ddu hiéu nén sém & phoi khi
dugc nuéi cdy trong hé méi trusng don budc
busc dau ghi nhan khéng c6 énh hudng dén
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