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dusi 30, méic du AMH cao hon truéc mé nhung
AMH cing bi gidm nhigu hon sau mé.

Kich thuéc nang LNMTC ¢6 lien quan dén muc
do giédm AMH sau mé (p<0,001, r=0,49). Mac
du néng d6 AMH truéc mé khong khéc nhau gita
nhém nang ¢ kich thuéc > 6cm so véi nhém nang
< 6cm (4,5 ng/ml va 4,6ng/ml, p = 0,56) nhung
sau mé ndng dé AMH gidm 62,4% 6 nhém c6 kich
thuéc >6cm so vé6i 31,6% & nhém cé kich thuse
< 6cm (p<0,001). Tuy nhién, khi phan tich céc
trudng hop nang chi ¢6 6 1 bén busng tring (73
bénh nhan), méc du vén c6 méi lien quan gita
muc do6 gidm AMH va kich thuéc nang (p=0,0125,
r=0,27), nhung sy khéc biét nay thé hien ré khi kich
thuéc nang > 8cm vdi viec giam 32,1% khi nang
< 8cm va giam 59,7% khi nang > 8cm (p=0,017).

Trong nghién cdu cba ching t6i, nong d6 AMH
gidm manh hon ¢é y nghia tu 5,0ng/ml xuéng con
0,9ng/ml (80,4%) khi nang LNMTC & cé 2 bén so
véi giam 35,9% (tu 4,3ng/ml xuéng 2,5ng/ml)
khi chi c6 nang 6 1 bén busng tring. Két qué nay
tuong ty nghién cOu coa Atsuko[8] véi viec AMH
gidm 70,2% khi mé béc nang cd 2 bén so véi giam
40,8% khi chi c6 nang 6 1 bén budng tring. Nghién
cbu coa Hirokawa (2011) t 38 bénh nhén cong
cho thdy AMH giam 62.8% khi nang & 2 bén trong
khi giam 32.5% khi nang & 1 bén busng tring, tuy
nhién nghién ctu nay khéng théy méi lien quan cia
sy gidm AMH véi kich thuée nang LNMTC.

Diém va giai doan LNMTC khéng lien quan véi
AMH truéc mé nhung lai ¢6 lien quan dén muc do
giédm AMH sau mé (p<0,001, r = 0,4 va 0,41),
trong dé bénh nhan LNMTC néng c6 néng do
AMH gigm 64,6% trong khi bénh nhan LNMTC
trung binh giam 33,6% (p<0,001). Két qué nay
cung tuong ty nhu nghién ciu cia Hirokawa véi he
s6 tuong quan la 0,47.

Nong d6 AMH sau mé giém di c6 y nghia,
var phy thuéc vaio nhigu yéu 16, viec udc tinh duge
nong d6 AMH sau mé ngay tU trudc khi mé cé y
nghia quan trong givp bdc si lam sang cé thé tu
vén dugc cy thé cho ngusi benh nong dé6 AMH con
lgi sau mé la bao nhigu var & muc d6 cé anh hudng
dén kha nang sinh san hay khéng, t dé givp béc
si c6 chién lugc digu tri phu hop gitp béo ton kha
nang sinh san cho ngusi bénh. Viéc fim ra cdc yéu
t6 énh hudng dén sy thay déi coa AMH sau mé l&
co s6 dé tim ra mé hinh dy béo dugc nong d6 AMH
sau mé va can tiép tuc nghién cou.

5. Két luan

Sau mé néi soi béc nang lac néi mac ti cung tai
budng tring: Néng dé6 AMH sau mé giam 47,94%.
Mdc do gidm cia AMH phy thuoc vao: tusi cia
bénh nhan, vi tri nang & 1 bén hay 2 bén busng
tring, kich thuéc nang LNMTC, diém va giai doan
LNMTC theo rASRM v& néng dé AMH truéc mé.
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TOM tat

Muc tiéu: Banh gid ty lé thai dién tién cong don cua chuyén 2 phoi
ngay 3 so voi chuyén 2 phoi ngay 5 nham xac dinh chién Iuoc chuyén
phoi tot nhat cho cac bénh nhan dén thuc hién thu tinh trong éng nghiém.

Ddi tugng va phuong phap nghién ciiu: Nghién cuu doan hé hoi cuu
dugc thuc hién tai IVFMD, bénh vien My Bic trong thoi gian tu thang 7
nam 2014 dén thang 6 nam 2015. Tiéu chuan nhan bénh: tudi tu 18 - 42
tudi, kich thich buong tring bang GnRH antagonist, s6 chu ky diéu tri
thu tinh trong 6ng nghiém < 2, s6 phoi htu dung ngay 3 (loai l va ll) = 8,
chuyén 2 phoi ngay 3 hoac ngay 5. Tiéu chuan loai: Cadc chu ky truong
thanh noan trong éng nghiéem (IVM), chu ky xin-cho trung, kich thich
truong thanh noan bang GnRH agonist. Yéu té danh gia két qua chinh:
ty le thai dién tién cong don va yéu té phu: ty lé lam to, ty lé da thai, ty
lé say thai, ty lé thai ngoai tu cung.

Két qua: 210 bénh nhan théa diéu kién dugc chon vao nghién cuu
duoc chia lam 2 nhom vdi 78 bénh nhan thuc hién chuyén phéi vao
ngay 3 va 132 bénh nhan chuyén phoi ngay 5. Khong co su khdc
biét dang ké gitia 2 nhom bénh nhan vé cac thong sé do tuci, BMI,
thoi gian vo sinh, do day noi mac tu cung (32,2 so voi 31,9; 21,3 so
voi 21,2; 4,3 so vdi 4,3; 11,8 so vdi 11,9; tuong ung vdi méi nhom).
Ty lé thai dién tién o cdc truong hop chuyén phoi ngay 5 cao hon
ddng ké co y nghia théng ké so voi chuyén phdi ngay 3 (29,5% so
VOi 46,2%; P=0,02). Ty lé thai dién tién cong doén khong co su khdc
biét dang ké gida 2 nhom chuyén phoi ngay 3 va ngay 5 (60,3 so vJi
71,2; P>0,05).

Két luan: Mac du ty lé thai dién tién o truong hop chuyén phoi ngay 5
la cao hon dang ké so voi chuyén phoi ngay 3, nhung ty lé thai dién tién
cong don la tuong duong 6 ca 2 nhom.

Abstract
A COMPARISON OF CUMULATIVE ONGOING
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PREGNANCY RATE BETWEEN DAY-3 AND DAY-5 EMBRYO TRANSFER

Objective: To explore the outcomes of the two embryo transfer strategies.

Patients and Methods: A retrospective cohort study of day-3-? and day-5-embryo transfers was
evaluated from July 2014 to June 2015 on 210 patients in IVFMD, My Duc hospital with inclusion
criteria were as follows: age from 18-42 years old, following GnRH antagonist protocol, number
of previous failure IVF cycles <2, day 3 good embryos (grade | and Il) =8, number of day 3 or
day 5 embryos transferred <2 and exclusion criteria were as follows: oocyte donation cycles, using
GnRH agonist for triggering, abnormal uterus. Primary outcome was cumulative ongoing pregnancy
rate. Secondary outcomes included rates of clinical pregnancy, implantation, multiple pregnancy,
miscarriage and ectopic pregnancy. Cumulative ongoing pregnancy rate was calculated after
transferred embryo 3 times.

Results: A total of 210 patients were recruited in the study, in which 78 patients had day 3 embryo
transfer, 132 patients had day 5 embryo transfer. There were no statistical differences between two
groups in terms of age (32.2 vs 31.9, P>0.05), BMI (21.3 vs 21.2, P>0.05), infertility duration (4.3
vs 4.3, P>0.05), fertilization rate (82% vs 83%, P>0.05), clinical pregnancy rate (39.7% vs 53.0%,
P>0.05), implantation rate (26.9% vs34.1%, P>0.05). Patients having day-5embryo transfer had
significantly higher ongoing pregnancy rate compared to day-3 embryo transfer (46.2% vs 29.5%,
P=0.02). The cumulative ongoing pregnancy rate was not significantly different between day 3 and

day 5 embryo transfer (60.3 vs 71.2, P>0.05).

Conclusion: Data from this study shows that day-3 and day-5 transfers achieve simular cumulative
ongoing pregnancy rate. More RCTs are required to prove this finding.

1. B4t van dé

Thong thusng, chuyén phoi dugc thyc hién vao
2 hoac 3 ngay sau khi choc hot tring, day la thsi
gian sém nhét c6 thé dénh gid hinh thai coa phei,
cho phép lya chon phoi dé chuyén. Hinh thai phei
hoc, cung véi céc yéu t6 khdc, dugc cho la yéu
t6 tien lugng dén két qua cao cla thai ky (1). Ty
lé lam t6 cua phéi thép v& ném trong khodng tu
10 dén 20% (2). Do d6, sé& chuyén nhigu hon mot
phéi vao 1 cung dé dat ty lé thai cao hon. Digu
nay dén dén finh trang da thai lam tang cac bién
chung thai ki nhu séy thai hogic sinh non (3).

Nhing cdi tién vé thyc hanh phong thi nghiem
phéi hoc cing nhu méi trusng nuéi cdy da gdép
phan trong viéc nuéi thanh cong phéi dai ngay
nh&am mang dén co hoi chuyén phéi ngay 5 - phoi
giai doan phéi nang cho bénh nhan. Viéc chuyén
phéi & giai doan phéi nang thay vi lya chon &

giai doan truéc dé cé thé nang cao ty lé lam t6
bdi c6 sy lya chon phéi t6t hon, do dé giégm s6
lugng phoi chuyén (4). Cac phoi t6t nhét & giai
doan phéi nang dugc lya chon dé chuyén trong
khi d6 cdc phéi ngung phét trién sé khong dugc
chuyén va bj logi. Tuy nhién, nuéi céy dai ngay
c6 thé chon phéi vust qua giai doan hoat héa gen
phéi (giai doan xung quanh 8 & bao - ngay 3) (5)
nhung digu nay khéng dam bdo réng tét cé cac
phéi dugc chon déu c6 be NST binh thusng. Danh
gid hinh théi, hodic la 6 giai doan phéi nang hodic
phan cét, khong phai la mét cach chinh xéc trong
viec xdc dinh céc bét thusng nhiém séc thé, va
cdc nghién ctu gan day da chi ra rang phoi bét
thusng NST c6 thé phdt trién thanh phéi nang (6).

Chién lugc nusi phoi nang da tré nén ngay
cang phét trién hon khi cac nha phéi hoc var béc
si lam sang cung chung muc dich vi bénh nhan,

chon chuyén don phoi dé giam da thai, han ché
céc bién ching da thai va cusi cung la cho ra dsi
mot em bé khée manh (7).

Muyc tiéu coa nghién cdu nay nhém xdc dinh
chuyén phéi nang vaio ngay 5 ligu cé ty lé lam
18, ty lé thai dién tién tét hon so v&i chuyén phoi
giai doan phéan chia ngay 3 & quan thé benh
nhan tién lugng tét dugc lya chon. Dang thsi xem
xét ty lé thai dién tién cong dén coa chuyén pheéi
ngdy 3 so véi ngay 5 nhém xdc dinh chién luge
chuyén phéi t6t nhét cho céc bénh nhan dén thyc
hién thy tinh trong 8ng nghiém (TTTON) tqi trung
tam coa chong téi.

2. boi tugng va phuong phap
nghién cttu

Thiét ké nghién cou:

Nghién cou doain he hsi ciu

Tieu chudn nhan

® Tudi 18 - 42 tuéi,

e Kich thich busng tring béng GnRH
antagonist,

® 56 chu ky digu tri TTTON =< 2,

® 56 phéi hou dung ngay 3 (logi I va ll) = 8,

® Chuyén 2 phéi ngay 3 hoic ngay 5.
Tieu chuén loai

® Cdc chu ky trudng thanh noan trong éng
nghiém (IVM),

e Chu ky xin-cho trung,

e Kich thich truéng thanh noan béng GnRH
agonist.

Yéu 16 danh gid két qué

Yéu 16 chinh

* Ty lé thai dién tién cong don

Yéu 6 phu:

e Ty lelam t6

* Ty lé da thai

* Ty l¢ sdy thai

* Ty lé thai ngoai 10 cung

Phuong phdp tién hanh:

Bénh nhan cé chi dinh TTTON sé duoc kich
thich budng tring béing phéc d6 GnRH antagonist.
Vao ngay 2-3 cia vong kinh, bénh nhan dugc
cho st dung FSH téi t6 hgp (rFSH) véi ligu khéi
dau phy thuéc vaio s6 nang noén thu cdp va nong
d6 AMH theo thusng quy. Mui antagonist dugc

bét dau vao ngay 5 coa kich thich budng tring
va kéo dai dén ngay tiem moi thusc gay trudng
thanh noan. Bdap Gng coa busng tring véi thusc
kich thich dugc danh gid qua siéu am nang noén
va dinh lugng noi tiét (estradiol var progesterone),
bét dau vaio ngay 5 cua kich thich budng tring va
sau dé méi 2-3 ngay. Tieu chuén si dung thuéc
kich thich truéng thanh noan (hCG 5.000 IU hay
10.000 V) lar khi c6 it nhét 3 nang cé kich thuéc
ty 17 mm tré lén trén siéu am. Choc hot noan
dugc tién hanh sau 35-36 gis kich thich truéng
thanh nodn qua ngd ém dao dudi gay meé va té
tai ché.

Tring sau choc hut duge rua trong méi trudng
Flushing (Flushing Medium - Origio, Ban Mach)
va sau dé cdy trong moéi trusng FERT (Sequential
FertTM - Origio, Dan Mach) & 37°C vsi 6% CO,
va 5% O, trong 2 gi&. Sau d6 tring ducc logi
bd céc t€ bao cumulus va corona bang enzyme
hyaluronidase (SynVitro™ Hyadase - Origio,
DBan Mach) sau dé cdy lai trong méi trusng FERT
(Sequential Ferf™ — Origio, Pan Mach) chs thyc
hién qud trinh tiém tinh trung vao bao tuong tring
(ICSI). Trung sau ICSI dugc nuéi cdy bang méi
trusng CLEAV (Sequential Cleav™ — Origio, Ban
Mach) tis giai doan thy tinh dén ngay 3 va chuyén
tiép moi trusng BLAST (Sequential Blast™— Origio,
Dan Mach) dén ngay 5. Kiém tra thy tinh tu 16-18
gis sau khi ICSI. Thy tinh binh thusng khi ¢ sy
hien dién cta 2 tien nhan (2PN), céc két qua khac
nhu khéng thy tinh, 1PN, 23PN hogc thodi héa
cong dugc ghi lai. Chét lugng phéi dugce danh gia
vao ngdy 3 hodc ngay 5.

Chuyén phéi dugc thyc hién béing catheter (Tulip
4000 - Genetic, Bi) hut phéi da cdy s@n trong moi
trusng chuyén phéi UTM (UTM™ — Origio, Dan
Mach) dusi huéng dén coa sieu am bung. Hai
trong s6 nhing phéi chét lugng t6t nhét duge chon
dé chuyén vao td cung vao ngay 3 hodc ngay 5.

Hé trg hoang thé dugc thyc hien bang phdac
dd b6 sung estradiol var progesterone ngoai sinh.
Sau khi chuyén phoi, bénh nhan duge hen thy
thai (beta-hCG) hai tuain sau chuyén phei dsi véi
chuyén phoi ngay 3 hodc 12 ngay sau déi véi
chuyén phoi ngay 5. Néu duong tinh, bénh nhan
duoc hen téi kham siéu am thai sau 3 tuan. Hé tro
hoang thé dugc kéo dai dén thai dién tién.
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Céc daic diém nén giva hai nhém nhu tusi ngusi
vg, chi s6 khéi co thé (BMI), thsi gian vé sinh, s6
chu ky TTTON, chi dinh TTTON, doé day NMTC, s6
nodn choc hut, s6 noan MII, ty lé thy tinh, ty lé phéi
16t vaio ngary 3 sé dugc so sénh.

Céc 58 lieu sé dugc trinh bay dusi dang gid tri
trung binh + d¢ lech chuén hay dusi dang phan
tram. Sy khac biét gita céc gid tri trung binh dugc
kiém dinh béng Student's T-test. Cac gid tri phan
tram dugc kiém dinh sy khac bigt béng Chi-square
test. Nguéng khdc biét c6 y nghia théng ke dugc
xdc dinh khi P < 0,05.

Bang 1. Diic diém chung coa bénh nhan giga 2 nhém

Chuyén phoi ngay 3 | Chuyén phéi ngay 5

Dic diém N-78 N=132 Gid i P
Tudi nqudsi vo (udi) 322+456 319242 >0,05
BMI (kg/m?) 213+23 212+25 >0,05
Thei gian vé sinh (niim) 43+26 43+34 >0,05
S6 chu ky TTTON
1 79,5%(62/78) | 81,8%(108/132) | >0,05
2 20,5%(16/78) 18,2%(23/132) >0,05
Chi dinh TITON
« Bitthuongihting | 39.7%(31/78) | 424%(56/132) | >005
o Tai o UA%(19/78) | 197%(26/132) | 005
* Réi logn phéng noin 9,0%(7/78) 9,1%(12/132) >(,05
* Lac n6i mac 1l cung 26,9%(21/78) | 28,8%(38/132) >0,05
Do day ngi moc 10 cung ngay 1816 19215 >005

chuyén phoi

Bang 2. Két qua phéi hoc

Chuyén phai ngay 3 | Chuyén phéi ngay 5

Diic diém N-78 N=132 Gid i P
S6 noan choc hot 19254 195+58 >0,05
6 noan Mil 157+38 16746 >0,05
Ty le thy finh (%) 820120 830110 >005

Bang 3. Két qua lam sting so sanh gida 2 nhom
Chuyén phai ngay 3 | Chuyén phéi ngay 5

Chiso N-78 N=132 Gid 1 P
Ty lé betoh(G duong tinh 436 59,1 0,04
Ty lé thai lom sting 397 530 >0,05
Ty I tha dign fién 25 462 0,02
Tyl lam 16 269%(42/156) | 341%(90/264) | >0,05
Ty lé da thai
 Songthai 258%(8/31) | 27901968 | >005
* Tam thai 6,5%(2/31) 1,5(1/68) >0,05
Ty lé sty thai 12.9% (4/31) 74% (5/68) >0,05
Ty lé thai ngodi 10 cung 12,9% (4/31) 5.9% (4/68) >0,05

Bang 4. Két qua thai dién fién cong don giga 2 nhom

Lan chuyén Chuyén phéi ngay 3 Chuyén phoi ngay 5 Gid
phoi | Tyle cd thai (%) | Ty lé cong don (%) | Ty e c6 thai (%) | Ty lé cong don (%) | fri P
| 29,5(23/78) 295 46,2(61/132) 46,2 0,02
2 |ms(06)] 551 [s09(8/55)| 614 |>005
3 33612 603 nasm | na [0

3. Két qua

TU thdng 7 nam 2014 dén thang 6 nam 2015,
c6 210 bénh nhan théa tieu chudn nhan va loai.
Trong d6 c6 78 bénh nhan thyc hién chuyén phei
vaio ngdy 3 va 132 bénh nhan chuyén phéi ngay
5. Céc dac diém nén cua hai nhém bénh nhan
dugc trinh bay trong Bang 1.

4. Ban luan

Cho dén nay, nhing tranh lugn xung quanh vén
dé nén chuyén phei giai doan phéi phan chia hay
giai dogan phéi nang vén con dang tiép dién. Thyc
sy, van chua c6 ching ct thuyét phuc dé quyét dinh
cyc dién cua tran chién chuyén phéi nay. Trong khi
viéc nuéi cdy phéi dai ngay dugc tin la sé mang lai
két qué 6t hon cho nhing bénh nhan thyc hién IVF,
v6i li do sé chon lya dugc nhing phéi 16t nhét, giém
da thai va cac bién ching thai ky (3), tuy nhién véi
nhiing nguy co cao bénh nhan phai déi mat, nhu c6
thé khong cé phéi sau qué trinh nuéi cdy dai ngay,
hotic nguy co cao song thai cung tring (8), tuéi thai
dai (Large for gestational age) (9),...cing la nhong
li do ching ta ctin xem xét dé c6 thé lya chon chién
lugc chuyén phéi phu hgp. Dang thsi, chuyén phoi
ngay 5 lam gia tang khéi lugng cong viéc, chi phi
nudi cdy phéi va nhan lyc, do d¢, déay la nhung beét
loi I6n d6i vi chuyén vien phoi hoc (10).

Trong nghién ctu cta chung t6i, ty lé thai dién
tién cong don & chuyén phéi ngaly 3 so véi chuyén
phéi ngay 5 la nhu nhau va khéng 6 sy khac biet
y nghia théng ke (60,3 so v&i 71,2; P>0,05). Két
qud ndly cing tuong dong theo bdo cdo cia céc
nghién ciu khéc (11-13). Trong khi d6, chuyén
phéi ngay 5 ¢6 ty lé thai dién tién cao hon ddng
ké c6 y nghia théng ké so v&i chuyén pheéi ngay 3
(46.2% so véi 29,5%; P=0,02). Nhu vay, méac du
c6 mét lgi ich vé ty lé co thai trong chuyén phoi
nang tuci giup bénh nhan c6 thé rot ngén thsi gian
c6 thai gan nhét, tuy nhién vén chua ré ¢ tdc dong
len ty lé sinh séng, ty lé sinh séng cong don va sdy
thai hay khéng gita chuyén phéi ngay 3 va chuyén
phéi ngay 5. Cdc bdo cdo thy nghiém ngéu nhién
c6 nhém ching (RCT) trong tuong lai nén béo cdo
ty lé sinh séng, sinh séng cong don, va sdy thai dé
cho phép cdc cap vo chdng hodc phy na thyc hign

thy tinh éng nghiém ¢ cac quyét dinh vé phuong
phdp digu tri t6t nhét. Hon thé nia, nhing chung
cU gan day cing cho théy chuyén phéi nang cing
khong thé giup bénh nhan cé thai nhanh hon so véi
chuyén phéi giai doan phén chia 6 nhang nhém
bénh nhan tien lugng kém va tien lugng qua tét.
Ty lé thai lam sang va ty le lam 16 6 giai doan phoi
nang cua ching t6i cao hon, tuy nhién sy khéc biet
khong c6 y nghia théng ke. Gardner va cong sy (14)
da bdo cdo ty lé thai nhu nhau 6 2 nhém nhung ¢6 sy
khac biét ty le lam t6 6 ngary 5 cao hon so véi ngay 3
(50,5 % so v&i 30,1 %; P<0,01) frong nghién cdu fién
cOu & bénh nhan tién lugng t6t. Ngodi ra, Balaban
va cong sy (15) da cho théy chuyén phoi ngay 5 6
ty le lam 16 cao hon so v&i chuyén phoi ngay 3 (15
% so v6i 5,9 % ) & quan thé bénh nhan dugc chuyén
phoi xéu 6 méi nhém. Sy khéc biét ty e lam 16 gita
2 nhém trong nghién ctu cta ching téi khéc véi céc
nghién ciu naly c6 thé do c6 méu con nhé var thiét

ké nghién ctu hdi cou. Bén canh dd, ty lé da thai
cong nhu ty 1é sdy thai frong nghién cou coa ching
t6i tuong duong & ca 2 nhém cong giéng véi két qua
nghién cou cta S. Ferndndez-Shaw (16).

5. K&t luan

Ty lé thai dién tién cong don & chuyén phéi ngay
3 va ngay 5 la tuong duong. Tuy nhién, chuyén
phoi ngay 5 dem dén co hoi cé thai nhanh hon cho
bénh nhan so véi chuyén phoi ngay 3. Ky thuat
nuéi phéi dén giai dogn phéi nang ¢é uu diém va
nhugc diém. Bén canh dé, can ¢6 nhong Ung dung
réng rdi bsi nhigu trung tam thy tinh trong éng
nghiém dé danh gid day do hon vé két qua hoac
cdc rii ro cé thé cé. Do vay, hiéu qué coa chuyén
phoi ngay 3 so véi ngay 5 hién nay vén can phai
dugc tré 18i qua cdc nghién cou c6 thiét ké chat ché
hon va véi mot ¢6 mau du 16n.

Tai liéu tham Khao

1. De Placido GD, Wilding M, Strina |, Alviggi E, Alviggi C, Mollo A, Varicchio
MT, Tolino A, Schiattarella C, Dale B. High outcome predictability after IVF
using a combined score for zygote and embryo morphology and growth rate.
Hum Reproduction 2002; 17(9):2402-2409. doi: 10.1093/humrep/17.9.2402.

2. Edwards RG, Brody SA, 1995. History and ethics of assisted human
conception. Principles and Practice of Assisted Human Reproduction.
Saunders, Philadelphia, pp. 17-47.

3. Bergh, T., Ericson, A., Hillensj6, T., Nygren, K-G. and Wennerholm,
U-B, 1999. Deliveries and children born after in-vitro fertilization in Sweden
1982-95: a retrospective cohort study. Lancet, 354, 1579-1585.

4, Gardner DK, Vella, P., Lane, M. et al., 1998. Culture and transfer of
human blastocysts increases implantation rates and reduces the need for
multiple embryo transfers. Fertility and Sterility 69, 84-88.

5. Braude P, Bolton V, Moore S., 1988. Human gene expression first occurs
between the four- and eight-cell stages of preimplantation development.
Nature 332:459-461.

6. Fragouli E, Alfarawati S, Spath K, Wells D, 2014. Morphological and
cytogenetic assessment of cleavage and blastocyst stage embryos. Mol
Hum Reprod. 2014 Feb;20(2):117-26.

7. Abha Maheshwari et al., 2016. Should we be promoting embryo transfer
at blastocyst stage? Reproductive BioMedicine Online, Volume 32, issue 2,
February 2016, Pages 142-146.

8. Luke B, Brown M, Whatman E, Stern J. Factors associated with
monozygosity in assisted reproductive technology pregnancies and the risk
of recurrence using linked cycles. Fertil Steril. 2014;3:683-9

9. Zhu J, Lin S, LiM, Chen L, Lian Y, Liu P, Qiao J. Effect of in vitro culture

period on birthweight of singleton newborns. Hum Reprod 2014; 29:448 — 454.

10. Hartshorne GM and Lilford RJ (2002). Different perspectives of patients
and health care professionals on the potential benefits and risks of blastocyst
culture and multiple embryo transfer. Hum Reprod 17,1023-1030.

11. Brugnon F, Bouraoui Z, Ouchchane L, Gremeau AS, Peikrishvili
R, Pouly JL, Janny L, 2010. Cumulative pregnancy rates after single
cleavagestage versus blastocyst-stage embryo transfer: a randomized and
prospective study. Human Reproduction 2010; i60-1.

12. Guerif F, Lemseffer M, Bidault R, Gasnier O, Saussereau MH, Cadoret
V, et al. Single day 2 embryo versus blastocyst-stage transfer: a prospective
study integrating fresh and frozen embryo transfers. Human Reproduction.
2009;24:1051-8.

13. Scholtes MC, Zeilmaker GH, 1996. A prospective, randomized study
of embryo transfer results after 3 or 5 days of embryo culture in in vitro
fertilization. Fertility and Sterility 65, 1245-1248.

14. Gardner DK, Schoolcraft WB, Wagley L, Schlenker T, Stevens J, Hesla
J, 1998. A prospective randomized trial of blastocyst culture and transfer
in in-vitro fertilization. Human Reproduction;13:3434-3440. doi: 10.1093/
humrep/13.12.34.

15. Balaban B, Urman B, Alatas C, Mercan R, Aksoy S, Isiklar A, 2001.
Blastocyst-stage transfer of poor-quality cleavage-stage embryos results in
higher implantation rates. Fertility and Sterility;75(3):514-518. doi: 10.1016/
S0015-0282(00)01756-8.

16. S. Fernandez-Shaw et al., 2016. Ongoing and cumulative pregnancy
rate after cleavage-stage versus blastocyst-stage embryo transfer using
vitrification for cryopreservation: Impact of age on the results. J Assist
Reprod Genet. 2015 Feb; 32(2): 177-184.

£10Z'€L- 69 '(10)S1 - NVS NHd HO dvL [l

£102-20 Buey

73

10 0s ‘) deL




