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NGHIEN CUU HIEU QUA NUOI CAY PHOI NANG
TRONG THU TINH GNG NGHIEM

Tom tat

Muc tiéu: Ddnh gid hiéu qua nudi cdy phdi nang
so véi chuyén phéi giai doan phdn chia trong thu tinh
éng nghiém.

Phuong phap: S dung phuong phdp phan tich
mé td c6 theo déi 120 chu ky diéu tri thu tinh trong
6ng nghiém tai Trung tdm NGi tiét sinh sén va Vo sinh,
Bénh vién Dai hoc Y Dugc Hué (HUECREI) tir thdng
2/2014 dén 02/2015 véi 25 chu ky nudi cdy phéi nang
va 95 chu ky nudi cdy — chuyén phéi giai doan phan
cat. Tiéu chudn chon mdu nghién cau la chu ky cé it
nhdt 3 phéi logi 1 vao ngay 3 va déng y nudi cdy phéi
ngay 5. Chuyén phéi nang tién hanh vao ngay 5.

Két qua: S6 tring thu duoc, sé tring thu tinh, s6
phéi vao ngay 3 va sé phéi tét ngay 3 trung binh cta
cdc chu ky nuéi cdy phéi nang lan luot la 12,6+4,5;
7,6+3,5; 7,7+3,4 va 5,0+1,8; cao hon so véi cdc chu ky
chinuéicdyngay 3lan lugtla 8,9+4,8; 5,4+2,7;4,1+2,1
va 2,6+1,5 (vdi p<0,05). S6 phéi nang tao thanh trung
binh dat 2,6+1,5. Ty lé phdt trién thanh phéi nang va
phéi nang tét la 51,2% va 31,3%. Nghién cuu cho két
quad c6 thai sinh hda, thai lam sang cta nhém nuéi
cdy phéi nang tuong ing la 52% va 44% cao hon so
v&inhém nuéi cdy ngay 3 (lan luot I 32,2% va 25,4%).
Tuy nhién su khdc biét khéng c6 y nghia théng ké.

Két ludn: Ty lé nuéi cdy thanh phéi nang va phoi
nang tét tr it nhdt 3 phéi tét ngay 3 bdt ké dé tudi
nguai phu nit la ddng khich I véi ty Ié thai sinh héa
vd thai ldm sang tét hon so véi chuyén phéi giai doan
phan cdt, ty Ié da thai thdp nhd s6 phoi chuyén giam.
Cdn c6 nghién cau véi ¢cd mdu I6n hon dé danh gid y
nghia théng ké chinh xdc hon.

Abstract
EFFECT OF BLASTOCYST CULTURE IN HUMAN IN
VITRO FERTILIZATION

1. Dat van de
Nam 1978, nény hoc sinh san trén thé gidi da danh
dau budc phét trién mai vai su kién em bé dau tién ra
doi bang phuong phap thu tinh trong 6ng nghiém
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Objective: To compare the effect of blastocyst
culture to that of cleavage-embryo culture and
transfer in human in vitro fertilization (IVF).

Methods: We used the follow-up cross-sectional
descriptivestudy to analyse120 IVF cycles at Hue Center
for Reproductive endocrinology and Infertility of Hue
College of Medicine and Pharmacy Hospital (HUECREI)
from February 2014 to February 2015, including 25
blastocyst culture cycles and 95 cleavage-embryo
culture and transfer cycles. Patient selection criteria was
having at least 3 good quality embryos on day 3 and
being in agreement with having embryos cultured on
day 5. Blastocyst transfer was performed on day 5.

Results: The average number of retrieved
oocytes, fertilized oocytes, day 3 embryos and day
3 good quality embryos in the blastocyst culture
cycles (12,6+4,5, 7,6+3,5 7,7+3,4 and 5,0+1,8,
respectively) were higher than on day 3 culture cycles
(8,9+4,8, 5,4+2,7, 4,1£2,1 and 2,6+1,5, respectively)
(p<0.05). The number of blastocyst was 2,6+1,5. The
blastocyst formation and good blastocyst formation
rates were 51,2% and 31,3%. The study showed that
the biochemical and clinical pregnancy rates of the
blastocyst culture group (52%, 44%, respectively) were
not statistically higher than those of the day 3 culture
group (32,2% and 25,4%).

Conclusion: The blastocyst formation and
good blastocyst formation rates from at least 3
good embryos on day 3 despite age of women
were encouraged because biochemical and clinical
pregnancy rates were better than those in cleavage-
embryo transtfer. Multiple pregnancy rate was few due
to decreasing the number of embryos in transfer. We
recommended that it would have a further study with
larger sample size in order to evaluate statistically
significant correctly.

(In vitro fertilization - IVF). D&n nay, phuong phéap nay
da khéng nging dugc hoan thién va phat trién nham
nang cao ty & thanh céng cho cac chu ky diéu tri vé
ca phuong dién [am sang va labo. Khéng giéng phoi
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cla cac loai linh trudng khéc, phdi ngudi & giai doan
phan chia (ngay 2 hodc 3) van cé thé thich nghi dugc
trong budng ti cung cho dén ngay lam té (Sill va cs,
2010). Vao nhiing nam 1990, viéc chuyén phéi ngay
2 hodc 3 vao budng ti cung mac du khéng phu hop
véi sinh ly nhung da dugc st dung trong labo nhu
ky thuat thudng quy. DE tang ti I& c6 thai trong cac
chu ky diéu tri ho trg sinh san, ngudi ta tang sé phoi
chuyén vao budng tt cung. Theo d9, ty lé da thai sé
tang theo sé lugng phoi chuyén lam tang nguy co
san khoa nhu sdy thai, @ non, ting ty 1&é mac bénh,
ty 1& t&r vong do bién chiing va di chiing ctia dé non.
Chinh vi vay, xu hudng chung trong linh vuc hé trg
sinh san hién nay theo Hiép héiY hoc Sinh san Hoa Ky
(2013) can ap dung tiéu chudn gidm sé phoi chuyén
vao tl cung, huéng dén chuyén 1 phéi va ap dung
cac ky thuat hé trg khac giup tang ty 1é thanh cong.

Mot trong cac gidi phap via duy tri dugc ty 1é co
thai cao vlia gidm ty 1& da thai la chon loc va chuyén
phéi don. Nhiéu nghién ctu da chi ra rang chuyén
phéi nang don la ky thuat c6 thé tang ty lé c6 thai va
gidm da thai (Kang va cs, 2011). Hién nay, kéo dai nudi
cdy phaiin vitro dén ngay 5 va chuyén phéi nang dang
dugc xem la yéu t6 quan trong trong ky thuat hé trg
sinh san nang cao, cho phép chon loc phéi t6t va phu
hap nhat cho chuyén phéi. Trong thai gian qua, Trung
tam Noi ti€t sinh san va V6 sinh, Bénh vién Dai hoc Y
Dugc Hué (HUECREI) cling da trién khai nu6i cdy phoi
nang va nghién ctu nay dugc thuc hién nham danh
gia hiéu qué nudi cdy va chuyén phéi nang cling nhu
mot s6 yéu t6 lién quan dén két qua nudi cay.

2. Déi tuong va phuong phap nghién cuu

Pdi tuong nghién ctru: Nghién clu dugc thuc
hién trén 120 chu ky diéu tri thu tinh trong 6ng
nghiém tai Trung tdm Néi tiét sinh san va V6 sinh,
Bénh vién Dai hoc Y Dugc Hué (HUECREI), trong d6
g6ém 25 chu ky nu6i cdy phéi nang (phéi ngay 5) va 95
chu ky nuéi cdy - chuyén phoi ngay 3 trong thai gian
tir thang 02/2014 dén 02/2015.

Tiéu chuan chon vao nhém nghién clu nudi cdy
dén phéi nang la cé it nhat 3 phéi tét (G1) vao ngay 3
nuéi cay va bénh nhan déng y.

Thiét ké nghién cliu mo6 ta cat ngang cé theo doi.

Cac budc tién hanh

Bénh nhan vo sinh dén diéu tri thu tinh trong
6ng nghiém dugc choc hat tring sau khi kich thich
budng triing (KTBT) theo phac d6 GnRH antagonist.
Phuc hgp tring-té bao hat thu dugc sé dugc nudi cay
trong G-IVF plus (Vitrolife, Thuy Dién), sau d6 x{ ly véi

Hyase 10X (Vitrolife, Thuy Dién). Tinh trung dugc x
ly véi Sil Select (Fertipro, Bi) va Flushing (Fertipro, Bi).
Quy trinh tiém tinh trung vao bao tuong trung (intra
cytoplasmic sperm injection — ICSI) dugc thuc hién
nhu quy trinh thudng quy chuén. Tring sau dé dugc
nuéi cdy don trong G1 plus (Vitrolife, Thuy Dién) & td
nudi cdy Galaxy 170S 37°C, 8% O,, 5% CO,.

Panh gia phéi ngay 3 theo tiéu chudn cla Scott
(2003) vao 66-68 gid sau ICSI: (1) Phéi tot (G1): phoi
6-8 té bao, <10% manh v, kich thudc déng déu, phoi
bao d6i xiing; (2) Phéi kha (G2): phéi 6-8 té bao, 10-
20% manh v, kich thudc dong déu hoac khong, phoi
bao d6i xtiing hoac khong; (3) Phéi xdu (G3): s6 luong
phoi bao khong phai 6-8, >20% manh v§, kich thudc
khong déu, phéi bao khdng déi xing.

Cac trudng hop du diéu kién nudi cay phéi nang
sé chon céac phdi loai | d& chuyén sang méi trudng
G2 plus (Vitrolife, Thuy Dién) va nubi cay trong ta
cdy Galaxy 170R 37°C, 5% O,, 5.5% CO,. Vao ngay 5
(114-116 gid sau ICSI), tién hanh kiém tra va danh gia
phdi nang theo tiéu chudn cai tién cta Gardner va
Schoolcraft (1999):

(I) Su tao nang (blastocoel formation) va d6 nd&
rong clia phoi (expansion):

(1) Khoang phoi nang < 1/2 thé tich phéi (phéi
nang giai doan sém - early blastocyst).

(2) Khoang phéi nang > 1/2 thé tich phoéi (phoi
nang - blastocyst).

(3) Khoang phoéi nang chiém day thé tich ctia phéi
(phoi nang hoan toan - full blastocyst).

(4) Khoang phoi nang I6n hon & phoi nang giai
doan sém va mang trong suét mdng dan (phoi nang
nd rong — expanded blastocyst).

(5) L& nudi phoéi thoat bat dau thoat ra khoi
mang trong sudt (phéi dang thoat mang - hatching
blastocyst).

(6) L& nudi phoi thodt hoan toan ra khéi mang
trong su6t (phoi thoat mang - hatched blastocyst).

(I Khéi té bao bén trong (inner cell mass - ICM)
dugc danh gia nhu sau:

(A) Nén chat va nhiéu té bao

(B) Gom thanh tiing nhém 16ng 1éo va co it té bao

(C) Rét it té bao

(D) Khong cé té bao hay dang thoai hoa.

(1) Nhém cac té€ bao la nudi (trophectoderm cells
-TC) c6 thé dugc chia thanh 4 dang

A) Nhiéu té bao ké&t thanh mot I6p bidu bi dinh chat
B) it t& bao va két thanh mot I6p 16ng 1éo
C) Rat it té bao

(
(
(
(D) Khéng cé té bao hay dang thoai hoa
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Phéi nang dugc danh gia la tot khi dat 3AA trg 1én.
Chuyén phoi dugc thuc hién vao ngay 5.56 phéi nang
chuyén dugc quyét dinh dua vao doé tudi vo va chat
lugng phéi nang. Khi ngudi phu ni < 35 tudi, chuyén
t6i da 1 phoi nang t6t, tir 35 tudi trd 1én t6i da 2 phoi
nang tét. Trong moi trudng hop téng sé phoi chuyén
khong qua 3.

Két qua chu ky diéu tri dua vao xét nghiém beta-
hCG vathailam sang.Th{rthaithuchién vao 14 ngay sau
khi choc hut tring, beta-hCG >25 mIU/ml dugc xem la
duong tinh. Ty lé thai lam sang (clinical pregnancy rate)
dugc tinh bang ty 1& phan tram cac trudng hop ¢ thai
lam sang trén téng s6 cac trudng hop chuyén phoi.
Thai lam sang dugc ghi nhan khi xac dinh dugc hinh
anh tui thai va do dugc tim thai vao khoang 3 tuan sau
khi c6 xét nghiém beta-hCG duong tinh. Ty Ié da thai
bang ty |& phan tram céc trudng hgp da thai trén téng
s6 trudng hop 6 thai lam sang.

X0 ly s6 liéu: SG dung phan mém SPSS 18.0 vaéi su
khéc biét cé y nghia théng ké khi gia tri p< 0,05.

3. Két qua
Trong thdi gian nghién ctu, chdng téi tién hanh
25 chu ky nudi cdy phoi nang ngay 5 (nhém 1) vai

Bang 1. Dic diém doi fuong nghién ciu

Nhom 1(n=25) | Nhom2 (n=95) p
Tudi trung binh ngudi vg 35742 35953 p>0,05
Thi gian vo sinh (niim) 6034 5532 p>0,05
Logi va sinh:
-Nguyén phat 56,5% 63% p>0,05
-This phat 43,5% 3%
S6 lan thyc hien IVE/ICSI
Lin1 76% 85.3% p>005
-Liin>2 24% 147%
Nguyén nhén vo sinh:
-Do yéu 5 chong 36% 52,6%
-Suy budng tring som 4% 74%
-Buong tring da nang 16% 137% p>0,05
-Do voi i ung 24% 147%
-Uxo 1 cung 8% 10,5%
-Khong rd nguyén nhéin 12% 1,1%
S6 ngéry KTBT trung binh 9030 8713 p>0,05
Bang 2. K&t qud nubi cdy phoi

Nhom 1 (n=25) | Nhom 2 (n=95) p

56 friing thu duoc 12645 89+48 p<005
Sa tring trudng thanh 97147 72+37 p<0,05
56 friing thy finh 76+35 54+27 p<005
6 phoingiy 3 77:34 | 41:21 | p<005
6 phi 61 ngiy 3 50:18 | 26¢15 | p<005
56 phoi nang ngay 5 2615
Ty lé phat trién thanh phi nang (64/125) 51,2%
Ty lé phéi nang t6t (20/64) 31,3%
S6 phi chuyén trung binh 18406 2605 p>005
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toan bo 25 chu ky c6 chuyén phéi. Trong s6 95 chu ky
nudi cdy ngay 3 (nhém 2) c6 59 chu ky chuyén phéi
dugc chuyén phéi tuai.

Bang 3. K&t qud c6 thai cla cdc chu ky chuyén phoi

Nhom 1(n=25) | Nhom 2(n=59) p
Betorh(G (+) 13(52%) 19(32.2%) p>0,05
Thai lam sang 11 (44%) 15(25,4%) p>0,05
Dathai 2(18,2%) 3(20,0%) p>0,05
4. Ban luan

D& dam bao ty |é thanh céng va gidm nguy cg
da thai trong chu ky ho trg sinh san, viéc nudi cay va
chon loc phéi c6 khd nang lam t6 cao nhéat tré thanh
mot yéu té quan trong. Nang cao chat lugng phéi
chuyén nhd viéc nuéi cdy dai ngay dén giai doan
phoi nang la mét xu huéng tat yéu cua linh vuc ho
trg sinh sdn. Phuong phap nay dua trén co s& chi cé
nhing phoéi c6 chat lugng t6t vé mat di truyén va
kha nang phat trién t6t mai co6 thé tién trién dén giai
doan phoi nang vao ngay 5 sau khi thuy tinh. Nubi
cdy dén giai doan phoi nang gilip nang cao dugc ti
1& 1am t& lén dén 60-70%. Thai diém phéi nang dugc
chuyén vao tif cung & ngay 5 la hoan toan phu hop
VvGi sinh ly phat trién va tang kha nang lam t6 vao
niém mac tl cung.

Trong t6ng s6 120 chu ky dugc nghién ctu, ¢ 25
chu ky dugc tién hanh nuéi cdy dén phdi nang, con
lai 95 chu ky thuc hién nudi - chuyén phéi ngay 3.
Pic diém bénh nhan ca 2 nhém thé hién & bang 1,
khoéng c6 su khac biét dang ké gilra 2 nhém & do tudi
ngudsi vag. Trong nghién ctu, d6 tudi clia bénh nhan
kha cao (trung binh trén 35tudi). Theo Langley va
cs (2014), su tao thanh phéi nang giam khi dé tudi
bénh nhan cao, tuong ty nhu bdo cdo ctia Coskun va
¢s (2000) ty lé c6 thai cila nhdm c6 doé tudi trén 35
th&p hon so véi cac nhom cé doé tudi thap hon. Pay la
mot yéu tébat lgicho viéc thu tinh trong 6ng nghiém
noi chung va su tao thanh phoéi nang néi riéng.Ngoai
dé tudi, s6 1an that bai trong cac chu ky diéu tri trudc
do, dap ung ctia buéng tring, s6 luong va chat lugng
phéi la cac yéu t6 quan trong dé tién lugng bénh.
Bénh dugc tién lugng tét cho ty 1& 6 thai khi chuyén
phdi ngay 5 cao han chuyén phéi & giai doan phan
chia (Glujovsky va cs, 2012).

Nhom nudi cay phoi nang (nhédm 1) c6 sé phoi
ngay 3 cao hon nhém nudi cay phéi ngay 3 (nhém
2), lanluot 14 7,7 + 3,4 va 4,1 + 2,1. S6 phoi tét ngay 3
cllanhom 1 dat 5,0 £ 1,8, trong khi nhdm 2 chi dat 2,6
+ 1,5. Chang va cs (2010) cho rang chi dinh cta béac
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sy trong viéc chuyén phéi ngay 3 hodc ngay 5 c6 thé
mot phan dua vao sé triing thu dugc, tic la & nhing
trudng hgp cé s6 tring thu dugc cao thi kha nang co
phéi nang cao han.Ty |é phéi ngay 3 phat trién thanh
phoi nang clia ching téi dat 51,2%, cao hon so Vi
bao cao clia Coskun va cs (2000) la 28%, ctia Nicholas
va ¢s (2007) la 24,7%. Theo Langley va cs (2014), ty 1é
tao thanh phéi nang tir phéi ngay 3 tang dan tir nam
1998-2013. Theo tac gia, vao nam 2013, ty lé nay dat
62% cao hon nghién ctiu cdia chung toi.

Vao ngay 5, ching t6i thu dugc 31,3% phoi nang
tét (>3AA), tuong duong véi két qua nghién clru clia
Landuyt va cs (2005) la 31,3%.Cac phoi nang tot nay
duoc lua chon dé chuyén phoingay 5.Trong 25 chu ky
nuoéi cay phoi nang, ching t6i déu thu dugc it nhat 1
phéi nang/chu ky. Méi chu ky chuyén phoi nang c6 s
phoi trung binh dudi 2. Két qua nay dang khich lé bai
vi ¢6 cac nghién ctiu da phai htly chu ky chuyén phéi
vi khéng c6 phéi chat lugng thich hgp dé chuyén vao
ngay 5 (Chang va cs, 2010). Viéc thiéu hut cac chi thi
tién doan su phat trién ctia phoi nang lam tang nguy
co khong c6 phéi chuyén mic du & ngay 2 hodc ngay
3 phéi van phét trién binh thudng. Tanaka va cdng su
(2013) da nghién ctu cac yéu t6 quan sat thay 6 ngay
3 lién quan dén kha nang tao phéi nang bao gom: sé
phoi bao, ty 1&é manh v va kich thudc cac phoi bao.
Theo d6, phoi ngay 3 & giai doan 8 té bao, ty 1é manh
v6 0% va phan chia dong déu la phéi cé kha nang
phat trién thanh phéi nang loai t6t cao nhat.

Nghién ctu cla chung téi ghi nhan ty Ié c6
thaisinh héa va thai lam sang cta chu ky chuyén
phdi nang kha cao (52% va 44%) so véi chuyén phoi
ngay 3 (32,2% va 25,4%). Ty |é thai lam sang chung toi
cao hon nghién ctu ctia Coskun (2000) 39%, tuong
duong vai két qua ctia Bungum (2003) la 52,5% hay
bao cado ctia Kang (2011) 51,2%. Freeman va cs (2000)
bdo cao két qua & nhimg bénh nhan trén 39 tudi c6
hon 10 tring cho ty 1& ¢6 thai sau khi chuyén phéi
nang t6t han chuyén phoingay 3 (1an lugt 1a 66,7% va
10,5%, p<0,05). Nhom tac gia cho rdng bénh nhan co
dé tudi cao (trén 39) phai c6 dap Uing budng tring tét
mai thich hop chuyén phéi ngay 5. Trong nghién ctu
cla chung t6i, mac du dé tudi ngudi vg trung binh
trén 35 nhung c6 s6 tring thu dugc cao 12,6 + 4,5
nén cho ty Ié cé thai kha quan.

Ty lé da thai ciia 2 nhém trong nghién cliu naygan
tuang duang nhau (lan luct la 18,2% va 20%) mac
du s6 phoéi chuyén trung binh cao haon trong nhom
chuyén phoi giai doan phan cit.Két qua nay xap xi
nghién ctiu cla Zakova va cs (2000) vGi ty Ié da thai

sau chuyén phoi nang va chuyén phéi ngay 3 lan luot
la 5/29 (17,3%) va 11/56 (19,6%).Mét s6 nghién cu
quan sat thdy ty lé song thai cGa chuyén phéi nang
la cao (53%) bat ké chuyén chi 2 phéi (Gardner va cs,
1998). Do do, can thiét phaiap dung chuyén 1 phoi
nang don cé chat lugng t6t dé gidm da thai trong khi
van duy tri ty 1& cé thai cao. Chon loc phéi nang dé
chuyén c6 thé dua thém vao cac dac tinh hinh thai
khac nhu kich thudc khéi ICM, t6c d6 phan cat va do
day mang zona (Zakova va cs, 2000). Nhu vay, nudi
cdy phoéi nang da gitp chung t6i tang kha nang lua
chon dugc cac phoi t6t tir ngay 3, c6 kha nang phat
trién thanh phoi nang tét dé chuyén phoi. Hon nira,
chuyén phéi ngay 5 phu hgp vdi sinh ly hon, thai gian
chuyén phéi tuong duong véi thai diém lam té tu
nhién cda phoi.

Mac du cac két qua co thai ctia nhdm 1 cao han
nhém 2 nhung su sai khac nay khéong cé y nghia
thong ké do c& mau nghién ctu clia ching t6i nho.
Tuy nhién, nhiéu nghién ctu khac da ching minh
rang ty 1& c6 thai clia nhém nudi cdy ngay 3 thap hon
5o v&i nhdm nudi cdy phoéi nang (Kang, 2011). Ngoai
ra, nghién ctiu ctia Magli (2000) con chira cé 51% cac
phoi ngay 3 t6t nhat bi léch béi, cao hon 35% so vai
phoi nang. Cac phoi bi khiém khuyét di truyén kho
c6 thé phat trién thanh phéi nang, do d6 viéc chuyén
phoi nang gilp chon loc phéi cé chat lugng tét hon.
Chuyén phéi ngay 2 hodc 3 vao budng tf cung cling
6 thé gay ra stress chuyén héa khi phéi & trong moi
trudng dinh duéng khac nhau cda tir cung, lam anh
hudng dén su phat trién cta phdi (Gardner va cs,
1998). Nudi cdy va chuyén phéi nang chinh vi thé da
va dang trd thanh xu thé dugc cac Trung tam ho trg
sinh san trén thé gidgi ap dung.

5. Két luan

Nghién ctu hiéu qua nudi cdy phdi nang trong thu
tinh 6ng nghiém ghi nhan ty lé tao thanh phoi nang
tur it nhat 3 phéi tét ngay 3 1a 51,2% va sé phoi nang
loai t6t chiém 31,3%. S6 phoi nang tao thanh trung
binh dat 2,6 + 1,5. Nghién ctu cho két qua cé thai
sinh hoa, thai lam sang cia nhém nuéi cdy phéi nang
tuong Ung la 52% va 44% cao han so véi nhom nudi
cdy ngay 3 (lan luot la 32,2% va 25,4%). Tuy nhién su
khac biét khéong cé y nghia théng ké c6 thé do s6 liéu
nghién ctu con it. Trong thai gian t6i, ching toi tiép
tuc trién khai ky thuat nuéi cdy phéi nang cho nhiing
d6i tugng phu hop nham sang td hon vai tro cta ky
thuat nay trong viéc nang cao ty lé c6 thai va huéng
téi muc tiéu chon mét phoi tot nhat dé chuyén.
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