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Tém tét

Muc tiéu: Danh gia hiéu qua ctia chuyén phoi ngay 5 trén doi tuong that bai lam t6 sau
TTTON. Déi twgng va phuong phap nghién ctru: nghién ctru loat ca, duoc tién hanh trén
45 chu ky that bai lam t6 tai IVF Van Hanh trong thoi gian tir thang 8/2011 dén thang 6/2012.
Bénh nhan dugc goi la that bai lam t6 khi khong c6 thai sau 3 chu ky chuyén phoi, véi it nhat
8 phoi tot duoc chuyén. Phoi sau thu tinh trong 6ng nghiém duwoc nudi cay trong moi treong
ISM1 trong hai ngay dau, sau d6, duoc nuéi cay ti€p trong moi truong BlastAssist (Origio,
Pan Mach) dén ngay 5 trong mdi truong 6%CO,, 7%0,. Yéu t6 danh gia két qua chinh 1a ty
1é thai 1am sang va ty 1€ lam t0 cua phoi. Yéu t6 danh gia két qua phu bao gom ty 1é c6 phoi
ngay 5, ty 1& c6 phoi tot ngay 5, ty 1é da thai. K&t qua: Dic diém chung ctia cic truong hop
that bai nhiéu 1an twong dwong nhau gitta cac chu ky that bai trude va trong chu ky nghién
cttu. 100% chu ky diéu tri c6 phoi ngay 5 dé chuyén. Ty 1é phoi ngay 5 c6 chat luwong tot la
35,5%. Vi sO lugng phoi chuyén trung binh 1,5 + 0,7, ty 1€ thai 1am sang dat dwoc la 41,9%
voi ty 16 1am t6 14 25,3%. C6 3 truong hop da thai duoc ghi nhan (song thai). Két luan: Day
la nghién cttu dau tién vé chuyén phoi ngay 5 trén doi twgng that bai lam t6 nhiéu lan tai
Viét Nam. Két qua cho thay chuyén phoi ngay 5 c6 thé la mot trong nhitng phuwong phap
hiéu qua nham cai thién ty 1¢ thai 1am sang va han ché tinh trang da thai trén d6i tuong nay.
Tir khoa: that bai lam t6, chuyén phoi ngay 5, ty 1€ thai lam sang, ty 1€ lam to

Abstract

Blastocyst transfer can improve clinical pregnancy and implantation rates in patients
with repeated implantation failure

Objective:To evaluate the effectiveness of blastocyst transfer in patients with repeated
implantation failure at IVF Van Hanh. Method: This is a case series study. 45 IVF cycles
with RIF at IVF Van Hanh were recruited from August/2011 to June/2012. Primary outcomes
were clinical pregnancy rate and implantation rate. Blastulation rate, good quality embryo
rate and multiple pregnancy rate were used as secondary outcomes. Results:The baseline
characteristics of patients were similar between previous cycles and in treatment cycle. 100%
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of treatment cycles had blastocysts to transfer. The rate of good quality embryo was 35.5%.
Mean number of embryo transferred was 1.5+0.7. The clinical pregnancy rate was 41.9%,
implantation rate was 25.3%. There were 3 cases with twins. Conclusion: This wasthe first
study to assess day 5 embryo transfer for patients with repeated implantation failure in
Vietnam.Our results showed that blastocyst transfer can help to improve clinical pregnancy
rate as well as implantation rate in RIF patients.

Keywords: repeated implantation failure, clinical pregnancy rate, implantation rate, blastocyst
transfer
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PHQG-HCM

bat vén dé

Trong nhitng nam gan day, viéc diéu tri
vO sinh hiém muon, nhat la thu tinh trong
ong nghiém (TTTON) da c6 nhiing budc
tién by dang ké vdi ty 1€ thai dao dong trung
binh khoang tir 30-40%. Nhu vay c6 dén
60% chu ky that bai trong viéc diéu tri. Co
nhiéu nguyén nhan gay ra hién tuong that
bai nhiéu lan nhu: ddp Gng budng tring
kém, chat luong phoi kém, chuyén phoi kho
1ap lai nhiéu lan""2. Trong d¢, that bai trong
qua trinh lam t6 ctia phdi 1a mot giai doan
that bai chinh yéu d6i véi phuong phéap
diéu tri TTTON.

Hién tuong that bai lam t0 nhiéu lan
(Repeated Implantation Failure - RIF) duoc
dinh nghia khi phoi chuyén khong c6 kha
nang lam to sau mdt vai chu ky diéu tri voi
sO phoi t6t dugc chuyén mot cach hop ly.
Tuy nhién, khong c6 tiéu chi chinh thttc xac
dinh s6 luong chu ky that bai hodc tong s6
phoi chuyén. Theo d6, cac trung tam khac
nhau c6 thé st dung cac dinh nghia khac
nhau cho RIF. Theo mot so tac gia, RIF duoc
dinh nghia khi khong c6 thai sau 2-6 chu
ky IVE trong dé c6 hon 10 phdi tot duoc
chuyénl®. Ngay nay, voi ty 1€ thanh cong
cua cac chu ky hién tai va xu huéng chuyén
tlr 1-2 phdi, cac tac gid dé nghi rang nén
xac dinh RIF sau khi that bai 3 chu ky lién
tiép, trong do6 o tir 1 dén 2 phoi t6t duoc
chuyén trén mdi chu ky®.Hién nay trén thé
gioi, nhiéu can thiép vé 1am sang va labo da

va dang duwoc ap dung cho cac bénh nhan
RIF nhu liéu phdp mién dich, liéu phap t&
bao lympho, soi tir cung, phau thuat cat 6ng
dan tring!" ¢ hay stt dung Atosiban, mot loai
thudc giam con go tir cung trude khi chuyén
phoi. V& phia labo, chuyén phdi ngay 5,
giai doan blastocyst c6 thé la mot bién phap
diéu tri cho nhitng bénh nhan RIF.

Trudc day, da s6 cac trung tam IVF déu
thuc hién chuyén phdi vao giai doan phoi
ngay 2/ ngay 3 (tir 4-8 t&€ bao). Hé thong
danh gia phoi thong thuong dwa vao hinh
thai ctia phoi bao goém cac chi tiéu nhu s&
leong phdi bao, mitc d0 phan manh cta
phoi, va d6 dong déu ctia phdi bao. Tuy
nhién, cac thong sd danh gia nay van chua
cho thdy “kha nang song” cta phoi sau qua
trinh chuyén phoi. Do d6, nham ting ty 1é
thai 1am sang, sd lwong phoi chuyén trung
binh 6 mbi bénh nhan dao dong tir 3-4 phoi.
Vi s6 lwong phoi chuyén cang cao, dan dén
nguy co cao trong qua trinh giam thai. Ngay
nay, véi ki thuat hd tro sinh san ngay cang
phat trién cho phép cac trung tdam TTTON
kéo dai thoi gian nu6i cdy 1én giai doan phoi
ngay 5 (phoi nang — blastocyst). Viéc kéo dai
thoi gian nuoi cdy dén giai doan phdi ngay
5 cho phép thu nhén cac phdi c6 stic song
tot nhat, giam nhing phoi c6 bat thuong
vé di truyén, giam kha nang da thai do chi
chuyén 1-2 phoi.

Chuyén phoi ngay 5 da duoc ap dung
tte hon 10 ndm qua, cha yéu trén nhom doi
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twong bénh nhan co6 tién luong tot®. Bén
canh d6, chuyén phdi ngay 5 cho nhom
bénh nhan RIF ciing c6 thé dugc 4p dung.
Theo mot sd nghién cttu ban dau thyc hién
khong c6 nhédm chitng (4 nghién ctru)?®' va
c6 nhém chiing (3 nghién ctru)!>*% cho thay
chuyén phéi ¢ giai doan phdi ngay 5 dem
lai hiéu qua cao hon trong nhéom déi twong
that bai nhiéu 1an. D6i vdi nhdém bénh nhan
RIF, Cruz va cong su cho rang ty 1¢ thai va
ty 1é lam t6 ctia phoi tang cao trong nghién
cttu khong ngau nhién cua tac gial'. Mat
khéc, trong mdt nghién ctru ngau nhién cé
nhom chitng trén bénh nhan RIF, Levitas va
cong su cho thay chuyén phoi ngay 5 chi c6
ich d6i v6i nhiing nhém bénh nhan khong
bi dap tng budng tring kém. Tuy nhién,
khong co6 su khac biét vé ty 1é da thai gitra
cac nhém!l,

Tai IVF Van Hanh, ching t6i da tién
hanh nudi cdy phoi ngay 5 ttr bénh nhan ¢
kich thich budng triing trong TTTON bang
phac do6 kich thich budng tring nhe (mild
stimulation). Ttt thang 8 nam 2011, ching
toi da tién hanh trién khai chuyén phoi
ngay 5 trén bénh nhan RIF. Nghién cttu nay
duoc tién hanh nham danh gia hiéu qua cua
chuyén phoi ngay 5 trén cac doi twong nay.

Phuong phdp nghién cuu

Day la nghién ctru bao cdo loat ca, duoc
thiee hién trong thoi gian tir thang 8/2011
dén thang 6/2012 tai IVF Van Hanh. Bénh
nhan duwoc nhan vao nghién cttu khi thoa
cac tiéu chuan (1)khong c6 thai sau 3 lan
chuyén phéi voi it nhat 8 phoi chat luong
tot duoc chuyén, (2) tudi dwdi 40, (3) cac xét
nghiém noi tiét trong giéi han binh thuong,
(4) kinh nguyét déu, (5) khéng cd cac bat
thuong vé tr cung va budng tring va (6)
dong y tham gia nghién ctru. Cac bénh nhan
6 bat thuwong tir cung, lac ndi mac tir cung,
@ dich voi triing hay thuc hién TTTON bang
ky thuat IVM khong duwoc nhan vao nghién
ctru nay.

Bénh nhéan sau khi kich thich budng
tring bang phac d6 GnRH antagonist duoc
tién hanh choc hat sau 34-36h tiém hCG
dwdi sy huéng dan caa siéu am dau do am
dao. Noan sau khi choc hut duoc nudi trong
tu cdy CO, trong khoang 2-3 gio trudc khi
duoc tach bo 16p té' bao xung quanh. Noan
cua tat ca bénh nhan trong nghién ctru duoc
thu tinh bang phuong phép tiém tinh tring
vao bao twong noan (ICSI). Noan sau khi
ICSI dugc chuyén vao moi truong ISM1
(Origio, Ban Mach) va duoc nudi qua dém
trong tu cay voi CO, 6%, 7% O2. Vao thoi
diém kiém tra thu tinh, sau 16-18h sau ICSI,
noan duoc danh gia sy hién dién 2PN, phan
nhom 2PN va 1 t& bao. Kiém tra phoi ngay
2 & thoi diém 42-44h sau ICSIL. O giai doan
phoi ngay 3, vao thoi diém 68h sau ICSI,
tién hanh kiém tra, danh gid va phan loai
chét luong phéi va chuyén sang moi treong
BlastAssist (Origio, Dan Mach) va tiép tuc
nudi trong t cdy 6% CO,, 7% O,.

Dénh gia phodi ngay 5 duoc tién hanh vao
sang ngay 5 (116h) theo tiéu chuan danh gia
phoi ctia dong thuan Alpha. Phoi truedce khi
chuyén duoc cho vao mdi trueong chuyén
phoi c6 b6 sung hyaluronan (UTM, Orgio,
Dan Mach) trong khoang thoi gian 10 phut.
Chuyén phéi duoc thuc hién véi catheter
dau mém dudi hudng dan ctia siéu am nga
bung. Bénh nhan duoc hd tro hoang thé
twong tu nhu cac chu ky chuyén phoi khac
va tht mau (BhCG) sau 11 ngay chuyén
phoi. Néu duong tinh, bénh nhan duoc siéu
am vao 3 tuan sau do.

Yéu t& danh gia két qua bao gdm: ty 1€ co
phoingay 5, ty 1é 6 phdi tét ngay 5, ty 1€ thai
lam sang, ty 1é lam t6 cua phoi va ty 1é da
thai. S8 liéu duoc phan tich bang phan mém
SPSS 19.1.

Két qua

Trong thoi gian tir thang 8/2011 dén
thang 6/2012, c6 45 bénh nhan that bai lam
td nhiéu lan thoa tiéu chuan va dwoc nhan
vao nghién ctru.
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Dic diém cic bénh nhan RIF 6 chu ky
trudc

Bing 1. Ddc diém cdc bénh nhan RIF &
chu ky truée

Tudi trung binh 31.7+3.3
89 noan choc hut trung 13.545.6
binh/ca

S6 noan ICSI trung

binh/ca 10.7 £5.2
Ty 1¢ thy tinh 71.2%
Ty 1é phoi tot ngay 2 58.6%

Tu6i trung binh 1a 31,7 + 3,3, ty 1é thu tinh
trung binh dat 71,2%, ty 1é phoi t6t ngay 2
la 58,6%. Két qua nay cho thdy khong co sy
khéc biét so v6i dic diém bénh nhan & chu
ky nghién cttu (Bang 2).

Pic diém cac bénh nhan RIF tién hanh

nudi phoi ngay 5

Bdng 2. Dic diém cdc bénh nhan RIF
tién hanh nuédi phoéi ngay 5

Tudi trung binh 33,7+4.3
S\o chu ky diéu tri trung 3,31+0.9
binh

S6 noan choc hut trung

binh / ca 13,1+6.6
S6 noan ICSI trung

binh / ca 11,3+5.8
Ty 1¢ thy tinh 70,3%
Ty 1é phoi tot ngay 2 59,8%
Ty 1€ phoi tot ngay 3 40,3%

Tu6i trung binh 1a 33,7 + 4.3, ty 1€ thu tinh
trung binh dat 70,3%, ty 1é phoi tot ngay 2
la 59,8%

Két qua nubi ciy phdi ngay 5
Bang 3. Két qua nudi cdy phoi ngdy 5

mungbinh o | 15207
Ty 1€ s6 ca c6 phoi ngay 5 (ig%-;)
Ty 1€ s6 ca c6 phoi tot ngay 5 (3156,/31(?)
Ty 1é B -hCG (52?;/540:{;)
Ty 1¢ thai lam sang (4;%3,/94‘?’0)
Ty 1¢ lam t5 ctia phoi éi%é)
Ty 1¢ da thai (2 thai) %36/?;/)

Tat ca 45 truong hop duoc chi dinh nuoi
phoi ngay 5 déu c6 phoi chuyén vao ngay
chuyén phoi, trong d6 ¢ 16 ca (35,5%) co
phoi ngay 5 t6i wu va 6 2 ca (4,4%) duoc chi
dinh trit phoi toan bo.

Trén 43 ca chuyén phoi, chung t6i ghi
nhan duoc 18 ca (41,9%) co tim thai. Trong
d6, 15 ca c6 1 tim thai va 3 ca co 2 tim thai.

Ban luan

Day la nghién cttu dau tién tai Viét Nam
duoc thuc hién nhdm danh gia hiéu qua ctia
chuyén phdi ngay 5 trén bénh nhan that bai
lam t6 sau TTTON. Két qua nghién ctru cho
thay chuyén phoi ngay 5 c6 thé la mdt giai
phap hiéu qua cho nhiing d6i twong bénh
nhan nay, khi lam tang ty 1€ c6 thai ttr 0% &
cac chu ky diéu tri trude 1én 41,9% 6 chu ky
diéu tri v6i chuyén phoi ngay 5.

That bai lam td nhiéu 1an duoc xem 1a
mot thach thttc cho cac bac sy lam sang.
Nhiéu nghién cttu da cho thay c6 su sut
giam ty 1é thai sau nhiéu chu ky IVF that bai
lién tiép!™?. Nguyén nhan chu yéu c6 thé do
bat thuwong trong su chdp nhan cua ndi mac
tr cung hodc do chét lwgng phdi chuyén!'’.
Thuc t& khi phoi ¢ chat lwong kém hodc
chat lwong phdi khong dong nhat thi xac
sudt chuyén phoi c6 chat luong khong tot
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gia ting véi s lugng phoi chuyén dan dén
lam giam ty 1¢ lam t5 ctia phoil"”l. Dong thoi
phoi chuyén c¢6 kich thude khong dong déu
6 thé'1lam giam kha nang lam t6 caa phoil’sl.

Thong thwong, phoi dwgc chuyén
vao giai doan 4-8 t€ bao (ngay 2 / ngay 3).
Chuyén phéi ¢ giai doan phoi nang la mot
phuwong phép gan véi sinh ly honl*l. Dong
thoi, bd gen cua phdi duoc hoat héa day
du ¢ giai doan 8-10 té' bao. Do d6, nudi cay
phoi dén giai doan phoi nang sé c6 kha nang
chon lwa duwgc phoi c6 kha nang lam td cao,
giam ty l¢ da thai.

ba c6 mot s6 nghién ctru cho thay hiéu
qua cua chuyén phdi ngay 5 trén d6i tuwong
that bai nhiéu lan. B6n nghién cttu dau tién
da chiing minh hiéu qua cta viéc kéo dai
thoi gian nudi cdy phoi dén giai doan phoi
ngay 5 6 nhom d6i twong nay: cac cap vo
chong c6 tién st it nhat 3 lan that bai hodc
it nhat cd 4 1an that bai™®! hodc cd it nhat
10 phéi chét lwong tot dé chuyénl® trude
khi duoc d€ nghi nu6i cay phoi ngay 5. Két
qua thai lam sang dwoc ghi nhan ¢ 4 nghién
ctru twong tng 30%, 44%, 21% va 29%. Tuy
nhién nhiing két qua nay can phai tiép tuc
nghién cttu boi vi thuc hién khong c6 nhom
chiing va thue hién khong cé tinh ddng nhat
cta quan thé nghién ctru.

Hai thtr nghiém c6 nhém chiing ngau
nhién da chi ra rang chuyén phdi nang sau
khi that bai lam t v6i chuyén phoi ngay 2-3
c6 thé mang lai két qua cao hon dang kévé
ty 1€ thai va ty 1€ sinh song!*#l. Cai tién trong
lwa chon phoi chuyén va kha nang tiép nhan
cua tir cung c6 thé giai thich cho 1oi ich ctia
viéc chuyén phoi ¢ giai doan phoi nang cho
cac cap vo chdongvdi RIF.

Déi twong bénh nhéan trong nghién ctu
cua chung t6i co it nhat 3 1an that bai lién
tiép. Mdac du day chi la nghién cttu loat ca,
nhung cac thong sd diéu tri trong cac chu
ky trudc c¢d thé dugc st dung nhu nhom
chiing. D@t liéu cho thdy nhitng dac diém
bénh nhan diéu tri trong dot nghién ctru

khong cé su khac biét so voi ddc diém bénh
nhan ctia cac chu ky diéu tri trudc. Két qua
ban d4u ching t6i dat dwoc 100% chu ky o
phoi ngay 5 dé€ chuyén. Két qua nay cao hon
so voi két qua ctia Levitas va cdng sul'®(74%
chu ky c6 phoi ngay 5 d€ chuyén) va Guerif
va cong sul”(90% chu ky cé phoi ngay 5
dé€ chuyén). Mac du s6 luwgng bénh nhan
RIF trong nghién ctru ctia chung t6i (n=45)
khong nhiéu so véi hai tac gia Levitas va
cong su (n=54) va Guerif va cong su (n=129),
song két qua thu duoc budc dau nay cho
thay sy 6n dinh va hiéu qua trong viéc nudi
cay phoi ngay 5 va co thé cd lién quan dén
tiéu chuan lwa chon bénh nhan.

Két qua nghién cttu cho thdy ty 1é thai
lam sang va ty 1& lam t6 dat duoc 1an luot 1a
41,9% va 25,3%;teong te voi tac gia Guerif
(34,1%; 25,4%) va Levitas (29,4; 21,2%)17,
Ngoai ra, két qua nghién cttu con cho thay
ty 1€ 6 thai va ty lam t6 cé thé phu thudc va
sO phéi chuyén co chat lugng tot vao ngay
5. Trong d6, néu chuyén 1 phdi ngay 5 cd
chat luong tot, ty 1€ thai lam sang dat duoc
37,5% véi ty 1é lam t0 1a 28,6%; néu chuyén 2
phoi ngay 5 c6 chat luong tot, ty 1€ thai lam
sang tang lén 50% voi ty 1€ phdi lam to la
33,3%. Do s8 luong ¢& mau con it va chua c6
su khéc biét thong ké, voi két qua ban dau,
chting t6i ghi nhan rang c6 thé chat lwong
phoi c6 anh huong dén két qua thai 1am
sang khi chuyén ttr 1-2 phoi nang c6 chat
luwong tot.

Diém dic biét la két qua nghién ctu
cho thay ty 1é c6 thai ting tit 0% ¢ cac
chu ky diéu tri tredce so vdi 41,9% & chu
ky diéu tri, trong khi cac ddc di€m chinh
cta cac chu ky diéu tri trede va hién tai
la khong thay d6i. Khac biét duy nhat la
cac chu ky diéu trudc, bénh nhan duwoc
chuyén phoi giai doan phan chia (ngay
2) va ¢ chu ky diéu tri nay, toan bo bénh
nhan dugc chuyén phdi ngay 5. S6 lugng
phoi chuyén ciing khac biét. O cac chu
ky trudce, c6 it nhat 3-4 phoi tot dwoc st
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dung trong mdi 1an chuyén phdi, trong
khi s& phoi chuyén trung binh trong chu
ky nghién ctu it hon rat nhiéu (trung
binh la 1,5 phoi). Di€u nay cé thé cho thay
trén nhitng bénh nhan RIF, that bai lam t6
c6 thé cd lién quan dén qua trinh chon lya
phoi dé chuyén. O giai doan ngay 2, viéc
lwa chon phoi chuyén dwa vao tiéu chudn
hinh thai cé vé chwa cé hiéu qua trong
viéc lya chon duwoc nhitng phéi “tdi wu”,
c6 kha nang phat trién va lam t6 cao nhat.
Trong khi do, viéc kéo dai thoi gian nudi
cdy in vitro dén giai doan phdi nang cé
thé giup loai bo nhitng phdi c6 stic song
kém. Tuy nhién, viéc trién khai nudi cay
phoi ngay 5 c6 nhitng nguy co nhat dinh,
trong do, viéc khong cé phoi dé chuyén

can dugc quan tam va tu van ky véi bénh
nhan trudc khi di€u tri. Tinh trang nay c6
thé dugc han ché néu cac quy trinh hoat
dong trong labo TTTON duwoc ki€ém soat
chat va hoat dong cé hiéu qua.

Két luan

bay 1a nghién cttu dau tién vé chuyén
phoi ngay 5 trén d6i tuong that bai lam to
nhiéu 1an tai Viét Nam. Két qua budc dau
dat duoc tai trung tam chung t6i cho thay
quy trinh nudi cdy phoi ngay 5 kha én dinh
va dem lai nhitng hiéu qua thé hién trén ty
1¢ thai lam sang va ty 1€ lam t0. Viéc chuyén
phéi ngay 5 c6 thé 1a mot trong nhing
phuong phéap hiéu qua nham cai thién ty 1é
thanh cong ctia mot chu ky diéu tri.
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