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Hién Dinh Nghi (2024) cho thdy NCU d0 trung
gian chi€ém ty 1€ thap nhat.3®

Khi danh gia maéi lién quan gilra NCU va cac
ddc diém mé bénh hoc, ching téi thdy réng NCU
dd cao thudng gap han & khoi u cd mirc do xam
I&n sdu han, xam lan mach bach huyét, xam Ian
guanh than kinh va di can hach bach huyét (p <
0,05). Két qua nghién clru cua ching toi cd
nhiéu diém tudng ddng véi két qua nghién clu
clia mdt s6 tac gia trong va ngoai nudc. Cu thé,
Pham Hién Dinh Nghi cho thay ty Ié NCU d6 cao
gap nhiéu ¢ nhdm bénh nhan cé dé mo6 hoc cao,
xam 1an sau, di can hach, xam nhap mach va
than kinh (p <0,005).% Van Wyk va cong su thdy
NCU d6 cao cd lién quan dén giai doan T, giai
doan N, giai doan TNM, xam nhdp mach (p <
0,001).7 Nhirng két qué nay cho thdy rang viéc
danh g|a NCU trén cac tiéu ban nhudém H&E co
thé gilip du bao vé su xam 18n va lan rong cla
khGi u tir d6 hd trg cho cac bac si Iam sang dua
ra dinh hudng diéu tri va du doan tién lugng
ngudi bénh.

V. KET LUAN

Ty |1é NCU d6 thap la 61,7%, d0 trung binh
chiém 20,6%, d6 cao chiém 17,8%. Tinh trang
NCU d0 cao gdp nhiéu han 6 nhém u cd di cdn
hach, giai doan xam lan sau hon, c6 xam lan
mach bach huyét va quanh than kinh. Su khac
biét cd y nghia thong keé.
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bénh nhan la 36,31 + 4,58 nam, tat ca déu da tung
thuc hién IVF, trong ddé 31% da thuc hién >2 lan.
Phan I6n cé BMI binh terdng (81,7%) va AMH < 2,1
ng/ml (71,8%). Thdl gian kich thich trung binh Ia
10,14 + 1,427 ngay, tong lieu Rekovelle trung binh
176 28 + 35 ,98ug, co tuong quan ducong gilta E2
ngz‘ay trigger va s0 nodn >14 mm. S3 noan thu dugc
trung binh la 5,41 £ 3,52 noan; s6 MII la 4,3 + 3,11;
ty lé thu tinh trung binh dat 74, 44 + 28, 84% Su khac
biét s& nodn choc dugc glLra cac nhém tudi va AMH co
y ngh|a thong ké. Trong s6 phoéi nang ngay 5-6 trung
binh Ia 1,92 + 2,36 phdi, trong dé phoi chat lugng tot
la 0,77 £ 1,38 phdi, phan I6n dat d6 gian nd cap
3(83,82%); hinh thai nu phdi va la nudi cd mai lién hé
phu thudc ro rét. Két luan: da danh gia vé hinh thai
noan, phoi cta bénh nhan s dung phac do
Antagonist vd@i Delta — follitropin (rekovelle). T d6 la
€A sG cho cac budc nghién clru va danh gid ti€p theo
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trong nghién clu trén bénh nhan vo sinh st dung
phac d6. Tur khoa: buong triing, phac do antagonist,
hinh thai nodn, phoi, delta — follitropin (rekovelle).

SUMMARY
EVALUATION OF OOCYTE AND EMBRYO
MORPHOLOGY IN IVF PATIENTS USING AN
ANTAGONIST PROTOCOL WITH DELTA-

FOLLITROPIN (REKOVELLE)

Objective: To evaluate the morphology of
oocytes and embryos in patients undergoing ovarian
stimulation with the antagonist protocol using Delta-
follitropin (Rekovelle). Subjects and Methods: A
combined retrospective and prospective cross-
sectional descriptive study conducted on 71 infertile
women treated at the Military Clinical Embryology
Institute from August 2023 to December 2024.
Results: The average age of patients was 36.31 +
4.58 years; all had previously undergone IVF, with
31% having had two or more cycles. Most patients
had a normal BMI (81.7%) and AMH levels below 2.1
ng/ml (71.8%). The average stimulation duration was
10.14 *+ 1.427 days, with a mean total Rekovelle dose
of 176.28 £ 35.98 pg. There was a positive linear
correlation between E2 levels on trigger day and the
number of follicles 214 mm. The average number of
retrieved oocytes was 5.41 = 3.52; mature oocytes
(MII) averaged 4.3 £ 3.11; and the mean fertilization
rate was 74.44 + 28.84%. There was a statistically
significant difference in the number of oocytes
retrieved between age and AMH groups. The average
number of blastocysts on days 5-6 was 1.92 + 2.36,
with 0.77 = 1.38 being of good quality. Most
blastocysts reached expansion grade 3 (83.82%). A
significant association was observed between the
morphology of the inner cell mass and the
trophectoderm. Conclusion: This study successfully
evaluated oocyte and embryo morphology in patients
using the antagonist protocol with Delta-follitropin
(Rekovelle), providing a foundation for future research
and assessment in infertility treatment protocols.

Keywords: ovary, antagonist protocol, oocyte
morphology, embryo, delta follitropin (Rekovelle).

I. DAT VAN PE

Thu tinh trong 6ng nghiém (IVF) va tiém tinh
trung vao bao tuong noan (ICSI) la cac phuong
phap diéu tri vO sinh hiéu qua, trong dé kich
thich budng trirng bang hormon ngoai sinh dong
vai tro quan trong.

Alpha follitropin va beta follitropin Ia hai loai
FSH tai t6 hop phd bién, da dugc kiém chiing
ldm sang. Tuy nhién, delta follitropin — mot FSH
tai t6 hdp thé hé méi — dang trd thanh Iua chon
t6i uu nhg phudng phap san xuat dac biét. bugc
tao ra tir dong t€ bao vong mac thai nhi ngudi
(PER.C6VR) bang cong nghé DNA tai t6 hdp,
delta follitropin c6 cdu hinh glycosyl héa dac
trung véi chuoi dudng axit sialic lién két a2.3 va
a2.6, lam téng tinh 6n dinh va hoat tinh sinh hoc
cla thuGc. Pac biét, trinh tu axit amin cta hai

ti€u don vi a va B hoan toan gidng vdi FSH ndi
sinh cla con ngudi, gilp toi uu hdéa hiéu qua
diéu tri [1].

Diém khac biét quan trong cua delta
follitropin 1& phuong phap ca thé hda liéu dung
dua trén hormone anti-Miillerian (AMH) va can
nang, giup toi uu sb lugng triing thu dudc, giam
nguy cg dap ing qua muc va hoi chiing qua kich
bubng trirng (OHSS) [2].

Hién nay, delta follitropin dugc xem la mot
tdc nhan kich thich budng tring day tiém ndng
va thu hdt nhiéu su’ quan tam. Vi vay, ching toi
thuc hién nghién c(ru nay nham danh gia hinh
thai noan, ph6i & bénh nhan thu tinh trong 6ng
nghiém theo phac do antagonist s dung delta
follitropin (Rekovelle) tai Vién M6 phoi Lam sang
Quan doi.

I1. DOI TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. POi tugng nghién ciru. Cac phu nir
vO sinh diéu tri tai Vién mo6 phoi lam sang Quan
doi tir thang 8/2023 dén 12/2024.

- Tiéu chuén lua chon. Diéu tri thu tinh
trong 6ng nghiém kich thich budng trimg bang
delta Follitropin (Rekovelle [Ferring]). Bong y
tham gia nghién c(u.

- Tiéu chudn loai trir

+ Bénh nhan rdi loan ndi tiét tuyén giap, u
tuyén yén, u vung dudi doi.

+ U vU, u bubng tring, u xd tr cung, di
dang ca quan sinh duc;

+ Cac trudng hgp hién noan, luu noan.

2.2. Phudong phap nghién ciru: Nghién
clru hoi clru két hgp tién clru, mo ta cét ngang.

2.2.1. €& mau. Téng ¢ 71 phu nit vd sinh
phu hop tiéu chun Iua chon va loai trur.

2.2.2. Phuong phdp thu thap sé liéu.
Thu thap s li€éu trén bénh an diéu tri va cac
bénh nhan mdi tGi diéu tri tai Vién mé phoi lam
sang Quan doi.

2.2.3. Cac chi sé, bién sé trong nghién
ciru: - Tudi

- Tién sUr da diéu tri thu tinh trong 6ng nghiém

- Chi s6 khéi ca thé (BMI).

- Téng liéy, liéu trung binh Follitropin 8.

- Thai gian kich thich budng triing.

- S6 noan thu dugc, s6 noan trudng thanh MII.

- SO lugng noan thu tinh, ty 1€ thu tinh.

- P4c diém phdi ngay 5-6: S6 lugng phdi,
chat lugng phdi, hinh thai phéi (d6 gian khoang
nang, nu phoi, la nudi).

2.2.4. Xur' ly sé'liéu: - XU ly va phan tich s6
liéu trén phan mém SPSS 22.0

- Cac thuat toan dugc xur dung trong nghién
cltu: kiém dinh phi tham s8, Man-Witney U test,
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ki€ém dinh Fisher's Exact. Gia tri p < 0,05 dugc
coi la ¢ y nghia théng ké.

- Két qua dudc phan tich va trinh bay dudi
dang bang tan s8, ty 1& phan trdm, biéu do.

2.2.5. Pao dirc nghién cuau. Quyét dinh
cla dé tai nghién clru s6 3509/QD-HVQY ngay
23 thang 8 nam 2024. SO liéu dudc Vién mo phoi
l&m sang Quan doi, Hoc Vién Quan Y cho phép
st dung va cong bé. Nhém tac gid cam két
khong cé xung dot Igi ich trong nghién ctru.

Ill. KET QUA NGHIEN CU'U

3.1. Déc diém doi tugng nghién ciru va
chu ky kich thich budng trirng

* Pdc diém chung cua déi tuong nghién
ciru duoc thé hién & bang 3.1

Bang 3.1. Pic diém chung cua doi
tuong nghién cuu

Pac diém chung cua d6i twong| S& [Tylé
nghién ctu lugng| %

Tudi Trung binh + SD | 36,31+4,58
Thap 3 |42

BMI Binh thuGng 58 (81,7

Cao 10 141

Tién s da lam 1 lan 49 |69,0
t'%ﬂ;':glf{gnﬂg > 1[an 22 (31,0
R . AMH < 2,1 ng/ml| 51 |71,8
Phan loai AMH A GH = 5" hg/mi| 20 [28.2
BMI (Body Mass Index-Chi sé khdi cd thé)

Tubi trung binh 13 36,31+4,58, nhé nhéat la
28 tudi, tudi I6n nhat 1a 45 tudi. Tat ca cac dbi
tugng nghién clu déu it nhat 1 [an da thuc hién
thu tinh trong 6ng nghiém, 31,0% bénh nhan da
tur 2 [dn da thuc hién thu tinh trong 6ng nghiém
trudc do. 81,7% bénh nhan cé BMI binh thudng,
4,2% bénh nhan c6 BMI < 18,5 va 14,1% bénh
nhan c6 BMI > 25. Nhdm ddi tugng ¢ AMH dudi
2,1 ng/ml chiém da s6 (71,8%).

*Pgc diém chu ky kich thich budng trirng

Bang 3.2. Pdc diém chu ky kich thich
buébng trirng

Bién s6

SO0 ngay str dung delta
follitropin (Rekovelle) (ngay)
Liéu trung binh delta follitropin

(Rekovelle) (ug/ngay)

Téng liéu delta follitropin
(Rekovelle) (ug)

Trung binh + SD
10,14 £ 1,43

17,32 £ 2,34

176,28 + 35,98

SO noan > 14mm 8,62 + 4,36 0.01
- 2788,03 = | '
E2 ngay trigger 2130.25 r=0,61

Thai gian kich thich budng triing trung binh
la 10,14 + 1,43, dai nhat la 15 ngay, ngan nhat
la 6 ngay. Tong liéu Rekovelle trung binh Ia
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176,28 + 35,977 ug. Cao nhat 1a 270,0 pg. C6
moi tuong quan tuyén tinh dudng gitra E2 ngay
trigger vGi s6 noan c6 kich thudc > 14mm trén
siéu am ngay trigger.

3.2. Pac diém hinh thai nodn va két qua
thu tinh

Bang 3.3. Pdc diém nodn thu duoc
Trung ciilf‘”tri Gia tri
binh + SD| L1aP | €a9

nhat | nhat

Tong s6 nodn thu dugcl5,41 + 3,52] 1 16

Bién so

SO noan MII 4,3 %+ 3,11 0 13
SO noan GV 0,24 £0,47] 0 2
So noannon MI  [0,45+ 0,77/ 0 3

S6 noan bat thudng 0,44 £ 0,69] 0 3
Téng noan thu dugc 5,41 + 3,52, trong do
s6 noan MII la 4,3 =+ 3,11, c6 3 trudng hgp
khoéng c6 MIL.
Bang 3.4. M6i quan hé giirta noan thu
duoc va nhom tuéi, AMH

Nhém tudi [S& noan thu dudc
<35 tudi 6(3,5-9) p=0,012
>35 tudi 4(2,75-6)
Phan loai AMH
AMH <2,1 ng/ml 4,75+3,13 ~0.013
AMH >2,1 ng/ml 7.1%3,45 P=Y

p duoc tinh bang Man-Witney U test

p=0,012 < 0,05 cho thay su khac biét vé sd
lugng nodn choc dugc gilta hai nhém tudi dudi
35 tudi va trén 35 tudi ¢ y nghia théng ké.

p=0,013 < 0,05 cho thay su khac biét vé sd
lugng noan choc dugc gitta hai nhom AMH cao
va thap co y nghia thong ké.

Bang 3.5, Pdc diém thu tinh

Bién s6 bi:;u; gso thg':f :Ir:ia'tcfgénthr%'t
Th‘i;j}g‘ngi”h 318+£2,69 0 12
Iﬁﬁaﬂgh:ﬁ 007031 0 2
E‘L‘#Btrilghlgﬂ 013£053 0 3
Khong thu tinh [0,90 + 1,24 0 8
Ty 18 thy tinh 7%};‘ o 0 100

S6 noan thu tinh trung binh la 3,18 + 2,69,
ty |é thu tinh trung binh la 74,44 + 28,84.

3.3. Dic diém hinh thai phéi ngay 5-6

Bang 3.6. Bac diém phdi ngay 5-6

Trung binh £ | Giatri | Gia tri

Bien so SD thap nhat l6n nhit

Phoi tot | 0,77 1,38 0 5

Phoi kha | 1,03 % 1,30 0 6
Phdi | 0,11 £0,32 0 1
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xau/kém

Tong phoil 1,92 + 2,36 0 12

Phan loai AMH <2,1 111,86 + 2,16

ph6i theo 1 ng/mijL, "1 p=0,95
AMH |AMH 22,1 ng/ml|2,05 + 2,87

Téng phéi ngay 5-6 la 1,92 + 2,36, trong dd
phéi chat lugng tét 0,77 + 1,38 chiém. Co su
tugng dong s6 lugng phéi ngay 5-6 gilta hai
nhém AMH véi p = 0,95 > 0,05.

Mirc db6 gian nd khoang nang

1.48 2.94

—

83.82 ’

Biéu dé 3.1. Mdc dé gidn né khoang nang

Trong 136 ph6i nang thu dudc thi da s6 khoi
nang cd muc do gian nd khoang nang do 3
chiém 83,82%.

Theo tiéu chudn ddng thudn danh gid chéat
lugng noan va phoi chi danh gia hinh thai nu phoi
va la nudi déi véi phdi nang ¢ muirc d6 gian rong
la do 3 va do 4. Cho nén, trong s6 136 phoi nang
ngay 5,6 chi xem xét mai lién quan hinh thai nu
phoi va & nudi cia 116 phdi nang (gém: phdi co
muc gian nd khoang nang do 3 va phoi do 4)

Bang 3.7. Moi quan hé giiia hinh thai
nu phéi va hinh thai lIa nudi cua phéi nubi

cdy ngay 5,6
Hinh thai | Hinh thai nu phoi |~
lanuéi | A | B | C |1oN9
A 25 0 0 25
B 33 61 [ 0 | 84 |P<001
C 0 6 1 7
Tong | 48 | 67 | 1 | 116

p duoc tinh theo kiém dinh Fisher’s Exact

Hinh thai nu phoi va hinh thai Id nudi cd6 moi
guan hé phu thudc.

Trong bang 3.7 két qua cho thady trong s6
136 phdi nang cé 48 phdi cd chat lugng nu phoi
loai A theo tiéu chudn ddng thudn danh gia chat
lugng noan va phoi, chiém 35,39%. Khong co
ph6i nao cé hinh thai nu phdi loai A ma lai co
hinh thai 1a nudi loai C va ngugc lai cling khéng
c6 phoi nao cd hinh thai nu phoi lai A va lai co
hinh thai la nuoi loai A.

IV. BAN LUAN

4.1. Pic diém doi tugng nghién ciru va
chu ky kich thich buéng trirng. Ddi tugng
nghién ciru gom 71 phu nif v6 sinh da tirng lam
thu tinh trong 6ng nghiém it nhat 1 [an trudc do
dd tudi tir 28-45 phu hgp tiéu chuén lua chon va
tiéu chuén loai trir cta nghién clru. Tudi trung

binh trong nghién ciu la 36,31+4,58 nam. Két
qua nay tugng dong vdi nghién clu cla Irene
Gazzo va cdng su' (2024) vai db tudi trung binh
34,22+4,05 nam [3], cling nhu cla Manuel
Fernandez Sanchez va cong su (2022) la
35,6+3,3 nam [4]. Trong nghién cu nay, do
tudi trung binh 13 36,31+4,58 nam, cho thdy xu
hudng ngay cang nhiéu phu nit tim dén diéu tri
v6 sinh khi d3 16n tudi, d6 tudi ma kha nang sinh
san suy giam ro rét do chat lugng, s6 lugng
noan giam va nguy cd gap cac van dé nhu suy
giam du tr{f bubng triing tang cao.

Thdi gian kich thich budng tring trung binh
la 10,14 + 1,427 ngay, cao nhat la 15 ngay, thap
nhat la 6 ngay, két qua nghién clru cua ching toi
tugng tu nhu nghién clru clia Nguyen Thi Ha va
cbng su nam 2024 la 10,31 + 0,89 ngay [5],
cling nhu clia bénh vién Phu san Hai Phong nam
2023 1a 10,2 + 0,9 ngay [6]. Tong liéu Rekovelle
trung binh trong nghién ctru la 176,28 + 35,977
hg thdp han so véi nghién cltu cla bénh vién
Phu san Hai phong 183,1 + 51,1 ug & nhom
AMH thap; 193,6 £ 63 ug 6 nhém AMH cao [6].
Cao hon nghién clru ESTHER 2 cla Bosch la
107,7 £ 39,2 ug & chu ky kich thich bubng tring
2 va chu ky kich thich bubng triing th& 3 la
130,0 + 57,5 pg [7]; Diéu nay cho thay réng, &
nhifng bénh nhan da ting trai qua mot chu ky
kich thich bubng triing trudc dé va cé néng do
AMH thap, nhu cau sir dung liéu Rekovelle cao
hon so v@i nhitng bénh nhan chua tiing thuc
hién kich thich budng tring.

4.2. Piac diém hinh thai noan va két qua
thu tinh. SO noan choc hit dugc trung binh cla
ching t6i la 5,41 + 3,52. Thap hon so véi cac
nghién clu khac: Nguyén Thi Ha va cong su
17,26 + 8,17 noan [5], Bénh vién Phu san Hai
Phong 12,5 £ 8,3 nodn [6], nghién c(fu ESTHER
2 cla Bosch la 9,2 £ 4,8 noan & chu ky kich
thich budng trirng 2 va chu ky kich thich budng
triing th(r 3 1a 8,3 £ 4,0 [7]. Tuy nhién s6 noan
choc hut dugc 8 nhdm bénh nhén cé AMH < 2,1
ng/ml la 4,75 £ 3,13 lai tuong dong vai s6 noan
choc dugc cla nhom AMH thap ctia bénh vién
Phu san Hai Phong la 4,7 £ 3,6 noan [6]. Tuy
nhién bénh nhan trong d6i tugng ching toi
nghién clitu déu la nhitng bénh nhan da it nhat 1
lan d& kich thich bubng triing trudc do bdng
thudc khac khong phai Rekovelle ma két qua
khong kha quan, cho thdy nhitng bénh nhan nay
c6 hién tugng dap 'ng kém vai kich thich budng
budng triing trudc do.

S6 nodn thu tinh trong nghién c(tu trung
binh 1a 3,18 + 2,69 noan, két qua nay tuang
dong véi nhom AMH thdp cla bénh vién Phu san
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Hai phong nam 2023 la 3,9 + 3,8 noan [6]. Ty Ié
thu tinh trung binh la 74,44 + 28,84.

4.3. Pac diém hinh thai phdi ngay 5-6.
Trong nghién ctru cla chung téi thu dudc 136 phdi
nang, s0 phoi nang trung binh la 1,92 + 2,36,
trong dé phoi chat lugng tot la 0,77 + 1,38 phdi.

Céc nghién ctu vé chuyén phdi nang tudi da
chi ra mai lién hé chat ché gilta mdc do gian
rong phoi nang va hinh thai t€ bao la nuoi
(Trophectoderm — TE) v&i ty 1€ chuyén phdi va
sinh con s6ng. Nam 2011, Ahlstrom A. va cong su
d3 phan tich 1.117 chu ky chuyén phdi nang tuoci
va xac dinh rang m{c do gidn rong phdi nang dong
vai trd quan trong trong tién lugng két qua thai
sinh s6ng, vdi ty |€é dat 36,4% & phdi do 3 va
46,5% & phoi do 4 [8]. Da sO phdi nang ngay 5
trong nghién cftu nay thudc do gian rong 3. Trong
nghién cru cla ching t6i, ph6i nang do 3 chiém ty
Ié ap dao vdi 83,82%, trong khi cac d6 1, 2 va 4
[an luot la 1,48%, 2,94% va 11,76% (biéu db 3.1).

Nam 2014, Xiaojiao Chen va cOng su da
phan tich 263 chu ky chuyén phdi nang don
dugc rd déng bang thuy tinh hda va xac dinh cac
ph6i nang cé6 muc hinh thai 1a nu6i (TE) cao han
lam tdng dang k& ty 1& cd thai Idm sang va sinh
con song [10]. Nam 2020, Dayuan Shi va cong
su cling nhan manh vai trd cta hinh thai 1a nudi
(TE) véi ty 1€ co thai, dong thdi chat Iugng khoi
nu phdi (ICM) 13 mdt chi s tiém an cho say thai
nguyén boi; cac phbi nang cé ICM loai A nén
dugc uu tién trong qué trinh chuyén phdi nang
don 1é dé giam kha ndng say thai. Trong nghién
ctu cla chung toi 136 phdi nang co 48 phoi co
chét lugng nu phdi loai A theo tiéu chuin dong
thuan danh gid chat lugng noan va phoi, chiém
35,39%. Khong c6 ph6i nao cé hinh thai nu phoi
loai A ma lai co hinh thai 1a nu6i loai C va ngugc
lai cling khong cé ph6i nao cé hinh thai nu phoi
lai A va lai cd hinh thai la nudi loai A. Két qua
nay phu hdp véi nghién cru ctia Van den Abbeel
E. va cong sy (2013), khi danh gid 600 phoi
nang, tac gia cling ghi nhan ty 1€ phoi xép loai
AC va CA rat thap, chi khoang 1%. Trong s6 116
ph6i nang c6 dé gian rong nang phoi > 3, cho
thdy hinh thai nu phoi va hinh thai 1a nu6i co mai
guan hé phu thudc.

V. KET LUAN

Kich thich bubng tri'ng bdng phac do
Antagonist véi Delta Follitropin v&i nhom bénh
nhan cé it nhat 1 lan kich thich budng trudc dé
bang thudc khac khong dugc tdi uu hda cho két
qua tuagng d6i kha quan vdi thai gian kich thich
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budng triing trung binh 10,14 + 1,427 ngay, téng
liu Rekovelle la 176,28 + 35,977 ug; sO noan
choc hdt trung binh la 5,41 + 3,52 noan va s0
pho6i ngay 5-6 trung binh la 1,92 + 2,36 phéi. Pa
s6 phoi nang thu dugc cé mdc dé gian ng khoang
nang la do 3, co6 48 phoi cé chat lugng nu phéi
loai A va 25 phdi cd chat lugng la nudi loai A.
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