TNU Journal of Science and Technology 229(05): 399 - 404

EVALUATION OF THE RESULTS OF IN VITRO FERTILIZATION IN
PATIENTS' OVARIAN STIMULATION BY USING CORIFOLLITROPIN ALFA

Nguyen Xuan Thanh®, Nguyen Xuan Hoi
National Hospital of Obstetrics and Gynecology

ARTICLE INFO

ABSTRACT

Received: 09/11/2023
Revised: 25/3/2024
Published: 03/4/2024

KEYWORDS

In vitro fertilization
Ovarian stimulation
Corifollitropin alfa
Infertility

Embryo transfer

The study evaluates the results of in vitro fertilization in patients with
ovarian stimulation by using Corifollitropin alfa. Using the cross-
sectional descriptive research method, we studied 121 patients
indicated for IVF who received egg stimulation with corifollitropin
alfa at the National Obstetrics and Gynecology Hospital from 2016 to
2018. Research results show that mean age was 29.63+3.93, with a
period of infertility of nearly four years. Embryogenesis results when
ovarian stimulation with Corifollitropin alfa was high: the number of
embryos was 9.75 + 4.63 embryos; the average number of good
embryos was 7.38+4.37; the average number of frozen embryos was
5.91+4.10 embryos; the average number of embryos transferred was
3.12+0.65 embryos. The proportion of clinical pregnancy and live
birth in the first embryo transfer were 31.4% and 19.0%, respectively.
In vitro fertilization with Corifollitropin alfa was effective and gave
good results in terms of fertilization rate, clinical pregnancy rate, and
live birth rate.
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Vo sinh

Chuyén phdi

Nghién ciu nham danh gia két qua thu tinh 6ng nghiém céc bénh
nhan dugc kich thich budng tring bang corifollitropin alfa. Bang viéc
st dung phuong phap nghién ciru mo ta cat ngang hoi ctu trén 121
bénh nhan cé chi dinh lam IVF duoc kich thich budng trang bang
corifollitropin alfa tai Bénh vién Phu san Trung wong tir ndm 2016
dén 2018. Két qua nghién ciru cho thay tudi trung binh cia nhom dbi
turong nghién ciu 29,63+3,93 vai thoi gian vo sinh gan 4 nam. Két
qua tao phoi khi kich thich budng trimg bang corifollitropin alfa cao:
s6 phoi thu 9,75 + 4,63 phdi; s phdi tét trung binh 7,38+4,37; s6
phdi trir dong trung binh 1a 5,91+4,10 phdi; s6 phdi chuyén trung
binh 1a 3,12+0,65 phdi. Ty 1& c6 thai 1am sang va thai sinh séng khi
kich thich budng triing bang corifollitropin alfa lan luot 1a 31,4% va
19,0% trong lan chuyén phoi dau tién. Thu tinh trong dng nghiém
bang phac d6 Corifollitropin alfa hiéu qua, cho két qua tét vé ty lé
thu tinh, ty ¢ thai 1am sang va ty 1¢ thai sinh séng.
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1. Pat van dé

Theo T6 chirc Y té thé gidi, nam 2015 c6 khoang 186 triéu cap vo chdng vo sinh hiém muon,
chiém khoang 9-18% dan sé chung [1], [2]. Tai Viét Nam, ti 1& vo sinh & cac cap vo chdng trong
d6 tuoi sinh san chiém 7,7% va c6 xu huéng ngay cang tang. C6 nhidu nguyén nhan dan dén vo
sinh, trong d6 vo sinh nam chiém 25-40%, vo sinh nit chiém 40-55% va 5-10% khéng ré nguyén
nhan [3].

Déi voi phuong phap thu tinh trong 6ng nghiém, kich thich budng trimg 13 quy trinh co ban va
dong vai trd quan trong quyét dinh thanh cbng cta hd trg sinh san. Muc dich cua kICh thich
budng trimg 13 lam ting sb lugng nang noan phat trién & ca hai budng triang va sb noan can thiét,
tir d6 tang ti 1¢ thy tinh va c6 nhiéu phéi tét dé chuyén phdi véi mong muén 1am ting ty 1¢ c6
thai. Tuy nhién, sy xuat hién dinh LH, khi cac nang nodn chua truong thanh thi s& budc qua giai
doan thoai trién, hoang thé hoa sém, 1am giam chat lugng nodn va giam ty 1é cé thai [4]. Do do,
viéc tic ché su xuat hién dinh LH trong kich thich budng triing 12 mot trong nhimg budc quan
trong cuia cac phac d6 kich thich budng tring trong thu tinh dng nghiém.

Hién nay, c6 nhiéu phac dd kich thich budng tring, nhung ba phac db hay &p dung nhat la
phac d6 dai, phac d6 ngdn va phac do antagonist. Trong d6, phac dd Antagonist hién nay dang
duge uu tién lya chon hang dau boi nhitng wu diém nhu: thoi gian kich thich budng trang ngan,
c6 thé khdng ché dugc dinh LH, han ché duoc qué kich budng trimg. Gan day, FSH tac dung kéo
dai (corifollitropin alpha — Elonva) déa dugc san Xuét va str dung thanh cong trong hd trg sinh san
& nhiéu quéc gia, trong d6 co Viet Nam. Elonva bat dau dwoc sir dung & chau Au tir thang 01 -
2010. Tai chdu A, elonva duoc sir dung dau tién tir nam 2011 tai Han Qudc, Pai Loan. Viét Nam
bit dau st dung elonva tir thang 7 — 2012. Nghién cuu ciia Vuong Thi Ngoc Lan cho thay két qua
budc dau vé sy tién loi, vé sé nodn, so phoi, chat lwong phoi, ty & co thai kha tét [5].
Corifollitropin alfa (Elonva) la mot loai FSH téi t6 hop nhung c6 thoi gian ban hay khoang 69
gio, dai hon nhiéu so véi FSH téi to hop thong thuong cé thoi gian ban hay 1a 30 gio. Vi vay,
mot miii tiém corifollitropin alfa s& c6 tac dung thay thé 7 miii tiém ciia rFSH hang ngay [6]. Bén
canh do, FSH tac dung keo dai tao ra nong d6 6n dinh cao hon FSH tiém hang ngay [7]. Vi
mong mudn cd thé hiéu duoc mot cach rd rang, cu thé nhimg wu diém va han ché cua viéc su
dung Corifollitrophin alfa, danh gia két qua Kich thich budng trang (KTBT) dén thai sinh song,
tir d6 x4c dinh d6i trgng bénh nhan nao phl hop dé sir dung FSH tac dung kéo dai nham giam
thiéu nhitng tinh trang dap tng kém hoac qué kich budng trang, chiing toi tién hanh nghién cau
nay véi muc tiéu: Pdnh gid két qua thy tinh ong nghiém cac bénh nhan duwoc kich thich buong
trung bdng corifollitropin alfa tqi Bénh vién Phy sdan Trung wong tir nam 2016 — 2018.

2. Phwong phap nghién ciru
2.1. Déi twong nghién ciru

Bénh nhan c¢6 chi dinh lam IVF dugc kich thich budng triing bang corifollitropin alfa tai Bénh
vién Phu san Trung wong tir nam 2016 — 2018.

Tiéu chuan lya chon: Bénh nhan dudi 40 tudi. Bénh nhan cé chi dinh diéu tri IVF bang phéc
d6 antagonist. Kich thich budng tring bang corifollitropin alfa.

Tiéu chuan loai trir: Bénh nhan dwoc KTBT bang phac d6 ngan, phac do dai, phac d6
Antagonist st dung FSH tiém hang ngay. Nhirng bénh nhan cho nhan noan.

2.2. Phwong phap nghién ciru

Thiét ké nghién ctru: St dung phwong phap nghién ciru mé ta cit ngang, c6 hdi ctru.

C& mau: Thu thap tat ca bénh nhan c6 chi dinh IVF duoc kich thich budng trimg bang GnRH
d6i van va corifollitropin alfa phii hop tiéu chuan Iya chon. Trong nghién ciru, ching t6i chon
duoc 121 bénh nhéan du tiéu chuin nghién ctru.

Phuong phap chon mau: Chon mau thuan tién.
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Phac dd antagonist kich thich budng trimg bang corifollitropin ALFA (ELONVA):

1. FSH tac dung kéo dai dugc tiém vao ngay 2 cua chu ky kinh.

2. Liéu FSH: 100 mcg véi bénh nhan <60 kg, 150 mcg véi bénh nhan > 60 kg.

3. B6 sung GnRHant (Orgalutran) 0,25 mg/ngay thir 6. Thoi gian bé sung GnRHant kéo dai
dén ngdy hCG.

4. B6 sung rFSH (Puregon) vao ngay 8 néu nang nodn chua du tiéu chuan.

5. Theo ddi sy phat trién ctia nang noan trén siéu am dau do 4m dao va dinh lugng noi tiét E2,
progesteron.

6. Tiém hCG khi c6 it nhat 2 nang c6 duong kinh > 18 mm hozc 3 nang > 17 mm.

7. Choc hut noan dugc thuc hién 36-38 gid sau tiém hCG.

2.3. Ngi dung nghién ciru

Dic diém chung: Tudi, thoi gian vo sinh, loai vo sinh, ndng d6 AMH, sé nang thirc cip AFC,
nong do E2 ngay tiém hCG, nong do progesterone ngay tiém hCG, do day niém mac vao ngay
tiém hCG.

Két qua kich thich budng tring: S6 nodn thu duoc sau choc hdt, s6 nodn MII, sé nodn thu
tinh, sé phoi thu dugc, chat luong phdi, sb phdi chuyén, sé phoi déng; ty 18 ¢ thai 1am sang, ty 1é
c6 thai sinh sbng.

2.4. Tiéu chudn danh gid

Tiéu chuan danh gia c6 thai:

Ty l¢ thai 1am sang 1a sb truong hop c6 thai 1am sang trén 100 chu ky kich thich budng trang,
chu ky choc hat nodn hoac chu ky chuyén phai.

Thai sinh séng duoc xac dinh bang tong sé trudng hop c6 it nhat 01 tré sinh séng/100 chu ki
chuyén phoi.

2.5. Phwong phdp xir 1y sé liéu

Céc s6 lidu duoc thu thap va xu 1y theo phuong phap thong ké y hoc trén phan mém Excel va
SPSS 20.0. Théng ké md ta: tan s6 va ty Ié caa céac bién sb, dbi véi bién dinh luong + SD. So
sanh su khac biét giita cac ty Ié bang Chi-square Test. T — Test; p < 0,05 su khac biét c6 y nghia
théng ké.

2.6. Dgo dirc nghién ciu

Pé cuwong nghién ctru da duoc thdng qua bai hoi dong dao duc trong y sinh hoc Bénh vién
Phu san Trung wong. Pay la nghién ctru hdi ctru trén cac bénh an cta ngudi bénh da dugc diéu tri
tai Trung tdm HJ tro sinh san Bénh vién Phu san Trung uong nén khong c6 bét cir can thiép nao
vao dbi tuong nghién ciru. Nghién ctru thu thap sé liéu mot cach chinh xac va dam bao bi mat cac
thong tin c& nhan cua déi twong nghién cau.

3. Két qua va ban luan
3.1. Két qua

Két qua nghién ciru vé dic diém chung cua ddi twong nghién ciru duoc thé hién qua Bang 1.
Két qua tai bang 1 cho thay, trong tong s 121 dbi twrgng nghién ciu, phan 16n d6i twong cé tudi
duéi 35 (87,0%); 13,0% c6 tudi tir 35 tré 1én. PO tudi trung binh cua dbi twong nghién ciu 1a
29,63+3,93 tudi. Ty 1& dbi twong vo sinh thir phat (57,9%) cao hon so véi vo sinh nguyén phat
(42,2%).

Hau hét déi twong tham gia nghién ctu c6 thoi gian vo sinh trén 2 nam (90,1%), trong d6 thoi
gian vo sinh thuong gap nhat 1a 2-5 nim (69,4%). Thoi gian vo sinh trung binh 3,92+2,39 niam,
v6i thoi gian v sinh ngan nhat 1 ndm, dai nhat 13 nam.
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Bang 1. Pdc diém chung cuia doi tirong nghién cizu (n=121)

Pic diém chung S6 lwong Ty 1€ %
, 2. <35 107 88,4

Nhom tudi >35 14 11,6
Tudi trung binh (+SD) 29,63+3,93 (19-39)

R C A Nguyén phat 70 57,9
Phan loai vo sinh Thir phat 51 421

<2 pém 12 9,9
Thei eian v6 sinh 2 dén dudi 5 nam 84 69,4
Lglany 5-10 nam 22 18,2
> 10 nam 3 2,5
Thoi gian vo sinh trung binh 3,9242,39 (1-13 nam)
Tong 121 100
Bang 2. Pdc diém duie triz buong trieng, kich thich budng tring, ngay tiém hCG cuia doi twong nghién ciru
(n=121)

Pic diém 1am sang Trung binh = SD

o 4z o , AMH (ng/ml) 4,36+1,77
D:gw diém du trit budng triing AFC (nang) 11.2043,05
S6 ngay KTBT (ngay) 10,31+ 1,508
Nong d6 E2 (pg/ml) 3737,82+3,05
Nong d§ Progesterone (mmol/l) 3,5541,74
Chuyén phéi: n %
Do day Niém mac tor cung (NMTC) ngay < 8mm 2 L7
tiém hCG (mm) 8 - 14mm 107 88,4
rem - > 14mm 12 9,9

Bang 2 thé hién dic diém dy trir buong trieng, kich thich budng tring, ngay tiém hCG cua doi
tugng nghién ciru. Két qua cho thiy gia tri trung binh cua cac xét nghiém AMH va AFC tuong
tng 14 4,36 + 1,77 ng/ml va 11,20 + 3,05 nang. Céc gia tri nay déu nam trong khoang gigi han
binh thudng.

Liéu FSH trung binh ngoai sinh khai dau trong qué trinh kich thich budng tring ¢ cac bénh
nhan tham gia diéu tri IVF/ICSI 12 201,67 + 52,83 IU. S6 ngay kich thich budng tring trung binh
la 10,31 + 1,08. Két qua xét nghiém nong do6 E2 ngay tiém hCG trung binh la 3737,82+3,05
pg/ml. Nong do Progesterone ngay tiém hCG trung binh 1a 3,55+1,74 (mmol/l). Nong do
Progesterone ngay tiém hCG trung binh 1a 3,55+1,74 (mmol/l). Phan Ién ddi twong nghién ctiu c6
do day niém mac tir cung 8-14mm (88,4%). Thap nhét 1a nhém c6 d6 day <8 mm (1,7%).

Két qua thu tinh trong 6ng nghiém cua 121 truong hop duoc thé hién trong bang 3.

Bang 3. Két qud thy tinh (n=121)

Pic diém TB+SD
S6 noan 14,12+6,21
S6 nodn truéng thanh MII 11,98+5,26
S6 noan thy tinh 10,58+4,89

Ti 1& qué kich budng tring (n, %) 9 (7,4%)
S6 phoi thu dugc 9,75+4,63
I . S6 phoi tot 7,38+4,37
Ket qua thy tinh S6 phdi chuyén 3,12+0,65
S6 phai trir dong 5,91+4,10

Theo két qua tai bang 3 cho thay, s6 noan thu dugc trung binh 1a 14,12 (£6,21) nodn, so non
thu dugc nhiéu nhat 1a 38 nodn. S6 nodn truéng thanh MII trung binh 1a 11,98+5,26 (véi s6 nodn
truong thanh M1 nho nhat 2, nhiéu nhét 28 nodn). S6 nodn thy tinh trung binh 12 10,58+4,89 (Vi
s6 nodn thu tinh nho nhat 1, nhiéu nhat 28 noan). S6 phéi thu dugc trung binh 1a 9,75+4,63. S6
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phoi chuyén vao budng tir cung trung binh 3,12+0,65. S6 phoi dong trung binh 5,91+4,10, voi 6
phoi dong nhiéu nhat 20 phoi.
Bang 4. Két qua 1am sang (n=121)

Pic diém chung S6 lwong Ty 1€ %
Thai 1am sang 38 31,4
Thai sinh song 23 19,0

) S6 liéu tai Bang 4 cho thay, ty I¢ co thai 1am sang 1a 31,4% (38 bénh nhan). Ty Ié cd thai sinh
song la 19,0% (23 bénh nhan).

3.2. Ban lugn

Nghién ctru duoc thuc hién trén 121 bénh nhan thuc hién k§ thuat thu tinh trong ng nghiém
duoc kich thich budng tring bang corifollitropin alfa tir nim 2016 dén hét nam 2018 tai Trung
tam H& tro sinh san Qudc gia, Bénh vién Phu san Trung wong.

Phan 16n cac bénh nhan trong nghién ctiu cta ching t6i déu trong do tudi dudi 35 tudi. DO
tudi trung binh cua d6i twong nghién ctu la 29,63+3,93 tudi. Ket qud nay cling tuong ty nghién
ctru ENSURE 12 30,9 + 3,2 tudi [4]. Tudi 1a mét trong nhiing yeu t6 quan trong gidp thay thudc
danh gia kha ning sinh san cua nguoi phu nir, gitp tién lugng vé tinh trang du trir budng trang,
mirc d6 dap tng cua budnng tring khi dugc kich thich.

Muc dich cua kich thich budng trimg 1a ting s6 noan thu duge. Tiém hCG gy truong thanh
noan duoc chi dinh khi ¢6 it nhat 2 nang kich thuéc > 18 mm hodc c6 3 nang > 17 mm. Trong
nghién ctru cua ching t6i, tong s6 nodn trung binh thu dwgc cua nhém bénh nhan nghién ctu la
14,12 (+6,21) nodn. Két qua nay thip hon nghién ciru cia Vwong Thi Ngoc Lan va cong sy la
16,2 * 8,7 [6]; cao hon khong nhiéu so véi nghién ciru ENSURE véi s6 nodn trung binh cia
nhom FSH tac dung kéo dai la 13,3 £ 7,3 noan [4]. Theo nghién ctu cua Sesh Kamal Sunkara
cho thay c6 mdi lién quan chit ché giira s6 lwong nodn choc hat dwoc véi ty 1é sinh séng, trong
d6 ty 18 sinh séng cao nhit & nhdm bénh nhan choc hit dugc 15 nodn [8]. S6 nodn truéng thanh
MII trung binh cua nhém nghién ctu la 11,98 +5,26 nodn. Két qua nay tuong tu két qua nghién
ctiu cua Vuong Thi Ngoc Lan va cong su la 11,7 + 7,4 noén [6]. Ti I€ noan truong thanh MII cao
rat co y nghia trong 1am sang, chi noan truong thanh méi c6 kha ning thy tinh, phat trién thanh
phoi. Do d6, qua trinh ndy anh hudng dén két qua thy tinh, s6 phéi thu duoc va chit luong phéi.
Tir nhitng két qua trén, ta thay rang sir dung phac d6 kich thich budng tring bang FSH tac dung
kéo dai cho két qua kich thich budng triang khdng thua kém so véi cac phac do kich thich budng
trang khac. Mot s6 wu diém thay rd 1a sé miii tiém hang ngay, s6 ngay kich thich budng tring
giam, s6 noan thu dugc ting.

Trong thy tinh trong dng nghiém, muc dich cudi ctng 1a bénh nhan cé thai va lam thé nao dé
tang ti 1& thai 1am sang, thai sinh sng. Ty 18 ¢6 thai trong thy tinh ng nghiém phu thudc vao nhiéu
yéu t. Trong nghién ctru cua chdng toi, ti 18 thai 1am sang caa nhom nghién cau la 31,4%. Ti 1é
nay thap hon ti 1& c6 thai 1am sang trong nghién ctiu ciia ENGAGE la 42,6% [9], twong dwong véi
ti 1€ thai 1&m sang trong nghién ciru ENSURE la 29,1% va&i nhom FSH kéo dai [4]. C6 su khac biét
nay la do ti I¢ c6 thai phy thuoc nhidu yéu t6, khong turong dong giira cac nghién cau.

Ti l¢ thai sinh séng trong nghién ciru cua chdng toi 1 19%. Ti 1é nay thap hon ti 1¢ thai sinh
sbng trong nghién ctu cua Phung Huy Tuan la 23,9% [7]. C6 su khac biét nay la do ti 1€ cd thai
phu thudc nhiéu yéu td, khong tuong ddng gitra cac nghién ciru. Trén thuc té, chua c6 nhidu
nghién ctru danh gia ti 1 thai sinh séng cua cac bénh nhan dugc kich thich budng triing bang
Elonva.

Nghién ciu dugce thiét ké 1a nghién cau héi ciru — md ta, cac thdng tin vé ddi tugng nghién
ctru hau hét déu dua vao hd so luu trir, do d6 mot s6 thong tin khong ddy du. C& mau con dirng &
mtc khiém ton c6 thé chua danh gia dwoc toan dién wu nhuge diém cia phac do kich thich buong
trang bang Elonva. Nhiéu bénh nhan khong dugce dua vao trong nghién ciru do kho khin trong
viéc thu thap thong tin, khong thé lién lac. Nghién ctru nay ching toi thuc hién theo phuong phap
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hdi ctru ciing chi danh gia duoc ti 18 thai sinh séng caa lan chuyén phoi dau tién, chua thé danh
gia duoc ti & thai 1am sang va thai sinh séng cong don.

4. Két luan

Tudi trung binh ctia nhém ddi tuong nghién ciu 1a 29,63+3,93 véi thoi gian vo sinh gan 4
nam. Két qua tao phéi khi kich thich budng triing bang corifollitropin alfa cao: sé phdi thu 9,75 +
4,63 phoi; s6 phoi tét trung binh 7,38+4,37; s6 phoi trir dong trung binh 1a 5,91:4,10 phoi; s
phoi chuyén trung binh la 3,12+0,65 phdi. Ty I¢ c6 thai lam sang va thai sinh SOng khi kich thich
budng trimg bang corifollitropin alfa lan luot 1a 31,4% va 19,0% trong lan chuyén phéi dau tién.
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