VO SINH & HO TRO SINH SAN

VUGNG THI NGOC LAN, PHUNG HUY TUAN, LE VAN KHANH, HO MANH TUONG

SU DUNG FSH TAC DUNG DAI (CORIFOLLITROPIN ALFA)
TRONG THU TINH TRONG ONG NGHIEM

Tom tat

Patvan dé: Phdc do kich thich budng trimg (KTBT)
trong thu tinh trong 6ng nghiém ngdy cang duoc cdi
tién vdi thoi gian ngdn hon, s6 mdi thudc tiém it hon
va giam ti lé qud kich budng triing. Corifollitropin alfa
la mét loai FSH tdc dung dai, ¢6 tdc dung thay thé 7
mdi tiém FSH hang ngay, gitip giam gdnh ndng tiém
thuéc cho bénh nhan.

Muc tiéu: Ddnh gid hiéu quad va tinh an toan cua
corifollitropin alfa st dung trong KTBT

Phuong phap: Bénh nhdn dugc KTBT béding phdc do
GnRH antagonist. Corifollitropin alfa duoc tiém mét mai
vao ngay 2 cua chu ky kinh. GnRH antagonist 0,25mg bdt
ddu turngay 5 sau tiém corifollitropin alfa. Khi 6 it nhdt 2
nang > 17mm, hCG dugc tiém. Néu bénh nhdn 6 trén 20
nang phdt trién, hCG dugac thay thé bang GnRH agonist.
Choc hat nodn 36 gidrsau tiém hCG. Chuyén phéi ngay 2.

K&t qua: C6 57 ngudi cho nodn va 26 bénh nhén
TTTON duoic strdung corifollitropin alfa d€KTBT. S6 nodn
thu duoctrung binh la 14-16 nodn, s6 phéi la 9. Tét ca cdc
chu ky déu cé duphditét détrirlanh. Tilé thai lém sang la
37,5% va tilé lam t6 cdia phéi la 18-23%. Mét truong hop
bénh nhdn TTTON c6 qud kich buéng tring nhe.

Két luan: Corifollitropin alfa hiéu qud, an toan va
thudn tién trong kich thich buéng triing lam TTTON.

Tu khéa: corifollitropin alfa, kich thich buéng
tring, thu tinh trong 6ng nghiém

Abstract
The use of sustained fsh (corifollitropin alfa) for

Gigi thiéu

Thu tinh trong 8ng nghiém (TTTON) phat trién rat
nhanh trén thé gidi tU sau su ra d&i clla em bé dau
tién vao nam 1978. Ban dau, van dé dugc quan tam
nhiéu nhat khi thuc hién TTTON Ia ti |1é c6 thai. Dan
dan, cac nha khoa hoc chu trong nhiéu hon dén viéc
phat trién ky thuat mdi, ap dung cac cdng nghé dic
biét vao thu tinh trong 6ng nghiém dé diéu tri dugc
nhiéu hon cac nguyén nhan gay voé sinh khac nhau
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ovarian stimulation in in-vitro fertilization
Introduction: Ovarian stimulation regimes have
been modified to a shorter duration of stimulation,
fewerinjections and reduced ovarian hyperstimulation
rate. Corifollitropin alfa has sustained FSH activity and
is able to replace a week of daily injections with an one
time injection, reducing physical stress for IVF patients.
Objective: Investigate the efficacy and safety of
corifollitropin alfa for ovarian stimulation in IVF.
Methods: Ovarian stimulation was performed
using GnRH antagonist protocol. Corifollitropin alfa
was injected on day 2 of the cycle. GnRH antagonist
0,25mg was started from day 5 after the corifollitropin
alfa injection. When there were at least 2 follicles >
17mm, hCG was administered. If patients had more
than 20 developing follicles, hCG was replaced by
GnRH agonist. Oocyte pick-up was done 36 hours
after hCG injection. Embryo transfer was on day 2.
Results: There were 57 oocyte donors and 26 IVF
patients who had corifollitropin alfa used for ovarian
stimulation.The mean number of oocytes retrieved was
14-16 and the mean number of embryos was 9. All cycles
had extra embryos suitable for freezing. The pregnancy
rate was 37.5% and implantation rate was 18-23%.
There was one case of mild ovarian hyperstimulation.
Conclusion: Corifollitropin alfa is effective, safe
and convenient for patients undergoing ovarian
stimulation for IVF.
Keywords:  corifollitropin
stimulation, in-vitro fertilization

alfa, ovarian

cla cac cap vo chéng. Tuy nhién, TTTON khong chi la
van dé ky thuat va cong nghé, mot cap vg chong khi
diéu tri TTTON phai trdi qua rat nhiéu kinh nghiém
khac nhau vé tam ly, stic khoe, thai gian, anh hudng
dén cong viéc lam va cudc séng,.. Nhing diéu nay ¢
anh hudng khong nho dén két qua cua diéu tri. Do
do, cac chuyén gia TTTON ngay cang quan tam han
dén quan diém “ldy bénh nhan lam trung tam” trong
diéu tri TTTON.
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Theo Vién Y hoc (thudc Vién Han lam khoa hoc
qudc gia Hoa ky) 2001, quan diém Iy bénh nhan lam
trung tam dugc dinh nghia la“ Ton trong va dap Uing
vGi su lua chon, nhu cdu va cac gia tri cha ting ca
nhan ngudi bénh; ddm bao rang cac gia tri ctia bénh
nhan tré thanh dinh hudng cho tat ca cac quyét dinh
ldam sang”. VGi quan diém nay, tiép can mot cap vg
choéng diéu tri TTTON can dam bao bénh nhan dugc
cung cap day da théng tin, c6 co hdi tiép xic trao déi
véi bac si va nhan vién, tha tuc hanh chinh don gian,
phac d6 diéu tri don gian, thuan tién, than thién vai
bénh nhan va cho hiéu qua cao.

Kich thich budng triing (KTBT) la mét khau quan
trong trong TTTON va c6 lién quan rat nhiéu dén
bénh nhan. Trong hon 25 nam, KTBT dugc 4p dung
vao TTTON nham muc dich gia tang s6 lugng tring
thu dugc, tir d6, c6 ca hdi chon lua va chuyén nhiéu
hon mét phéi vao buéng ti cung, cai thién hiéu qua
diéu tri cha TTTON. Hién tai, phac d6 dai vai su két
hgp ctia GnRH déng van (GnRH agonist) van dugc si
dung phd bién & cac trung tam TTTON. Liéu dau FSH
thudng dugc st dung tir 150 - 450 IU/ngay, mdac du
rat nhiéu nghién cdru thi nghiém [am sang ¢ nhém
ching da cho thay hiéu qua TTTON khéng tang khi
tang liéu FSH si dung. Phac dé dai hién dugc si
dung trong KTBT kha phuc tap, dat tién, thoi gian
tiém thuéc dai (khodng 3 - 4 tuan), theo déi dap uing
budng tring can dugc thuc hién nhiéu lan va khéng
thuan tién cho bénh nhan. Ngoai ra, phac dé dai ciing
lién quan vai viéc gia tdng nguy co qua kich buéng
tring. Cac tac dong khong mong muén khac cua
phéc d6 dai con bao goém stress vé tam ly cho bénh
nhan va ti [é bé diéu tri cao.

Su ap dung GnRH d6i van (GnRH antagonist) vao
thuc hanh 1am sang da dua dén viéc phat trién mot
phac d6 KTBT nhe trong TTTON. S& dung phac d6
két hgp GnRH d6i van lam giadm r6 rét s6 ngay KTBT,
s6 6ng thuéc FSH can sir dung va giam nguy co qua
kich budng triing dang ké so vai phac do dai, tir do,
giup giam chi phi va tang su thuan tién hon cho bénh
nhan diéu tri TTTON.

Gan day, dé tang tinh thuan tién hon cho bénh
nhan va gidm tai céng viéc cho nhan vién trong
qua trinh kich thich buéng triing, FSH tac dung dai
(corifollitropin alfa) da dugc san xudt va st dung
thanh céng 6 mot s6 quéc gia. Corifollitropin alfa
(Elonva, MSD, My) |a mét loai FSH tai t6 hgp nhung
c6 thai gian ban huy dai hon, khodng 69 giG so véi
FSH tai t6 hgp thong thudng cé thai gian ban hay
la 30 gi®. Do d6, mot mai thudce tiém corifollitropin

alfa c6 tac dung thay thé 7 mdai tiém cta FSH hang
ngay. Nhu vay, phac d6 st dung GnRH d6i van két
hgp vai corifollitropin alfa la mét phac dé KTBT ly
tudng trén quan diém “ldy bénh nhan lam trung
tam” vi su thuan tién va than thién cho bénh nhan
dugc dat 1én hang dau.

Nghién ctu thi nghiém lam sang ngau nhién mu
d6i so sanh corifollitropin alfa liéu 150ug véifollitropin
beta 200 IU/ngay (Puregon, MSD, My) trong kich thich
budng tring TTTON dugc thuc hién dau tién trén
1506 bénh nhan & Chau Au va Bac My vao ndm 2009
[1]. Két qua ghi nhan sé lugng nodn thu dugc & nhém
bénh nhan st dung Elonva cao hon nhém Puregon,
ti 1& 1am t6 cla phdi, ti 1é thai 1am sang, ti 1é tré sinh
s6ng la tuong duong gitta 2 nhom bénh nhan. Mot
nghién ctu khac thuc hién trén 397 bénh nhan dung
liu Elonva 100ug ciing cho thdy nhom Elonva cho s6
lugng noan thu dugc cao hon ¢ y nghia thong ké so
v&i nhom Puregon [2].

Tu thang 2/2012, corifollitropin alpha da cé mat
tai Viét Nam va chiing téi bat dau sir dung cho bénh
nhan thu tinh trong éng nghiém tu thang 7/2012.
Chding t6i thuc hién nghién ctu nay nham danh gia
hiéu qua va tinh an toan cta corifollitropin alfa trong
KTBT lam TTTON, tu d6, xem xét kha nang ap dung
corifollitropin alfa thudng qui trong KTBT dem lai mot
qui trinh diéu tri hiéu qua, tang su thuan tién va than
thién cho bénh nhan.

Muc tiéu nghién cou

Panh gid hiéu qud va tinh an toan cula
corifollitropin alfa dugc st dung trong KTBT & cac
bénh nhan TTTON.

Phuong phdp nghién cuu

Thiét ké nghién citu: Bdo cdo loat ca

Déi tugng nghién ciiu: bénh nhan hay ngusi cho noan
thuc hién kich thich budng tring lam TTTON, thoa
cac tiéu chuan chon mau sau:

Tiéu chudn nhén:

« Tudi tir 18-45, d6i v6i ngudi cho noan thi tudi <
35 tudi

« Du tr{t budng triing binh thusng (AMH > 1.1ng/
ml hay AFC > 6)

« Khéng c6 cac bénh ly réi loan noi tiét: u tuyén
yén, tang PRL, réi loan ndi tiét tuyén gidp

«Khéng c6 tién can phau thuat trén budng tring

« Khéng c6 bat thudng tir cung: TC 2 sting, dinh
budng TC,...

+Dbéng y tham gia vao nghién ctu
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Tiéu chudn loai:
« PCOS
« Suy budng tring trung tam
Pia diém va thai gian tién hanh nghién citu: nghién ctu
do Trung tam Nghién ctu Di truyén va Stc khée sinh
san, Khoa Y, Dai hoc Qudc gia quan ly, thuc hién lay
mau tai IVFAS, bénh vién An Sinh tur thang 7/2012
dén thang 12/2012.
Cach tién hanh
« Bénh nhan dugc thuc hién cac khao sét can thiét
trugc khi KTBT dé duoc chon vao nghién ctu, gém hoi
bénh st, dinh lugng AMH, dém AFC, siéu am phu khoa.
« Bénh nhan dugc giai thich va ky cam két tham
gia vao nghién ctu
« Kich thich budng tring: st dung phac d6 GnRH
antagonist (so do 1).
o Corifollitropin alfa (Elonva, MSD, My) dugc
tiém dudi da vao ngay 2 hay ngay 3 ctia chu ky
kinh. Liéu corifollitropin alfa dugc xac dinh tuy
theo can ndng cta bénh nhan.
+ < 60 kg: Elonva 100pug
+> 60 kg: Elonva 150ug
o GnRH antagonist 0,25mg (Orgalutran, MSD,
My) dugc bat dau vao ngay tha 5 sau tiém
Elonva va tiép tuc dén ngay choc hat noan
o Theo déi su phat trién nang noan dugc thuc
hién bang siéu am dau do am dao, dinh luong
LH, estradiol va progesterone, bat dau tur ngay
th( 7 cda tiém Elonva.
o Khai déng trudng thanh noan: khi cé it nhat
2 nang = 17mm. Khéi dong truéng thanh nodn
bang céach tiém dudi da mét liéu hCG 250ug
(Ovitrelle, Merck-Serono, My) khi c6 < 20 nang
phat trién & 2 buéng tring. Khi c6 trén 20 nang
phét trién & 2 budng tring, thay thé hCG bang
GnRH agonist (Diphereline 0,1mg x 2 éng,
Beaufour Ipsen, Phap)
« Choc hut tring va chuyén phéi: choc hat triing
tién hanh 36 gi& sau tiém hCG. Chuyén phoi ngay 2.

So do 1. Phdc do kich thich buong tring st dung corifolliiropin alfa (Elonva)

hCG hay

Puregon GnRHa

Corifollitropin alfa
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« H6 trg hoang thé: phdi hgp progesterone bom
am dao 2 6ng/ngay (Crinone 8% gel, Merck-Serono)
va estradiol (4mg/ngay, udng, chia lam 2 1an). Véi cac
trudng hop thay thé hCG bdng GnRH agonist dé khai
déng trudng thanh noan, ngoai 2 loai thudc trén, bé
sung tiém bap progesterone 50mg/ngay.

« Tht thai va siéu am thai: thir thai thuc hién vao
14 ngay sau chuyén phéi. Beta hCG > 5mlU/ml dugc
xem la duong tinh. Siéu am thai thuc hién 3 tuan sau
thd thai duong tinh.

Yéu té danh gia két qua

« Két cuc chinh

o Tilé thailam sang
oTilé lam t& cta phoi
« K&t cuc phu
oTilé say thai
0 S6 ngay tiém thuéc
o Nong d6 estradiol & ngay tiém hCG
o D6 day NMTC ngay tiém hCG
oTilédinh LHsém (> 10IU/L), tang progesterone
sém (> 1,5 ng/ml) & ngay tiém hCG
oTilé qua kich buéng tring
0 S6 nang = 11mm va s6 nang > 14mm & ngay
tiém hCG
0 56 noan choc hut duoc
0 S6 phoi
0 S6 phoi tét

Két qua

Tu thang 25/7/2012 dén 25/12/2012, ¢6 83 chu
ky (gém chu ky TTTON va xin noan) dugc kich thich
bubdng triing st dung Elonva.

So do 2. Mo fa s6 chu ky hoan téit cdc cong doan cGa kich thich buong tring.

S6 chu ky nhan vao
83

I 1
Nguoi cho nodn Bénh nhan TTTON
57 26
Choc hat noan Choc hit nodn
49 26
8 trudng hop dimg tiém thude 2 trudng hop trlr phoi toan b
do 1y do ca nhan do NMTC khong thuan loi
Chuyén phoi Chuyén phéi
32 24

Thir thai
24

Thir thai
32
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Bang 1. Biic diém hénh nhan

Bang 3. K&t qua kich thich buang tring

Chu ky Xin Cho nodn (n = 57) Benh nhan TITON Nguai Cho noan (n =49) | Bénh nhén TITON (n = 26)
Ngui Xin nodn Ngusi Cho nodn (n=26) Nang = 11mm 182+6,8 1795
Tudi vg 37956 26,143 3,137 Nang = 14mm 14154 16,585
Thai gian vé sinh 74+54 - 44+129 Nong do E2/hCG (pg/ml) 3101 = 2670 4198 + 3914
S6 chu ky TTTON 2716 - 1,306 S6 nodn 14,8+6,3 16,2+8,7
Can niing (kg) 52+6,1 51,2+ 6,6 527+54 So Mil 12557 11,774
AMH(ng/ml) 1,2+1,2 4+18 42+25 S6 phoi 8951 9159
AFC 4256 1344, 125 S phei tot 373 3832

Bang 2. Diic diém kich thich bubng fring cda cdc chu ky ¢ choc hit noan

Bang 4. Chuyén phoi

Nguai Cho nodin (n = 49) | Bénh nhan TITON (n = 26) Nguai Xin nodin (n = 32) | Bénh nhan TITON (n = 24)
Liéu Elonva Do day NMTC ngay chuyén phéi (mm) 13414 12+1,7
100pg 47 (95,9%) 21 (80,8%) S6 phoi chuyén 3906 3508
150ug 2(41%) 5(19,2%) 56 chu ky c6 phoi du tr lanh 32 (100%) 24 (100%)
Thai gian KTBT 10,1£1,5 9914 S phoi tri 23£25 34%35
S6 chu ky can bé sung FSH 47 (95,9%) 26 (100%)
T(lng I{éu FEH can bo sung 426 + 55 365 % 57 Béng 5. Két qud thai
So ngay ha sung FSH 2712 2713
Licu FSH / ngay 164 £ 55 146 £ 57 Ngui Xin nodn (n = 32) | Bgnh nhén TITON (n = 24)
Tilé chu ky c6 tiing progesterone s6m 4(8,1%) 3(11,5%) Tilé Beta h(G (+) 16 (50%) 11 (45,8%)
Ti lé chu ky c6 tiing LH sém 1(2%) 0 Ti lé thai lam sang 12 (37,5%) 9 (37,5%)
Ti lé QKBT 0 1(3,8%) Nhe Ti lé lam 16 cta phoi 22703 18,1+0,2

Biéu do 1. Phan bé bénh nhén theo s6 noan choc hut dugc
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Biéu do 2. Phan hd bénh nhan theo s6 ngay kich thich buéng tring
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B& d& diéu tri la mot van dé cda thu tinh trong
6ng nghiém. Nghién ctu cta Verberg cho thay ti
I& bo d& diéu tri la 50%, nguyén nhan chd yéu do
ganh niang tam ly va thé chat cta qua trinh diéu
tri [3]. Do d6, gidam ganh nang cla tiém thudc 1a
mét trong nhitng no luc gitp tang tinh thuan tién,
giam stress cho bénh nhan va huéng dén chién
lugc“lay bénh nhan la trung tam” trong diéu tri thu
tinh trong 6ng nghiém.

Hiéu qua va su thuan tién cla Elonva trong TTTON

Nghién ctu st dung Elonva & bénh nhan cé
can nang thap st dung Elonva liéu 100ug chua co
nhiéu. Sé liéu budc dau cho thay Elonva c6 hiéu
qua tét va tuong duong véi Puregon trong kich
thich buéng tring. Pa sé bénh nhan ¢6 s6 noan
choc hat dugc la 10-20 noédn. S6 noan trung binh
thu dugc trong nhédm st&r dung Elonva trong nghién
clu cla chung tbi la 15 (ngudi cho noan) va 16
(bénh nhan TTTON), la cao hon so véi nghién ctu

€6 can nang thap. Mac du sé lugng bénh nhan con
it, ti 1& thai [am sang trong nghién clu cda ching
t6i cling kha quan, cao hon ti lé thai lam sang dugc
bdo cdo trong nghién clu Ensure (37,5% & ngudi
Xxin noan va 37,5% & bénh nhan TTTON, so vd&i
29,1% trong nghién cdu Ensure) [2].

Véi dac diém mot mai tiém cé tac dung trong
7 ngay, Elonva rat phu hgp véi cac chu ky xin-cho
noan vi su thuan tién cho ngudi cho noan ma sé
noan thu dugc kha nhiéu, ddm béo cé nhiéu phai,
c6 phéi du dé trit lanh, tir d6, tdng co hoi co thai
cho ngudi xin noan. Ngoai ra, v&i bénh nhan thuy
tinh trong 6ng nghiém, viéc cé nhiéu noan, phoi
sé gilp tang ti 1& c6 thai don cho bénh nhan va
giam ti 1é bo d& diéu tri. Nghién ctu clia ching toi
ghi nhan tat ca cac chu ky st dung Elonva déu cé
phéi du dé trir lanh, nhu vy ti |& ¢ thai dén cla
chuyén phdi tuci va phéi trit lanh sé cang cao hon.

Theo cac nghién ctu st dung Elonva trén
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thé gidi, khoang 1/3 bénh nhan sau tiém mot
mai Elonva, nang noan da phat trién dén kich
thudc truédng thanh ma khéng can bé sung thém
Puregon nta [1]. Tuy nhién, nghién c(tu cta chung
toi lai ghi nhan tat cd cac bénh nhan déu can bé
sung Puregon. Diéu nay cé thé do su khac biét
vé dap ung budng tring gira cac bénh nhan cé
nhiing dac diém va ching téc khac nhau.

Tinh an toan ctia Elonva trong KTBT TTTON

Nghién ctu cla ching téi khéng ghi nhan qua
kich buéng triing & ngudi cho noan va ti 1é qua
kich buéng triing ciing rat thap & bénh nhan thuy
tinh trong 6ng nghiém mac du s6 noéan thu dugc la
kha nhiéu. Diéu nay do chiing téi kich thich budng
triing bang phac d6 GnRH antagonist két hgp vai
st dung GnRH agonist thay thé hCG dé khai déng
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trudng thanh nodn & ngudi cho nodn va bénh
nhan TTTON c¢6 nhiéu nang phét trién. Day cling la
xu huéng mdi trong kich thich buéng tréing nham
gidam bién ching cha kich thich buéng tring.

Két luan

SO liéu budc dau cho thay corifollitropin alfa
(Elonva) dugc st dung trong kich thich buéng tring
TTTON cho ti Ié c6 thai khd quan, déng thai, thuan
tién va gidm ganh ndng tiém thuéc cho bénh nhan.
St dung phac d6 KTBT GnRH antagonist két hop thay
thé hCG bang GnRH agonist dé khai dong trudng
thanh noan giup du phong qua kich buéng tring
cho céc trudng hop cé > 20 nang phat trién khi tiém
corifollitropin alfa.
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