DANH GIA Ti LE CO THAI O NHONG BENH NHAN S DUNG GNRHA DE KHO1 B

TRUGNG THANH NOAN TRONG PHAC DO ANTAGONIST TAI BENH VIEN PHU SAN TRUHG UUNG

TOM TAT

Muc tiéu: Banh gia 1 16 6 thai & nhiing bénh nhén
s dung GnRHa dé khéi dong trudng thanh nodn trong
phéc do antagonist tai Bénh vién Phy san Trung uvong
(BVPSTW) Déi tuwong va phuwong phap: Nghién ctu
tién ctu thue hign trén 112 phy ni¥ duoc kich thich
budng tning — thy tinh trong 8ng nghiém vé6i phac a8
GnRHa antagonist tai BVPSTW trong khodng théi gran
i(r 01/2014 dén 01/2015. Két qua: Két qua trong nhém
str dung Dipherellin, khong c6 bét ky ca nao xudt hién
hoi ching qua kich thich bubng tring so véi 3 ca trén
tdng s6 60 ca truong thanh nodn voi hCG. Tham chf
ngay c& vor dap img kich thich bubng tring binh
thuong (ndng 06 Estradiol thdp hon 4.000 pg/mi vé s6
nang noan ttr 14 mm < 15 nang ngay cho hCG), khdi
déng trudng thanh nodn bang hCG liéu chudn 5.000
1U van ¢6 nguy co gay ra hoi chimg qué kich budng
trimg nding phdi nhap vién Giéu tn. Két tudn: Vigc st
dung GnRHa antagomist trong céc chu ki kich thich
bubn tring - thy tinh trong 8ng nghiém bing phéc db
GnRHa antagomsst & céc phy ntr ¢6 dép tng budng
tring binh thudng chimg t6 nhidu lgi ich trong viéc cai
thién 16 c6 thai va han ché nguy co qué kich budng

trimg.

Tér khéa: GnRHa, trudng thanh nodn trong phéc
a5 antagonist.

SUMMARY

EVALUATING PREGNANCY RATES IN PATIENTS
USING GNRHA TO LAUNCH MATURE OVUM
ANTAGONIST DIANOGSIS

Qbjectives. Evaluating pregnancy rates in patients
using GnRHa to launch mature ovum antagonist
dianogsis at National hospital of obstetrics and

h nd - "

a prosp
study conducted in 112 women get ovarian stimulation
- in vitro fertilization with GnRHa antagonist therapy in
National hospital of obstetrics and gynecology from
01/2014 to 01/2015. Results. The result of using
Dipherellin  group, does not have any cases
hyperstimulation syndrome ovarian than 3 cases out of
60 cases with hCG mature ovum. Even to meet normal
ovarian (lower i it
4,000 pg / mi and number of follicles of 14 mm <15
capsules day hCG), mature ovum start with 5,000 1U
hCG remains the standard dose nsk caused ovary
syndrome too heavy to be hospitalized treatment
Conclusion: the use of GnRHa ovarian stimulation
cycle - in vitro ferlilization by GnRHa antagonist
regimens in women with normal ovanan response
demonstrated benefits in improving pregnancy rates
and limit the risk of ovarian hyperstimulation.

Keywords: GnRHa, mature ovum antagonist
dianogsis.

NGUYEN TH| MINH KHAI - Bénh vign Phy sdn Ha Ni
NGUYEN VIET TIEN - Bénh vién Phy sdn Trung uong

DAT VAN BE

Tal Viét Nam, viéc sir dung phac db antagonist ién
@én 1 18 gin nhu 100%, bén canh ding GnRHa @&
khoi dong trudng thanh noan da duoc ép dung
khodng 5 nam nay, v&i chi dinh ngay cang mé rdng,
Nghién ciru cia lliodromiti va cng s nam 2013 ghi
nhan GnRHa hiéu qua tvong duong véi hCG trong
Kkhéi dong trudng thanh noan vé sé noan thu duoc, t
1& trrdng thanh nodn, 1@ c6 thar nhieng ti 1€ qua kich
budng trirng %iém dang k& néu cb nguy co [5). Viec
nghién ciru 68 dua ra sy ddng thuan trong viéc siv
dung phac dd antagonist co khdi dong trwdng thanh
noan bing GnRHa, ¢6 mgt ¥ nghia guan trong trong
nd luc cai thién két qua thy tinh éng nghigm, dic biét
dbi vén nhirng trwéng hop c6 nguy co qué kich budng
trirng (QKBT) [1].

Vi vay, ching t6i thyc hién @& tai “Danh gid 1 18 c6
that & nhiing bénh nhan st dung GnRHa a8 khdi dong
tnsdng thanh nodn trong phéc d8 Antagonist tai Bénh
vién Phu sén Trung uong tir 01/2014 dén 01/2015” vén
muc tidu danh gid chét leng noan, chét lveng phoi va
1i 1& c6 thai, cting nhw kha nang gidm thidu kha nang
QKBT tal cac bénh nhan thyc hién TTON.

POl TUGNG VA PHUONG PHAP

Nghién clu tién ciru nay duoc thyc hién trén 112
phy n& duwge kich thich budng tring — thuy tinh trong
6ng nghiém v&i phac dd GnRHa antagonist tai Bénh
vién Phu san Trung wong trong khodng thdi gian tir
01/2014 dén 01/2015 (khdng bao gbm céc bénh nhan
xin noan hoac xin phdi va cac hd so khéng day di
théng tin)

Bé loai cac yéu t6 khac co thé dnh hwéng ton két
qua, d6i twong lwa chon 1a cac bénh nhan bao gdm
céc yéu th:

Tudi tir 20 - 40 tudi.

BMI 18-30.

FSH co ban tr 2 — 10 IU/L vé&1 AFC tr 5-15 vao
ngay 2 ho3c 3 ciia chu ki kinh dudi siéu &m d4u do am
dao va budng t& cung binh thuéng trén siéu &m bom
budng triing hoc HSG.

Cac tiéu chuln loai trir gdm:

Lao viing chau, d dang ti¥ cung.

U nuwre voi trieng trén siéu am.

Lac néi mac trong co tir cung.

Dap wng kém vé1 kich thich budng tring (<5 nodn
choc hit dwge & chu ki trude phac @b kich thich
budng trieng thich hep).

Pép (rng duwdi mong doi (<3 nang tir 17mm ngay
cho hCG).

Pap tng hon mong dot (>15 nang va ho#c
Estradiol > 4.000pg/ml).

Céc trwrdng hop ndl mac tr cung khéng thuan loi
chuyén phdi (do dong dich).
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Progesterone ting sém (P4 > 1,5 ng/ml) va phdu
thuat lay tinh triing tlr mao tinh hosc tir tinh hoan ciing
;dwoc loai ra khéi nhdm nghign ciu.
. Tt ca c4c bénh nhan duoc thuc hign sidu am
Qwdng 4m dao vao ngay 2 hodc 3 chu ki kinh & dém
AFC, do @6 day nd mac tlr cung va loai trlr céc nang
o nang budng trimng.

Vo ngay 2 ki kinh, cac bénh nhan théa man tiéu
chun nhan bénh dugc chia lam hai nhém nhy sau:

Nhém A: nhém nghién ctru, n=52, dwoc khdi dong
tudng thanh nodn bing GnRHa 0,2mg.

Nhém B: nhém chitng, n=60, dwpc gay trwdng
thanh noan chi véi hCG 50001U.

Kich thich budng tring bing FSH t4i t8 hop v lidu
thich hep vao ngay 02 ho3c ngay 03 vdng kinh. Theo
d6i sy phat trién nang no#n bang siéu am ddu do &m
dao phéi hop véi dinh lwong ndng do Estradiol. Didu
chinh lidu dira trén sip phét trién nang no&n va ndng do
Estradio! trong mau. GnRHa déi van duoc cho ¢b dinh
vio ngdy 6 kich thich bubng trieng holic khi ¢6 nang
nodn dat kich thwéc tlr 14mm va dwoc duy ti hang
ngay cho dén khi khéi dong tnréng thanh noan (khi c6 it
nhét 3 nang nodn dat kich thude 2 17mm).

Nhom A {(nhdm nghién ciru, n=52) duoc khdi dong
tsdng thanh no&n bing GnRHa ddng van, 0,2mg.
Nhém B (nhém chitng, n=60) duoc khdi dong trwdng
thanh no&n chi bang hCG 5 000 IU. Choc ht trirng
duoc tién hanh dudi sidu &m dudng 4m dao va gay
mé tinh mach 36 gi¢r sau tiém hCG.

Tring dwoe danh gia s triedng thanh dipa trén
v3o s xult hién cla thé cyc. Tring Mil duwoc xac
dinh biing s hién dién cla thé cyc thir nhét (polar
body 1 = PB1}. Trirng MIl dwroc tiém tinh tring vao bao
trong frng sau 2 gier nud cy. Trirng MI (khéng cé
PB1) va GV (khong c6 PB1 va ¢ khoang tii mam) bi
loa1 bd

Sau khi tiém tinh tring vao bao twong, tritng duoc
nudi cdy trong moi trwdng phi hep ¢6 pht ddu. Sy thy
tinh dwgc danh gia sau 16-18 gity voi sy hién dién cla
céc thé curc va 2 tén nhan (Pronucles). Banh gia sy
phan cét duge thuc hign sau 24 gior va phdi duoc
génh gi4 bing tieu chudn hinh thai 42 gier sau ICSI.
Phoi @6 | gdm cac phdi bao c6 kich thudc déu nhau,
khdng c6 manh v& (fragment), phdi do Il gdm cac phéi
bio ¢4 kich thudrc khéng déu nhau, thé tich manh v&
frén 20%. Phoi dugc chuyén vdo budng t¥ cung
khoang 48 gier sau khi choc hut trivng.

Két qua cla cac bién lién tyc dwoc thé hién bing
Tt s6 trung binh + d6 léch chudn va két qua cac bién
phan loai dwec thé hién bing sb va 1 18 %. Student t-
test (independent two-tailed) dugc ding dé so sanh
cac bién sb lién tuc gitka 02 nhém Chi-square hosic
Fisher Extract test dugc sl dung d& so sanh cac bién
s8 phan loai gitva 2 hay nhidu nhom. Cac test c6 gid tri
théng ké khi p<0,05. X Iy s liéu béng SPSS 12.0.

Nghién ciru da duoc hoi déng khoa hoc clia
trudng Dar hoc Y H& Noi va Hoi ddng y dic cla
BVPSTW thang qua va cho phép tién hanh tal Trung
1am hd tre sinh san- BVPSTW...

KET QUA VA BAN LUAN

Trong véng 12 thang t thang 01/2014 dén
01/2014, ¢4 131 bénh nhan théa man tiéu chudn chon
bénh dwoc dua vao nghién ctu. Tuy nhign sau khi
Kich thich budng trirng bing phéc db antagonist, 19 ca
bi logi trlr ra khdi nhom nghién ctru vi ndng do
Estradiol cao > 4.000 pg/ml, nhiéu hon 15 nang dwéng
kinh tlr 14mm va néng d& Progesterone cao sém
(1,5ng/ml) ngay cho hCG. Céc truong hop nay dugc
khoi déng tredng thanh nosn bing duy nhét
dipherelin, sau d6 trlr phoi toan bd va loai khdi nhém
nghién cru. Trong 112 ca con lgi, 60 ca dugc khdi
@éng trwdng thanh no&n chi bdng hCG 5.000 U
(nhém chimgy).

Khéng c6 sy khéc biét ¢6 ¥ nghia théng ké gitra hai
nhom vé tudi, ndi tiét co ban AFC ngay 2 (bang 1).
Céc chi dinh chinh thue hién thy tinh trong éng nghigm
trong ¢& hal nhém nay déu 1a do nguyén nh&n nam
gidi, bénh ly tai voi & nir gi¢i va vd sinh khdng ré
nguyén nhan.

Béng 1. So sénh @4c diém céc co bdn bénh nhan
ngay 02 chu ki kinh

Nhém chirny Nhém nghién clru

Bic diém =52 9 (n=60) p
Tudi {nam} 30.1324,29 29712398 [0,325]
FSH (IU/L) 5331167 530%1,59__ 0,169
LH (IU/D) 454216 4172126 _[0,122]
AFC 12237 123+28 0,654

V& sinh nguyén o

hat 52 (80,5%) 54 (75,9%) 0472

Ca hai nhém déu trong dwong nhau vé sé ngay
kich thich budng tring, tdng liéu gonadotrophins va sd
ngay st dung GnRHa antagonist (bang 2).

Bang 2. Bc diém kich thich budng tring cla 02
nhém

Nhom chirng | Nhém nghién
Bac aiém (n=52) | ciru(n=60)_| P
S8ngaykichthich |7 5, g9 82£08 |0,680
budng trien Riid b :
SangdyGnRHa | 55,44 4111|0072
antagonist
Téng Ru FSH (ULy| *30S0% | 1901 4 564,00 |0.465

Khong c6 s khac bigt c6 y nghia théng ke vé dic
didm ngi tidt vao ngay khdi dong trwdng thanh nodn
(bang 3).

Bang 3 So sanh ddc diém ndi tiét cia 02 nhém
ngay khdi dong trwdng thanh noén

Nhént nghién

Nhoém chéng

Hormone (n=52) cn(n=60) | P
E2(gm) | Coeyoet | 30887487 |0810
Frogestetone | gg7:030 | 1064033 |0073

TAt ¢a cac théng sd phdi hoc bao gdm sé trng
tredng thanh, i & thy tinh, 1 18 phan cit, s phoi chét
Iwgng tht va sé tredng hop cb phéi trlk déu cao hon
nhung khdng c6 ¥ nghta théng k& & nhém nghién ciru
$0 voi nhém chibng (bang 4).
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Bang 4. So sénh cac théng sé vé phéi hoc gita hai
nhém

hCG lidu chudn 5.000 IU vAn ¢6 nguy co gy ra hoi
chirng qua kich budng trirng néing phai nhap vién didu

i Nhém chimg | Nhém nghién tri. Nhu vay, vige sir dung GnRH agonist phéi hop voi
Dicdbmpnahos | (ros) eru(r=60) | P | hCG iidu tdp @& gayutrﬂéng inanh noan 13 an toén
S8inimg trung binh | 1274336 | 1292295 0742  hon véi bénh nhan va adng thon dat duoo 1 1€ c6 thai

{T’.amﬂfuﬁ'ﬂﬁ 11042327 | 11142283 (0851 trong duong. Hai nhom ngu nhién, mot nhom duge
—TW%W TR T 555 trwdng thanh noan v_évl hCG va nhém cqn lai dugc
118 phan ot 6 5% 97:6% W tr\fﬁrng thanh noé[\ v6i GnRH §gonnst 35 g{d say chog
mm 5552240 (0727 hut trivng. Két qua thu ldl.rqc tilgsnhvati IQ say thai
—psvéﬁtgét_ som [a trong duong giiva hai nhom trong khi tan subt
trung binh 487223 | 5241223 10.132|  xudt hien qua kich bubng tring & nhém hCG 1a 2% so
55 phos chuyE v8i 0% & nhém trudng thanh nodn bing GnRH
ung binh 303035 | 301:034 |0812]  agonistis].
SEcace phoitrlr | 47 (68,1%) 58 (81,7%) [0,064 KET LUAN .
Bodayndimac [ 10,5, 148 | 10632165 |0157 Khét déng trudng thanh noin bang GnRHa tron
ngay chuyén phoi 4 : . : ' céc chu ky kich thich budng tnrng bing phac d
antagonist dudng nhuw cai thién ti 18 c6 thai va gidm
Baing 5. Két qua c6 thai gita hai nhém nguy co qua kich bubng trirng nang nhung cin phai
Kétqua Nhgm chirng | Nhom nghién e | duge kiém chieng qua nhidu thir nghiém véi ¢ miu
(n=52) (n=60) 1&n hon.
Tile am 15,25% 15,16% 0916 TAl LIEU THAM KHAO
T tha 19.(39,1%) 24(408%) 0836 1. Aklnany HG, Abou-Setta AM, Aboulghar M (2006),
sinh héa G i ing ists for assited
g ha 17(36,2%) 2@4%) |oss| conceplon,  Cootrane Database Syst Rev. ()
| _amsang |
%}'ﬂg 5(10.1%) 47.0%) 0512 2. Atknson P.Koch J, Ledger WL (2014) GnRH
triem 2(4,3%) 0(0%) 0,117| agonist mature ovum and a frezze - all strategy to prevent

Bang 5 cho thly két qua cb thai gita hai nhém.
Trong nhom nghién ctru, ti 1& 6 thai sinh hoa, thal 1am
sang, va fi 1& 1am t6 cao hon so v6i nhém ching
nhung s khac biét ndy khong c6 ¥ nghia théng ké.
Khéng cé trudmg hop ndo xdy ra QKBT ¢&n nhap vign
& nhém nghién clru so vén 2 ca (4,3%) & nhém chieng,
tuy nhién sw khac bigt nay khéng c6 ¥ nghta théng ké.

BAN LUAN

Kich thich budng triing dwroc xem 12 yéu té quan
trong trong st thanh coéng clia cac chu ky thu tinh
trong éng nghiém vi né cho phép tuyén md nhidu tring
chét lugng tét co kha nang thy tinh (Haas va cs, 2014)

ul

Trong nghién céu nay, tAt ca cac thong sb lien
quan dén két cuc kfch thich budng trieng va thong sb
vé phéi, bas gdm sb noan choc hit dwoc, sé noan
triwrdng thanh, 1 1 thu tinh, 17 18 phan ct va sé phai tét
trung binh d&u cao hon & nhom triptorellin va hCG so
v&i nhém nghién ciru nhng khéng c6 y nghta théng
k&. Bidu nay c6 thé do c& mau trong nghién civu cdn
qua nhd Ti 12 thai sinh héa, ti 1 thai Iam sang va ti 18
1am t& ddu cao hon & nhém nghién ciru nhng khong
¢4 ¥ nghla théng ké. Téc dong thuan loi trén phai va
ndng d6 ndi tiét triptorelin cd thé 1a nguyén nhan din
@én s ca thién ty I8 ¢ thai nay & nhom nghién ciru.

Két qua trong nhém sir dung Dipherellin, khéng ¢
bAt ky ca nao xudt hign héi chirng qua kich budng
tring so v6i 3 ca trén tdng sb 60 ca trrdng thanh
nodn vé hCG. Tham chi ngay ca v&i dap Gng kich
thich budng trirng binh thwang (ndng @6 Estradiol thap
hon 4.000 pg/mi va s6 nang noan tir 14 mm < 15 nang
ngdy cho hCG), khéi ddng trrdng thanh noan béng
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