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Gidi thiéu: Ddp (ng nhiéu vdi kich thich buéng tring
(KTBT) la yéu t6 nguy co chinh cta qud kich buéng trimg
(QKBT). Xdc dinh cdc yéu t6 lién quan dén ddp ting nhiéu
gitip chon lua phdc dé diéu tri phti hop, trdnh QKBT cho
cdc bénh nhan nay.

Muc tiéu: Xdc dinh ti I¢ va cdc yéu t6 lién quan dén
ddp ting nhiéu véi KTBT.

Phuong phap: Nghién ciu dodan hé tién cuu trén
820 bénh nhan. Ddp ting nhiéu dugc chdn dodn la > 15
nodn choc hat dugc. Phan tich dudng cong ROC va héi
qui logistic duoc thuc hién dé tim cdc yéu té lién quan véi
ddp tng nhiéu.

Két qua: 77 Ié ddp img nhiéu la 21,8%. AMH, FSH va
AFCla 3 yéu té tién luong doc ldp c6 y nghia théng ké cho
ddp ung nhiéu. AMH > 3,57 ng/ml (@6 nhay 83,7%, d6 dcic
hiéu 79,8%); FSH < 7,36 IU/L (G0 nhay 88,4%, d¢ ddc hiéu
46,9%) va AFC > 12 (d6 nhay 76,2%, do ddc hiéu 81,7%)
dudodn ddp ung nhiéu.

K&t luan: Thuc hién xét nghiém AMH, FSH va AFC
truéc diéu tri giup tién luong va lua chon phdc d6 KTBT
phtr hop cho cdc bénh nhdn c6 nquy co ddp ting buéng
triing nhiéu, trdnh qud kich buédng tring cho cdc bénh
nhan nay.

Tiurkhéa: AMH, FSH, AFC, ddp ting nhiéu véi kich thich
budng tring

Pat van de

Dap ung nhiéu véi kich thich buéng trimg (KTBT)
1a tir dung dé chi cac trudng hap co s6 noan thu duoc
nhiéu sau khi buéng triing dugc kich thich véi phac do
chuén. Tuy theo nghién cltu ma tiéu chudn chin doan
dap ung nhiéu dugc st dung la >15 noan [1] hay >20
nodn [2]. Dy dodn bénh nhan nao c6 nguy ca dap tng
budng triing nhiéu c6 y nghia quan trong vi dap Ung
buéng triing nhiéu la yéu t6 nguy ca chinh cta qua
kich buéng triing (QKBT) - Ia mét trong nhimng bién
ching tram trong ctia KTBT va c6 thé de doa tinh mang
cta bénh nhan [1]. Thu tinh trong 6ng nghiém & Viét
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Abstract

THE PREVALENCE AND ASSOCIATED FACTORS OF HYPER-
RESPONSE IN IN-VITRO FERTILIZATION

Introduction: Hyper-response is a primary risk factor
forovarian hyperstimulation syndrome (OHSS). Prediction
of hyper-response is vital for choosing an appropriate
controlled ovarian stimulation (COS) protocol to avoid
OHSS in these patients.

Objectives: To identify the prevalence and the
associated factors of hyper-response.

Methods: A prospective cohort study was conducted
on 820 patients. Hyper-response was diagnosed when
patients had > 15 oocytes retrieved. ROC curves and
logistic regression analyses were performed to identify
the associated factors of hyper-response.

Results: The rate of hyper-response was 21.8%. AMH,
FSHandAFCwerethe 3significantindependent prognostic
factors for hyper-response. AMH > 3.57 ng/ml (sensitivity:
83.7%, specificity: 79.8%); FSH < 7.36 IU/L (sensitivity:
88.4%, specificity: 46.9%) va AFC > 12 (sensitivity: 76.2%,
specificity: 81.7%) predicted hyper-response.

Conclusion: Pre-treatment AMH, FSH and AFC tests
can be used to predict patients who are at risk of hyper-
response, choosing an appropriate protocol for COS in
these patients to avoid OHSS.
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Nam ngay cang phat trién véi sé chu ky diéu tri hang
nam ngay cang tang. Viéc xac dinh cac yéu té lién quan
dén dap ung budng tring nhiéu giup chon lua phac
dé diéu tri phu hgp, tang hiéu qua va giam bién chiing
cho bénh nhan. Chung téi thyc hién nghién cdu nay
vGi muc tiéu “Xac dinh ti [& dap (ng nhiéu va céc yéu
t6 lién quan dén dap (ing nhiéu véi KTBT & bénh nhan
ngudi Viét Nam thuc hién thu tinh trong 6ng nghiém”.
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« Tiéu chudn nhan:

-TuGi < 45, BMI < 25 kg/m2

- KTBT lam TTTON lan dau bang phac d6 GnRH déi
van, c6 choc hut noan

-Déng y tham gia vao nghién cuu

« Tiéu chudn loai

- Co st dung thudc KTBT trong vong 2 thang trudc
lan diéu tri nay

- Hoi ching buéng tring da nang, hién dang c6
u budng triing, u lac ndi mac ti cung & budng tring,
réi loan noi tiét nhu tang Prolactin mau, bénh ly tuyén
giap, suy tuyén yén

3. Dia diém va thdi gian tién hanh nghién cuu:
Nghién ctru dugc thuc hién tai Don vi H6 trg sinh san
Bénh vién An Sinh tir 12/2012 dén 12/2013.

4. Phuong phap tién hanh

«Chon bénh nhdn va khdo sdt co ban: Cac bénh nhan
¢6 chi dinh thu tinh 6ng nghiém, dugc thuc hién cac
khao sat thudng qui cho ky thuat thu tinh trong 6ng
nghiém (TTTON). Néu thda cac tiéu chudn chon méu,
bénh nhan dugc giai thich vé nghién ctu va ky cam két
déng y tham gia nghién ctu. Théng tin nén ctia bénh
nhan dugc khao sat bang bang cau hoi.

« Do ludng AMH, FSH va AFC: dugc thuc hién vao
ngay 2 clia chu ky kinh. Binh lugng FSH dugc thuc hién
bang phuong phap mién dich dién hoa phat quang
(Electrochemilunescence, Roche, Buc). Dinh lugng
AMH trong mau dugc thuc hién sir dung AMH Gen I
Elisa assay (Beckman Coulter, My). Dém AFC dugc thuc
hién bang siéu am dau do am dao véi tan s6 7,5 MHz
(Capasee Il, Toshiba, Nhat).

«Kich thich buéng triing, choc hut noén va chuyén phoi:
KTBT dugc thuc hién véi phac d6 GnRH déi van. Liéu dau
FSH dugc xac dinh dua trén tudi clia bénh nhan, < 36
tudi nhan liéu dau 225 1U/ngay, = 36 tudi nhan liéu dau
300 IU/ngay [2]. Khi c6 it nhat 2 nang = 17mm, hCG dugc
strdung dé gay trudng thanh noan. Néu cé hon 20 nang
phat trién, GnRH déng van 0,2mg (Triptorelin, Beaufour
Ipsen, Phap) dugc tiém thay cho hCG. Choc hut noan
dugc tién hanh 36 gid sau khi tiém thudc gay trudng
thanh noan. Thu tinh dugc thuc hién bang phuang phap
tiém tinh tring vao bao tuang noan (ICSI). Chuyén phoi
dugc thuc hién 2 ngay sau choc hut noén.

5.C&méau

C& mau dugc tinh theo céng thiic udc lugng mot ti
Ié trong Mot quan thé. Ti 1é mat mau du doén 1a 10%.

2 e,y p(1—p)
dZ

VGi: a=0,05Z, _,=196; d la dé chinh xac tuyét
déi, d = 0,05.

P la ty 1& phan tram mong dgi cia dap ing nhiéu
v6i KTBT, p = 24,4% [3]

Thay vao cong thiic ta c6 n = 703, diéu chinh mat
mau 10%, c& mau téi thidu la 782.

Cdch chon méu: Chon tat ca bénh nhan thuc hién
thu tinh 8ng nghiém thoéa cac tiéu chudn nhan mau
tai don vi HO trg sinh san Bénh vién An Sinh trong thoi
gian tién hanh nghién cdu.

6. Cac bién sé nghién ciru

Bi€n s6 nén: tudi vg, BMI, thai gian vo sinh, chi
dinh TTTON

Bién doc lap: AMH, FSH, AFC, t8ng liéu FSH sir
dung, thai gian kich thich buéng tring

Bién phu thudc: ti 1& dap Gng nhiéu (> 15 noan
choc hut dugq), ti € thai lam sang.

7. Phuong phap xt ly sé liéu: S6 liéu dugc nhap
va xtr ly bang phan mém théng ké SPSS 19.0. Gia tri p
< 0,05 dugc xem la c6 y nghia théng ké.

8. Pao duic nghién ctu: Day la mét nghién cdu
khong can thiép, do d6, khong gay anh hudng dén bénh
nhan. Cac thong tin ctia bénh nhan dugc ghi nhan va
bdo mat. Nghién ciru da dugc Hoi dong Bao diic Bai hoc
Y Dugc TPHCM théng qua (Quyét dinh s6 53/DHYD-HD).

Két qua

TU thang 12/2012 dén 12/2013, ¢ 820 bénh nhan
dugc nhan vao nghién ctu (nhiéu hon ¢& mau ti
thiéu do nghién ctiu nay trong khudén khé nghién ctu
du doan dap ting buéng triing chung, gém ca dap ting
kém va nhiéu). Trong d6, 30 trudng hap (3,7%) bi loai
khai nghién ctu véi ly do khong hoan thanh kich thich
budng tring. C6 790 bénh nhan dugc choc hut noédn
va 719 trudng hop c6 chuyén phéi.

1. Péc di€ém bénh nhan truéc KTBT

Tudi trung binh cGia bénh nhan trong nghién cuu
nay la 34,9 + 5 véi BMI (kg/m?) 20,93 + 1,95. Thai gian vo
sinh trung binh la 48 thang. Chi dinh TTTON gém tai voi
(22,4%), do chdng (43,7%), chua rd nguyén nhan (16,3%),
I6n tudi (9,5%) va khac (8,1%).Trung vi va khodng ti phan
vi clia cac xét nghiém khao sat du trit buéng tring nhu
sau: AMH 2,44 (1,23 — 4,42) ng/ml, FSH 6,82 (5,80 - 8,47)
IU/L va AFC9 (6 - 14). Thai gian KTBT trung binh 1a 8,96 +
1,4 ngay vai téng liéu FSH st dung 13 2346 + 516 IU.

2. Két qua kich thich budng triing va chuyén phéi

S6 noan choc hat dugc la 10,5 + 6,8, s6 noan trudng
thanh 14 8,8 + 5,7 va s6 phéi tao dugcla 6,3 +4,5.C6 719
truong hap c6 chuyén phéi. S6 phdi chuyén trung binh
la 3,02 £ 0,9 (1 -5).Ti Ié thai [am sang chung tinh trén
s6 chu ky nhan vao nghién ctu la 32,4% (256/790), tinh
trén s trudng hap c6 chuyén phdila 35,6% (256/719).Ti
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|& da thai (> 2 thai), thai luu, thai ngoai t& cung lan lugt la
7,6%, 2% va 1%.Tilé lam t& cia phéila 15,6% (339/2171).
C6 4 trudng hop qua kich buéng tring, chiém tilé 0,5%,
trong d6 2 truong hgp muic d6 trung binh va 2 nhe. C6
172 trudng hgp dap tng nhiéu, ti lé 21,8%.Ti 1é c6 thai &
nhém dap ting nhiéu la 35% (60/172).

3. Phan tich méi lién quan giita cic bién sé nén va
bién doc lap véi dap iing budng tring nhiéu (n =790)

Bang1. Phan tich lién quan don hién giva cdc bién s6 nén, bién doc lap véi dap
tng huong tring nhigu (n = 790)

Biénss f?dp (ing budng tning nhiél{ p
@ Khang
Tudivo 31.8+45(20-44) 357+48(23-45) | 0,000 **
Thai gian vo sinh 48(4-72) 48(24-84) 011"
BMI 205+21(192-25) | 21,1+19(152-25) | 0,002**
AMH 54(39-75) 186(1-382) 0,000*
AFC 17(13-21) 8(5-1) 0,000
FSH 59(5,1-68) 72(6,1-89) 0,000
Tong liu FSH sty dung (1U) | 2156390 (1575- 3600) | 2398+ 534(1125-4200)| 0,000**
Thoi gian KTBT 89+12(7-12) 89+14(5-14) 086

*(dc s6 do mod ta dugc frinh bay bang trung vi (khodng 1 phén vi). Gid tri P dugc
tinh todn bai phép kiém phi tham s6 Mann-Whitney
**Phép kiém t - student

Bang2. Phan ich lin quan da bién gita cdc bién s6 nén, bign doc lap véi dap
ung budng frng nhiéu (n = 790).

Bign so Hesshoiquy | OR | KIC95%cinOR P
Tudivg -003 096 091-1,03 032
BMI -047 095 084-1,08 045
AMH 051 167 146-191 0,000
ArC 0,08 1,08 103-1,14 0,001
FSH -03 073 064-085 0,000
Tang liéu FSH strdung (V) 000 1,00 0,99-1,00 0,67

*Hoi quy logistic da bién

Phan tich dudng cong ROC cho thay ca 3 xét nghiém
déu c6 gia tri du doan dap Ung nhiéu véi dién tich
duéi dudng cong (AUC) lan lugt la: AUC (AMH) = 0,89
(95% KTC 0,87-0,91, p<0,01); AUC (FSH) = 0,72 (95%
KTC 0,69-0,75, p<0,01); AUC (AFC) = 0,86 (95% KTC
0,83-0,88, p<0,01).

Bangs3. Gid tri nguéing cdc xét nghigm AMH, FSH vt AFC dy dodn diip dng budng triing nhigu

(Gid fri nguang | Do nhay | Do diic hiéu | Gid i du dodn duong | Gid i du dodn m
AMH(ng/ml)|  >357 [83,7%| 79,8% 53,5 94.6
FSH (/L) <7,36 |88,4%| 46,9% 31,7 93,5
AFC >12 76,2% | 81,7% 53,7 92,5

Ban luan

Ti 1é dap ung budng triing nhiéu va qua kich
buéng tring

Ti lé dap ung nhiéu trong nghién cu cta chidng
toi la 21,8%, cao han nghién ciu ctia Nelson (2007)
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la 7,5% [2] va thap hon nghién ctu cta Delvigne
(2002) la 30% [4]. Su khac biét nay chu yéu do tiéu
chuén dugc st dung dé chan doéan dap ung nhiéu.
Trong nghién cdu nay, ching t6éi chon > 15 noan,
thap hon Nelson, 2007 [2] la > 20 noan vi chung toi
mudn phat hién sém nhém nguy co QKBT dé ¢o
chién lugc diéu tri phu hgp, tranh QKBT. Ti 1é QKBT
trong nghién clu cta ching toi thap va khong co
trudng hop nang do ching t6i thay thé hCG bang
GnRH d6ng van dé khai dong trudng thanh noan.
DPay la phac d6 dugc nghién clu ap dung trén thé
giGi va da dugc chiing minh khong anh huéng dén
s6 lugng noan va ti & truéng thanh cda noan thu
dugc [5]. Tuy nhién, ti 1& c6 thai clia phac d6 nay
dugc ghi nhan thap han st dung hCG dé khai déng
trudng thanh noan. Diéu nay chd yéu lién quan
dén su thiéu hut pha hoang thé va hién tai dang
¢6 nhiéu nghién ctu vé phac d6 hé trg hoang thé
dugc tién hanh nham cai thién ti 1&é thanh céng
cla st dung GnRH déng van dé khai dong trudng
thanh noan [6].

Cac yéu té lién quan véi dap ing nhiéu

Nghién ctu nay ghi nhan chi c6 AMH, FSH va
AFC c6 lién quan véi dap ung nhiéu, doc lap voi
tudi vg, BMI, téng liéu FSH s dung, s6 ngay kich
thich budng triing va cac bién s6 nén khac. Gia
tri nguéng dé du doan dap Ung nhiéu cta AMH
(>3,57ng/ml) trong nghién ctu nay kha phu hop
v&i nghién cliu clia Polyzos 2013, cling s&r dung b
kit AMH Gen Il [a > 3,52 ng/ml [7]. Gid tri ngudng
clia AFC cling nam trong gidi han clia cac nghién
ctu khac tu 9 -14 [1]. Khac véi nghién clu cla
Esposito (2002) [8], nghién ctu clia chidng t6i ghi
nhan FSH cé lién quan véi dap Gng nhiéu véi gia
tri nguéng la FSH < 7,36, tuy nhién gia tri dy doan
duong cla xét nghiém nay kha thap.

Ung dung két qua nghién ctru vao lam sang

Qua kich buéng tring la mét trong nhimng bién
chiing tram trong cGa KTBT. Pap ung nhiéu la yéu
t6 nguy ca chinh cua tinh trang nay. Thuc hién cac
xét nghiém khao sat du trit budng triing gém AMH,
FSH va AFC giup dy dodn cac bénh nhan cé nguy co
dap ung budng tring nhiéu. Vai cac bénh nhan nay,
KTBT nén dugc thuc hién véi phac d6 GnRH déi van,
dé khi can, c6 thé thay thé hCG bang GnRH dbéng
van dé tranh qua kich budng triing cho bénh nhan.
Xem xét hé s6 hoi quy, OR va gia tri p, c6 thé noi
AMH cé méi lién quan chat ché nhat vai dap tng
budng triing nhiéu, ké dén la AFC va FSH. Nhu vay,
cac trung tdm thu tinh trong 6ng nghiém c6 thé can



TAP CHi PHU SAN - 12(1), 34-37, 2014

nhac tuy theo diéu kién tai chd, c6 thé giam s6 xét
nghiém can thiét, giip giam chi phi cia mot chu ky
diéu tri cho bénh nhan.

Két luan
Ti Ié dap ung nhiéu vai KTBT la 21,8%. Cac yéu
t6 lién quan véi dap tng nhiéu gém AMH, FSH va

Tai liéu tham khéo

1. la Marca A and Sunkara SK. Individualization of
controlled ovarian stimulation in IVF using ovarian reserve
markers: from theory to practice. Hum Reprod Update 2014,
20:124-40.

2. Nelson SM, Yates RW, Fleming R. Serum anti-
Mu“llerian hormone and FSH: prediction of live birth and
extremes of response in stimulated cycles—implications for
individualization of therapy. Hum Reprod 2007, 22:2414-2421

3. Vuong Thi Ngoc Lan, Giang Huynh Nhu, H6 Manh
Tuong. Tuong quan gitianong do anti-mullerian hormone va
dap ung budng trung trong thu tinh é6ng nghiém. Tap chiY
hoc TPHCM 2012, tap 16, phu ban sé 1, chuyén dé Suc khoe
Sinh san va Bame -Tre em, 201 —210.

4. Delvigne A, Rozenberg S. Epidemiology and prevention
of ovarian hyperstimulation syndrome (OHSS): a review.
Hum Reprod Update 2002,8:5659-577

AFC. Thuc hién cac xét nghiém nay trudc diéu tri
gilp tién lugng cac bénh nhan c6 nguy co dap
tng nhiéu. V&i cac bénh nhan nay, cac bac si nén
st dung phac d6 GnRH déi van dé KTBT, vi khi can
thiét, c6 thé khai dong truédng thanh noan bang
GnRH déng van thay cho hCG dé tranh qua kich
buéng tring cho bénh nhan.

5. Griesinger G, Diedrich K, Devroey P, Kolibianakis EM.
GnRH agonist for triggering final oocyte maturation in the
GnRH antagonist ovarian hyperstimulation protocol: a
systematic review and meta-analysis. Hum Reprod Update
2006,12:159-168.

6. Humaidan P, Kol S, Papanikolaou EG. Copenhagen
GnRH Agonist Triggering Workshop Group. GnRH agonist
for triggering of final oocyte maturation: time for a change
of practice? Hum Reprod Update 2011,17:510-524

7. Polyzos NP, Tournaye H, Guzman L, Camus M, Nelson
SM. Predictors of ovarian response in women treated with
corifollitropin alfa for in vitro fertilization/intracytoplasmic
sperm injection. Fertil Steril 2013,100: 430-7.

8. Esposito MA, Coutifaris C, Barnhart KT. A moderately
elevated day 3 FSH concentration has limited predictive value,
especially in younger women. Hum Reprod 2002, 17(1):118-123

Tap 12,56 01
Thang 4-2014



