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— PAT VAN DE —

» KTBT la mét qui trinh quan trong TTON. Muc tiéu la thu
dwoc sb lweng nodn vira phai, chat lwong tot.
> Tranh qua kich budng trirng va dap ng kém
> Dé& dat dwoc muc tiéu trén, cac bac si thworng st dung mot
sO yéu to nhuw:
> tudi,
> FSH
» E2 ngay 3 chu ky kinh
» AFC



—— PAT VAN DE

> Gan day, AMH duoc tap chung nghién ctu cho thay c6 mdi
lién quan chéat ché v&i s6 nodn va cé dd chinh xac cao hon

cac yéu to trén.

> Tuy nhién, cac nghién ctu ciing cho thay gia tri ngwéng
cua AMH tién doan dap wng kém hay nguy co qua kich

bubng trirng con rat khac
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TONG QUAN =

1.Kich thich buong trirng trong thu tinh 6ng nghiém

> Dinh nghia: KTBT trong TTTON la s& dung cac thubc dé
kich thich nhiéu nang nodn cung phat trién v&i muc dich
thu dwoc nhiéu nodn, lam tang co hdi thu tinh va ti 1& cé
thai trong chu ky diéu tri.

» Phac do antagonist trong KTBT: FSH dwoc st dung
ngay t dau chu ky kinh. Chat déi van sir dung vao ngay
thtr 6 hoac dung khi co nang noan = 14mm, muc dich

ngan ngwra dinh LH sém.



TONG QUAN —

2.Dap trng cua budng trivng véi KTBT
> Pap rng buodng trirng tot: 1a s6 noan thu dwoc khoang 5-15
noan.
» Dap rng qua murc: trén 15 noan khong lam tang co hdi thanh
cong,trén 18 noan lam tadng nguy co qua kich budng tring.
»Pap rng kem: duwdi 4 noan lien quan ty lé thai [am sang
thap,tang ty 1& hay chu ky do khdéng dd nodn,tadng chi phi cho

bénh nhan.



~ TONG QUAN

3.Dw trir budng trirng
La s lwong nodn va chat lwong nodn con lai trong
bubng trirng ngudi phu nir @ mot thdi diém bat ky.
Du trir budng trirng gidm dan theo tubi.

D tri» budng trieng gidm thworng dan dén dap ng kém

budng trirng.
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TONGQUAN

4.Cac yéu to danh gia dw trir buong trirng

Tuéi vor

Nong dé FSH

Pém so6 nang noan thr cap
Nong dé E2

AMH
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Tubi Ty 1€ c6 thai (%) Embryo implantation rates as a function of
female age {42).

< 30 years 13.6
A Implantati t
30 — 34 years 13.5 ge mplantation rate
25-29 18.2%
35 — 39 years 12.6 g 61
> 40 years 5.0 35-39 15.3%
40-44 6.1%
Reprinted with permission (Fertil Steril 1996;65:783—
790) (42).

« CO Yy nghia thong ké, tudi- lién quan giam ty |1& c6 thai
(P < 0.05) rat thap & phu ni¥ > 40 tudi (Wainer R et al, 2004)

Ty I8 co thai (PR) 24.9% (66/265) (< 30 tudi) s/v. 12.9%
(11/85) (= 30 tudi) méi chu Ky (zadehmodarres S et al, 2009)

« Ty lélam tb gidm theo tudi (ASRM Practice Committee. Aging and
Infertility in women. Fertil Steril 2006)
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 FSH KHONG chinhrxac dé danh gia duw triv
budng trieng va kha ning cé thai trong ART

* Cut-off point of 11.4 [U/L*:
» Do dac hiéu cao (83%-100%) tién lwong <4 noan

>D6 nhay thap (10%-30%) tién lwong gidm dw tril budng
trieng trong IVF

FSH

« Khéng xac dinh dworc dap trng cao

—
*Standardized assays by WHO IRP 78/549
Esteves, 10 Esposito et al. Hum Reprod 2002;17:118; ASRM Practice Committee, Fertil Steril 2012;98:147.



/ AFC Ia yéu t6 trwe tiép cta dw triv budng
trieng:
> Dém s nang thtr cap hai bén BT (D2-
D4):
» 2-10 mm
» Phong dai 75%

> AFC giam theo tudi

> Dwa vao AFC va AMH dé KTBT bang
gonadotropins

AFC

» Doi hdi BS cd kinh nghiém siéu am

Broekmans et al. Fertil Steril, 2010; 94(3):1044-51; Scheffer et al. Hum Reprod 2003;18:700

Esteves, 11



Yéu t6 trwc tiép vé dw triv
bu‘ﬁng trirng
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Esteves, 12 La Marca et, Hum Reprod 2009;24:2264; Fleming et al, Fertil Steril 2012;98:1097.
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> Cao nhat luc 25 tudi va gidm dan theo tubiPeak at age 25
and decrease with aging

> 13 yéu to dw trlr BT so'm
» Khong bi dao dong trong chu Ky kinh nguyét
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= NGF recruitment Fertility Declining
Fertility
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Esteves, 13 Kelsey et al. Mol Hum Reprod 2012;18:79
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Bvidence Level \ AMH CHINH XAC dé danh-gia dw trir BT

2d

* Cut-off point of 3.5 ng/mL* (Nardo et al, Fertil Steril 2009;92:1586)

» High sensitivity (88%), specificity (70%) and accuracy
(0.81)tién lwgng dap trng cao

» High sensitivity (76%) and specificity (86%) tién lwong dap

E * Cut-off point of 1.4 ng/mL* (Kwee et al, Fertil Steril 2008;90:737)
< trng kém

—
*DSL assay; '>20 oocytes retrieved; 2<5 oocytes retrieved;
Esteves, 14 Conversion: ng/mL to pmol/L = value in ng/mL X7.14
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5.Cac yéu to anh hwéng dén AMH

Tudi

Chung toéc

Tinh trang hut thudc ,udng rwou
Tinh trang béo phi

Budng trirng da nang

S dung thudc tranh thai

Hoa tri, xa tri

Phau thuat mot hodc ca hai BT



POI TUQONG VA PHUONG PHAP NGHIEN CUU

1.Doi twong nghién ciru

«  GOm cac bénh nhan Iam TTON tai Trung tdm hd tro’ sinh
san BVPSTU tir thang 10/2014 dén thang 6/2015.

> Thiét ké nghién cru

« M0 ta tién clru.

> C& mau nghién ciru

 Theo cdng thirc tinh c& mau nghién ctru dwa vao do nhay

TP+ FN = z2 SN *(A=SN)

_TPLFN
N=""p

C& mau can cho nghién ctru 1a: 576 bénh nhan.



Do tuoi

18-24 31 5,2
25-29 179 29,8
30-34 252 42,0
35-39 86 14,3
40-45 52 8,7
Téng 600 100,0
Trung binh (min — max) 31,7 = 5,2 (18 — 45)




Loai vO sinh

VO sinh | 328 54.7

VO sinh [l 279 45 3

Tong 600 100.0




KET QUA VA BAN LUAN

Dac diém vé thoi gian vo sinh

<5 313 52,2

5-10 ndm 254 42,3

> 10 ndm 33 5,5
Téng 600 100,0

Trung binh 50 = 3,2(1,5-26,0)
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Pac diém vé nguyén nhan vo sinh

Do niv 232 38,6

Do nam 59 9,8

Do ca nam va ni¥ A4 7.4
Chuwa ré nguyén nhan 265 44 2

Tong 600 100,0
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Gia tri trung binh ciia AMH ddi véi dap ing budng tring

Mdrc dap trng Ty 1€ % AMH trung binh Min — Max
Kém 28 4,7 1,04 + 0,52 0,22 - 3,5

Tot 374 62,3 3,52 + 2,17 0,4-22,0 <0001
Qua mirc 198 33 7,02 + 3,73 2,0-23,6

Téng 600 100% 4,57 + 3,25 0,22—- 23,6




KETQUAVABANLUAN

Gié trj tién lwong ciia AMH véi dap ing kém buodng trimg

] . Dw doan dap rng kém(< 4 noan)
Xét nghiém

Gia tri D6 nhay D6 dac hiéu
AMH ng/mi 1,13 88% 71%
1,25 85% 75%
1,36 84% 85%
1,47 81% 89%
1,58 79% 92%
1,63 73% 92%
1,69 74% 92%

Vuong Thi Ngoc Lan, ngudng 1,25 ng/ml do nhay 87%; do dac hiéu 85%
Ebner, ngudng 1,66 ng/ml v&1 A0 nhay 69%; do dac hi¢u 86%.
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KET QUA VA BAN LUAN
Pwong cong ROC trong dap trng kém

Do nhay

Dap wng kém 0,512

1- D6 dac hiéu
Dién tich dwéi dwdng cong cua AMH 1a 91%, p < 0,01.
Vuwong Thi Ngoc Lan, AUC la 92%, p < 0,01.

Twong quan giira nong d9 AMH va s6 noin

S6 noan = 0,534xAMH+1,904

<0,01
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Gia tri tién lwgng cua AMH véi dap amg qua mure

) . Dw doan dap trng qua murc (>15 noan)
Xeéet nghiém — - A
Gia tri DO nhay Po6 dac hiéu
AMH ng/ml 3,62 78% 54%
3,87 73% 58%
3,95 73% 59%
Ca040 | (73w Co1%)
4,12 72% 61%
4,21 71% 61%
4,25 69% 62%

Vuwong Thi Ngoc Lan, nguwdng 3,97 ng/ml v&i dé nhay 82%; do dac hiéu 81%.
Ebner,nguwdng 4,52 ng/ml v&i dé nhay 67%; dd dac hiéu 78%.



KET QUAVABAN LUAN

Pwdng cong ROC cua AMH trong dap trng qua murc

Dy doan dap ing qua mikc cua AN

——

D6 nhay

1- D6 dac hiéu
Dién tich dwéi dwdng cong cua AMH trong dap irng qua muc la 71%, p < 0,01.

Twong quan gitra nong do AMH va so noan

Pap wng qua mrc 0,338 S6 noan = 0,382xAMH+17,336 <0,01



Mdrc dap trng AFC trung binh Min — Max
Kém 28 5,29 £ 3,92 3-7
Tét 374 11,91 £ 5,86 1-30 < 0,001
Qua murc 198 14,25 = 5,65 1-30
Téng 600 12,71 + 6,23 1-30
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Gia tri tién lwong ctia AFC doi v&i dap rng kém

—

e

Gia tri nguwdng D06 nhay o6 dac hiéu
3,5 97% 35%
4,5 94% 60%
5,5 91% 78%
AFC 7,5 81% 89%
8,5 74% 89%
9,5 68% 92%
10,5 60% 92%
11,5 54% 92%

Vwong Thi Ngoc Lan, ngwdng < 5 nang v&i dé nhay 78,7% va d6é dac hiéu
85,9%.
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Pwdng cong ROC cuia AFC doi véi dap teng kém

E

Sensitivity

1 - Specificity

Dién tich dwéi dwdng cong cua AFC trong dap rng kém la 88,5%, p < 0,01.
Vwong Thi Ngoc Lan, AUC |a 88%, p <0,01.

Twong quan gitba AFC doi v&i sO noan

Pap rng kém 0,492 S6 noan = 0,90xAFC+1,701 <0,05



Murc dap trng FSH trung binh Min — Max
Kém 28 8,76 + 3,39 3,00 — 15,00
Tot 374 6,39 & 1,96 0,30-1500 = gq01
Qua mirc 198 5,60 + 1,66 0,09 — 14,55
Téng 600 6,21 + 2,03 0,09 — 15,00
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Gia tri tién lwong cta FSH doi véi dap trng kém

Gia tri nguwdng D06 nhay Po6 dac hiéu
6,79 67,8% 70,2%
6,80 67,8% 71,3%
6,81 67,8% 71,5%
6,82 67,8% 71,6%
FSH (IU/L)
6,85 64,2% 72,0%
6,87 64,2% 72,2%
6,88 64,2% 72,5%
6,89 60,7% 72,5%

Vwong Thi Ngoc Lan, ngwdng > 8,94; d6 nhay 57,5% va do dac hiéu 85,4%



" KET QUAVA'BAN LUAN

Puong cong ROC ciia FSH d6i véi dap wng kém

o~

D06 nhay

1- B6 dac hiéu
Dién tich dwéi dwdng cong cua FSH 1a 72,6% v&i p < 0,01.
Vwong Thi Ngoc Lan, AUC Ia 75% v&i p < 0,01.

Twong quan giirva FSH véi s6 noin d6i véi dap ing kém

Pap 'ng kém | -0,315  So6 noan = -0,033xFSH+2,519 < 0,05
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Pic diém nong do trung binh E2 giira cac nhom dap ng

Mdrc dap rng n E2 trung binh Min — Max P
Kém 22 34,83+ 12,35 19,28 — 69,00
X + =
Tot 374 35,59 + 18,72 4,10 - 174,00 P>0.05
Qua murc 198 37,57 £ 20,11 1,54 — 119,40 (0,464)

Téng 594 36,22 + 19,00 1,54 — 174,00
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So sanh gia tri cia AMH, FSH, AFC d6i véi dap trng kém
budng trirng

Gia tri nguwdng D06 nhay b6 dac hiéu AUC

AMH(ng/mL) 1,52 80% 93% 91%
AFC 6,5 87% 84% 88,5%
FSH(IU/L) 6,83 67,8% 71,9% 72,6%

Theo phwong phap Hanley va McNeil thi AMH c6 gia tri chdn doan tét nhat tiép theo 1a AFC
cudi cung la FSH.E2 khbéng co gia trij tién lwong.
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Gia tri cia AMH, FSH, AFC doi véi dap tvng qua mirc budng trirng

“*Gla tri tién lrong cua AFC véi dap tng qua mire

Gia tri ngudng D06 nhay Po6 dac hiéu

7,5 88,3% 25%

8,5 85,3% 34,1%
9,5 82,8% 42,4%

AFC

11,5 70,7% 56,3%
12,5 61,6% 61,6%
13,5 50,0% 68,6%
14,5 44,4% 72,9%
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Puong cong ROC cita AFC d6i voi dap ing qua mirc buong trirng

Dw doan dap iing qua mmic cua AFC

__——

D6 nhay

1- B6 dac hiéu
Dién tich dwéi dwdng cong cua AFC trong dap yng qua mure la 65%, p < 0,01.
Twong quan cia AFC d6i véi dap ing qua mirc buong trirng

Dap ng qua murc 0,167  Sb noan =0,108xAFC+19,281  <0,05



Xét nghiém

Dap rng qua morc (> 15 noan)

FSH (IU/L)

Gia tri nguwdng D6 nhay Do dac hiéu
6,07 56,0% 69,1%
6,09 55,8% 69,2%
6,10 53,5% 72,2%
6,12 53,2% 72,2%
6,14 53,2% 72,7%
6,15 53,0% 72,7%
6,17 52,7% 72,7%
6,18 52,0% 72,7%
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Dwdng cong ROC cua FSH doéi véi dap irng qua mirc budng trieng

D06 nhay

1- D6 dac hiéu
Dién tich duwéi dwdng cong cua FSH 1a 62,7%, p < 0,01.

Twong quan giira FSH véi s6 noan trong ddp trng qua mirc

Pap 'ng qua mrc = -0,10 | S6 noan = -0,271xFSH+22,344 > 0,05

FSH va s6 noan khdng cé twong quan véi p >0,05
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"KET QUA VA'BAN LUAN

So sanh gia tri cia AMH, FSH, AFC d6i v6i dap éng qua miec
buong trung

Gia tri ngwdng D0 nhay Po6 dac hiéu AUC

AMH (ng/mL) 4,04 713% 61% 71%
AFC 10,5 78,7% 52,0% 65%
FSH (IU/L) 6,145 53,2% 12, 7% 62,7%

Theo Hanley va McNeil thi AMH c6 gié tri chan doan tét nhat ké dén la AFC va cudi cung la
FSH.
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Esteves, 39
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1. Xac dinh gia tri tién lwong cta AMH dbi v&i dap &ng cua
budng trirng trong kich thich budng trirng.
Cut-off AMH trong dap wng kém:
1,52 ng/ml; d6 nhay 80%; do dac hiéu 93%.
<1,52 ng/ml: dap &ng kém cao hon 7,4 lan
Cut-off AMH trong dap wrng qua murc:
4,04 ng/ml; d6 nhay 73%; dé dac hiéu 61%.
> 4,04 ng/ml: dap (’ng qua mirc cao gap 2,69 lan
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2. So sanh gia tri tién lwong ciia AMH véi FSH, AFC, tudi va E2 ddi voi dap
trng cua budng trirng trong kich thich budng trirng.

2.1.D6i véi dap teng kém:
gia tri tién lwgng: AMH (Sen: 80%, Spec: 93%) >> AFC (Sen: 87%, Spec.
84%) >> FSH (Sen: 67,8%, Spec: 71,9%).
E2 ngay 3: khong co gia tri

2.2.D0i v&i dap rng qua mure:
Gia tri tién lwvong: AMH (Sen: 73%; Spec: 61%) >> AFC (Sen: 78,7%;
Spec: 52,0%).
FSH: khong co gia tri tién lvong
E2 ngay 3: khdng co gia tri tién lwong
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Take home messages

AMH va AFC la test dw tri BT c6 gia tri cao nhat hién
nay trong kich thich buéng trirng

Ca thé hoa phac d6 KTBT dwa vao dw triv BT dé dat
két qua toi wu va giam thiéu nhirng bién chirng
khong mong mudn






