DAT VAN DE
Nang lac ndi mac tir cung (LNMTC) tai budng trimg 14 bénh ly

phu khoa thudng gip véi cac biéu hién 1am sang chinh 1a dau va vo
sinh. M6 ndi soi boc nang 1a phwong phap diéu tri duoc ing dung
rong rii nhung c6 thé anh huong dén dy trir budng trimg - mot yéu td
¢6 vai trd quan trong dé tién lwong kha ning sinh san cta ngudi phu
nir. Tuy nhién cho dén nay, sau mé ndi soi boc nang LNMTC, du trix
budng trimg thay d6i nhu thé nao, phu thudc vao nhitng yéu té gi va
¢6 thé du bao dugc hay khong van chua duoc sang t6. Co nhiéu test
dugc dung dé danh gia du trir budng trimg nhung Hormone khéng
6ng Muller (Anti - Mullerian Hormone - AMH) duoc coi la mdt
trong nhiing test c6 gia tri nhat. Chinh vi vy, dé tai nghién ciru
“Dénh gid sw thay doi di trit buong trimg bang Anti — Mullerian
Hormone (AMH) sau mé néi soi boc nang lac ngi mac tw cung tai
buong tritng” dugce tién hanh véi 2 muc tiéu:
L Pdnh gid sw thay doi dw triv budng trieng bang AMH sau

mé ndi soi béc nang LNMTC Ithdng, 3 thding, 6thdng.
2. Xic dinh mét s6 yéu t6 lién quan dén sw thay déi nong dp

AMH sau mé ndi soi béc nang LNMTC.
Y NGHIA KHOA HQC VA THUC TIEN CUA LUAN AN

Mb ndi soi boc nang LNMTC tai budng trimg 1 phuong phap
diéu tri dang dugc ap dung rong rai trén 1am sang, dé tai nay 1a co so dé
xac dinh mtrc d6 giam cua dy trit budng trimg, nhitng yéu té anh hudng
dén mirc d6 giam dy trir budng trimg sau md, tir d6 giup cho cac béc si
lam sang than trong trong viéc chi dinh va thuc hién phau thuat ndi soi
boc nang LNMTC, gitip trr vén cho bénh nhan lya chon phuong phap
diéu tri phu hop nhim béo ton kha ning sinh san cho ngudi bénh.
NHUNG PONG GOP MOI CUA LUAN AN

1. Xac dinh dwoc muc do giam AMH sau md ndi soi boc
nang lac ndi mac tir cung tai buc‘A)ng tring.

2. Xéc dinh duogc dién bién AMH trong vong 6 thang sau md
noi soi boc nang lac ndi mac tir cung tai budng trimg.

3. Xay dyung dugc mé hinh hdi qui giai thich cho sy thay doi
AMH sau md, tir d6 x4c dinh duoc yéu t6 anh huéng dén dy trix
budng trimg sau mo.

4 Xac dinh duge diém cit dy bao nguy co giam dy trit budng
tring tai cac thoi diém sau mé dua vao nf‘)ng d6 AMH trudc md.

5. Xac dinh duge diém cit cua mac do giam AMH sau mé 1
thang tién lugng kha ning hdi phuc mét phan AMH sau md 6 thang.

6. Két qua cua nghién ciru c6 gia tri tng dung trong 1dm sang
cao, dac biét & nhitng bénh nhan vo sinh c6 LNMTC tai bu(‘Sng tring.
CAU TRUC CUA LUAN AN

Luén an gf‘)m 123 trang khong ké phu luc, cac bang, biéu d9,
so dd, hinh va 130 tai liéu tham khao, trong d6: dit van dé va muc
tiéu nghién ctru 2 trang, tong quan tai lidu 37 trang, ddi tuong va
phuong phap nghién ciru 16 trang, két qua nghién ctru 27 trang, ban
luén 38 trang, két luén 2 trang va kién nghi 1 trang.

Chuwong 1: TONG QUAN TAI LIEU
1.1. Nang lac ndi mac tir cung tai budng trirng

Lac ndi mac tir cung (LNMTC) 1a sy hién dién ciia mo tuyén
ndi mac tor cung va mo dém & bén ngoai tor cung gly ra tinh trang
viém man tinh, phat trién va thoai trién theo chu ky kinh nguyét va
chiu anh huong cua ndi tiét t6 sinh duc.

Nang lac ndi mac tir cung & buéng tring 1a hinh thai lac ndi
mac tir cung thuong gip va thuong phdi hop véi lac ndi mac tir cung
& nhiéu vi tri khac nhau. Nang lac ni mac tir cung ciing gy bénh
canh chinh 1a dau va vo sinh, diéu tri nang lac ndi mac tir cung voi
viée md noi soi boc nang da duoc khuyén cdo nhung van con nhidu
ban cii vi anh huong dén dy trir budng trimg va kha ning sinh san
cua nguoi bénh.



1.2. Cac test du trir budng trimg
Cho dén nay, chua co test dy trit budng trimg nao duoc coi 1a
Iy twong, nhung dua trén nhiing bang chimg y hoc, nam 2012, Hiép
Hoi San phu khoa Hoa Ky dua ra khuyén cdo vé sir dung céc test du
trir budng trimg, trong 6 AMH va AFC vén 1a 2 test ¢6 gi4 tri nhét
trong d4nh gia du trir budng trimg
Céc Test dy trit budng trirg dwoc khuyén cdo

Test Gia tri

FSH - Xét nghiém mau vao ngay 2 — 3 cta ky kinh

phdi - Co thé thay d6i giira cdc chu ky kinh nguyét

hop - Nong dd cao FSH lién quan dén dap ing kém voi KTBT
E2 - Khong c6 gia tri du bao khong c6 thai

- C6 thé xét nghiém vao bat ky ngay nao cia ky kinh nguyét
- Gia tri 6n dinh trong mot chu ky va giita cac chu ky KN

AMH Nong d6 thip AMH lién quan dén dép tng kém voi KTBT
- Khong ¢6 gia tri du bao khong co thai
- S6 lugng nang nodn quan sat duoc qua SA dau do am dao
AFC Thyc hién vao ngay 2 — 5 cua chu ky kinh nguyét

- S6 lugng nang noan lién quan dén dap ung v6i KTBT
- Khong ¢6 gia tri du bao khong c6 thai

1.3. Anti — Mullerian Hormone (AMH)
1.3.1. Sinh ly hoc Anti — Mullerian Hormone
1.3.1.1. Nguon goc AMH

AMH 4 mét phan tir gdm 2 chudi glycoprotein, c6 trong lwong
phan tir 140KDa, thuéc nhom cac yéu td ting trudng va biét hoa TGF
— B. AMH duoc ché tiét ra boi cac té bao hat cila cac nang nho ctia budng
trimg. AMH c6 nhiéu nhét & cic nang tién héc va co hoc nho, khong con
& cée nang phét trién phy thuoc FSH (>8mm) va cac nang thoai trién.
1.3.1.2. Vai tro AMH trong sinh Iy buong trimg

AMH c6 tac dung diéu hoa tinh trang tao noan bé'mg viéc han
ché su chiéu mo qua murc cac nang noan cua FSH.

1.3.2. Cdc yéu té anh hwong dén AMH
1.3.2.1. Thay déi nong dé AMH theo tudi

Trudc ddy thi: AMH thay dbi v6i 2 dinh 12 ngay sau sinh va
truge day thi, tuy nhién néng d6 déu & mirc thip. Sau ddy thi, ndng
d6 AMH tang dan dé dat dinh quanh 25 tudi sau d6 giam déu dan cho
dén khi khong phat hién dwoc nira trong ing thoi ky mén kinh.
1.3.2.2. Thay déi nong dé AMH khi ¢é thai

Nong d6 AMH giam manh sau khi ¢6 thai va ting nhanh ngay
sau khi sinh.
1.3.2.3. Thay déi nong dp AMH theo chu ky kinh nguyét

Nong d6 AMH c6 d6 bién thién giita cac chu ky KN thip va
khong thay doi giira cac ngay khac nhau trong mot chu ky KN,
1.3.2.4. Thay déi nong dg AMH giita cdc cd thé

Nong 6 AMH thay doi giita cac ca thé khac nhau duogc giai
thich 1a do mat d6 nang nodn giira cc ca thé khong gidng nhau.
1.3.2.5. Anh huéng ciia cdc yéu té di truyén va méi trieong

- Chiing toc: Nong @6 AMH khong gidng nhau giita cac ching
toc khac nhau.

- Hat thude 1a: Cho dén nay, tac dong cia thude 14 dén du trix
budng trimg va AMH van chua duge sang to.

- Béo phi: ndng 46 AMH giam va BMI ting chi 1a yéu t6 nhidu
trong mdi quan hé véi tudi.

- Thudc tranh thai: co tac dong trc ché su ché tiét AMH it
nhat khi ding trong mot thoi gian dai

- Gen va bién thé cua gen: ¢6 anh huéng dén AMH.
1.3.3. Cac loai xét nghiém AMH

C6 nhiéu loai xét nghiém AMH nhu IOT, DSL va AMH Gen
IT Elisa nhung co nhiéu han ché. Tur nim 2014, 2 loai xét nghiém
AMH ty dong hoan toan dugc dua vao st dung la Elecsys va Access
2 v6i nhidu wu viét nhu ngudng phat hién thp, sai sé thap, thoi gian
i mAu ngin, khong chiu tac dong bai bd thé va con ngudi.



Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pdi twong nghién ciru

Déi tugng nghién clru bao gdbm cic bénh nhan dugc phiu
thuat ndi soi boc nang lac ndi mac tlr cung buéng trung tai Bénh vién
Phu san Ha Noi trong thoi gian nghién ctru (tr 01/01/2015 dén
30/10/2016) va déng y tham gia nghién ctru.

2.1.1. Tiéu chuén lwa chon

- Tudi: tir 18 — 40 véi chu ky kinh nguyét tir 21 — 35 ngay.

- Puoc chéan doan 1a ¢ nang lac ndi mac tir cung tai buéng
tring qua siéu am voi kich thudc nang > 3cm kém theo cac triéu
ching nhu dau, vo sinh va ¢ chi dinh md ndi soi boéc nang LNMTC
budng trimeg.

- Pugc chan doan xé4c dinh la nang lac ndi mac tr cung
budng trimg qua ndi soi va qua két qua giai phau bénh ly.

- Tu nguyén tham gia nghién ctu.

2.1.2. Tiéu chudn logi triv

- C6 tién st phau thuat tai budng trimg trude do.

- C6 nang lac ndi mac tir cung tai budng trimg kém theo u
nang budng trimg khéc.

C6 hoi ching budng tring da nang theo tiéu chuin
ctiaRotterdam 2003.

- Dung bat ky loai thudc ndi tiét nao trong vong 3 thang trudc
phau thuat.

- C6 kém theo bét cir bénh 1y rdi loan noi tiét nao nhu: dai
thdo duong, bénh 1y tuyén giap, prolactin cao, ting san thuong than
bam sinh, hoi chimg Cushing...

- C6 thai trong thoi gian nghién ciu.

- B6 nghién ciru.

2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién ciru
Nghién ctru theo doi doc so sanh trude - sau
2.2.2. C& mdu nghién ciru
Dugc tinh theo cong thirc uée tinh ¢& mau cho mot nghién
ctru theo ddi doc so sanh su thay doi trung binh & 2 thoi diém.

26%4 (Z1-02 + Z1p)’

82

o:  Muc y nghia thong ké (chon 0=0,05)
B Luc mau (chon B = 0,8)
z:  Giatri thu dugc tu bang z Gng véi gia tri o, B dugc chon
Véi 0=0,05 thi z1.4,=1,96. V&i f = 0,8 thi z,3=0,84
os D0 léch chuén cua su thay ddi
8: Do chinh xac cia udc lugng
n:  C& mau nghién ctru
Thay vao cong thure trén, voi:
o: Do léch chuén cua su thay dbi, 1éy theo phan tich gop vé sy
thay doi cia AMH sau md béc nang LNMTC cua Francesca
Raffi va cs (2012) thi o= 0,3775
& Do chinh xé4c cua udc luong, 1y & = 0,15 (ing voi do chinh
xac 5% clia ndng d6 trung binh AMH 1a 3,0 ng/ml).
Ta duoc:

2 x 0,3775% (1,96 + 0,84)*

n= = 993
0,152

Nhu vay, ¢& mau nghién ciru tdi thiéu 1a 100 bénh nhan.



2.2.3. Quy trinh nghién cuu
2.2.3.1. Chon doi twong nghién ciiu
Bénh nhan ¢6 chi dinh md ndi soi béc nang LNMTC budng trimg

- Nghién ctru vién s& héi bénh va thu thap thong tin theo mau.

- Nghién ctru vién sé truc tiép siéu am kiém tra lai: hinh anh
siéu 4m nghi ngd nang LNMTC budng trimg: 1a khdi co gidi han rd,
bo kha day, bén trong co chira dich véi tinh chat dich ting am déu
hodc bén trong chira dich va cuc mau dong, can léng.

- Bénh nhéan s€ duoc xét nghiém AMH trudc mb
2.2.3.2. Panh gid trong qud trinh phdu thudt

- Bénh nhan dwoc md ndi soi boc nang LNMTC tai budng
trimg theo dung qui trinh phau thuat.

- Nghién ctru vién cing phiu thuat vién tryc tiép danh gia va
cho diém lac ndi mac tir cung theo rASRM.

- Nghién ctru vién tinh thoi gian md.

- Bénh nhan khong c6 tai bién trong phau thuat (nhu ton
thuong tang, phai cat budng trimg vi Iy do cAm mau,...), dugc chan
doan xac dinh 13 LNMTC qua ndi soi va qua két qua GPBL s& duoc
dua vao nghién ctru.

+ Qua ndi soi 6 bung: 12 nang budng trimg trong ¢ chira
dich mau socholar, c6 thé quan sat thiy c6 LNMTC & vi tri khac, co
chd mau nau hay mau den, c6 chdé mau do t6i hay mau tréng (thé
khong hoat dong) hay c6 kém phan (mg viém toan bd phuc mac tiéu
khung hay xo hoa tao viém dinh phic mac va 2 phan phu. ..

+ Qua GPBL: t& chic LNMTC c6 ciu trac gidng NMTC
binh thuong, 13 biéu mé tuyén hinh try c6 dién, nhiéu té bao va to
chirc dém day dac.
2.2.3.3. Theo déi sau phau thudt

- Bénh nhan trong nghién ctru s€ dugc goi dién moi dén
kham lai sau md, danh gia diém dau, siéu am va xét nghiém AMH tai
3 thoi diém 1thang £ 1 tuan, 3thang + 1 tuan, 6thang + 1 tuin sau md.

2.2.4. Thu thip sé liéu

- Phong vén, kham 1am sang, si€u am, xét nghiém dé co dugce
céc bién s6 nghién ctru

- Nghién ctru vién tryc tiép hoi bénh va siéu am trudc md,
truc tiép tham gia/theo doi cac cudce mo, truc tiép kham cho bénh
nhan sau md va thu thap, quan 1y, xir Iy s6 liéu.
2.2.5. Céc tiéu chuén trong nghién ciru

- Tudi: tinh theo nam.

- BMI: tinh bang can ning chia cho binh phuong ciia chidu cao

- Chi s6 diém dau: dugc tinh theo thang diém NRS - mirc
d6 dau dugc cho diém tir 0 dén 10 twong ung véi mirc do tir
khong dau dén dau nhit, dugce tinh cho muc do dau nhit cua
bénh nhan & cd 3 hinh thai: dau khi giao hop, dau khi c6 kinh
nguyét, va dau vung ha vi.

- V6 sinh: 14 tinh trang vo chdng sau 1 nim séng chung, ¢
quan hé tinh duc binh thuong, khong sir dung bat ky bién phap
tranh thai ndo ma nguoi vo van chua co thai.

- S6 lugng nang LNMTC: tong s6 nang LNMTC qua siéu 4m

- Vi tri nang LNMTC (s6 bén): 1a sy c6 mit caa nang LNMTC
& 1 bén hay 2 bén budng tring.

- Kich thuéc nang LNMTC: xac dinh qua siéu am, dugc tinh
bang trung binh cia 2 dwdng kinh: duong kinh 16n, va duong kinh
nho vudng goéc voi duong kinh 16n.

- Tong kich thuéc nang LNMTC: tinh bang tong kich thudc
clia tit ca cac nang LNMTC & ca 2 bén budng trimg.

- Kich thudc trung binh nang LNMTC:

+ Khi nang ¢ 1 bén BT: tinh bang tng kich thudc cic nang.

+ Khi nang & 2 bén BT: tinh bang tong kich thudc cac nang &
timg bén rdi chia cho 2.

- Thoi gian mé: dwoc tinh tir khi phiu thuét vién dua dugc diy
du cac dung cu md ndi soi vao & bung dén khi bt dau rut trocarts.



- Néng d6 AMH truéc md (AMHO): 1a néng d0 AMH dugc xét
nghiém ¢ thoi diém truc md 1 -2 ngay.

- Nong d6 AMH sau m6: AMHi trong d6i= 1, 3, 6 - 1a nong
d6 AMH dugc xét nghiém sau md twong tng 1 thang + 1 tuan, 3
thang + 1 tuln, 6 thang + 1 tudn.

- Thay d6i AMH sau mo:
[AMHO]- [AMH;i]

[AMHO]
(i =1, 3, 6 ing voi thoi diém 1 thang, 3 thang va 6 thing sau mo).
+ Két qua c6 dau “dwong” thé hién nong d6 AMH giam di

dAMHi = x 100%

sau mo hay giam du trit budng trimg = Mirc d6 giam AMH sau mo.
+ Két qua c6 ddu “4m” thé hién ndong 46 AMH ting 1én sau
md hay tang du trit budng trimg = Mtrc d6 ting AMH sau md.
- Giam du trir budng trimg (DOR):
+ Khi ndng d6 AMH < 1,1ng/ml (Bologna - 2011)
+ Trong d6 DORI (i = 0,1,3,6) tuong ung vdi giam dy trit &
cac thoi diém truoc md, sau mo 1 thang, 3 thang va 6 thang.
- Hoi phuc: Hoi phuc sau 6 thang néu: [AMH6] > [AMH1]
- Piém va giai doan LNMTC: Phan loai theo rASRM 1996
2.3. Xét nghiém AMH
Xét nghiém AMH ty dong toan Access 2 - Berman Counter
2.4. Phwong phap xir Iy so liéu
- S6 liéu duoc nhap va quan ly bang phan mém Epi Data 3.1.
- S6 lidu xir Iy va phan tich bang chwong trinh Stata 14.0 véi
viéc st dung cac thuat toan théng ké phu hop.
- p< 0,05 biéu thi sw khac biét c6 y nghia thong ké.
2.5. Khéng ché sai s6 va cac yéu td nhidu
2.6. Dao dirc trong nghién ciru
- Nghién ciru tuan thi day dia cac qui dinh vé nghién ciru y
sinh, di tuong nghién ciru ty nguyén tham gia sau khi duoc cung cip
diy du cac thong tin can thiét vé nghién ciru.
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Chuong 3

KET QUA NGHIEN CUU
3.1. Thay d6i AMH sau mé ndi soi béc nang LNMTC tai BT
3.1.1. Dic diém ciia bénh nhan trong nghién civu

Bing 3.1: Pic diém ciia bénh nhan trong nghién ciru

Pic diém X +SD Min Max n/tong %

Tubi 29,03 +£531 19 39

BMI 19.83+2,12 152 26,7

NRS0 524 +2,46 0 9

Vo sinh Cé 48/104 46,15
Khéng 56/104 53,85

Vi tri 1bén 77/104 74,04

nang 2 bén 27/104 25,96

Tong KT nang 6,69+249 32 152

CA125 93,63 £88,54 10,6 504,8

AMHO0 447+288 024 14,14

Piém rASRM 46,14 +2597 20 118

GP 3 56/104 53,85

rASRM 4 48/104 46,15

Thoi gian md 5024+19,64 20 110

3.1.2. Dién bién nong dp AMH sau mé

3.1.3. Nong dp AMH trwéc va sau mo

Bing 3.2: Nong dp AMH trude va sau md 1 th, 3 th, 6 th

AMH

AMH — Trung vi .
X+SD Min - Max

N (ng/ml) (25% - 75%)
Thoi dié
Truécmé  AMHO 447+288 3,77(228-631) 043 13,63
Saumd 1th AMHI  211+1,88 1,60(0,77-3,01) 0,02—7.48
Saumd3th AMH3 1,96+1,67 1,66(0,82-2.47) 0,01 -7,89
Saumd6th AMH6 197+1,50 1,67(091-2.86) 0,02—6,23

pl/()’ p3/0’ l:)6/0 < 0’0001 p3/1: 0,62 p6/1: 0,59 p6/3: 0,95
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3.1.4. Mikc dé giam AMH sau mé
Bang 3.3: Mirc d§ giam AMH sau mé 1 thang, 3 thang, 6 thang

wre do giam

dAMH _— Trung vi

%)  XESD 550, 750,  Min-Max
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3.2.3. Lién quan vdi tinh trang vo sinh
Bang 3.5: Lién quan giira sy thay d6i AMH véi tinh trang vé sinh

AMH Vésinh Vésinh Voésinh Vo sinh p
(ng/ml) -) ) 1 I
(n=56) (n=48) n=27) (n=21)

Saumo 1th dAMHI 462 +393 52,2 (20,4 -74,1) -34,2-99,7
Saumd 3th dAMH3 48,7+34,1 53,7(30,1 -74,1) -46,5-99,6
Saumob 6th dAMH6 47.8+359 54,8(29,7-71,8) -63,3-97,5

Trudc AMHO 4,54 + 4,39+ 4,64 = 406+ >0,05

p1=0,72 p®'=0,51 p*?=0,89

Nong d6 AMH sau m thip hon ¢ y nghia so voi trude mod
nhung ca ndng d va mirc do giam AMH khong thay ddi trong vong
6 thang sau md
3.2. Lién quan giira sw thay d6i AMH sau md véi cac yéu to
3.2.1. Lién quan véi tuéi

Bang 3.4: Lién quan giira sy thay d6i AMH véi tudi

\e ek Tuoi
Thoi diém AMH
r p

Truwée mod AMHO -0,34 < 0,001
Nong 49 AMH AMHI -0,12 0,23
sau md AMH3 -0,17 0,08

AMH6 0,23 0,02
Mike dé 2ii dAMH]1 0,18 0,06

Teaesam - AMH3 0,15 0,13

AMH sau mo

dAMH6 -0,06 0,52

Nong d6 AMH trudc md lién quan véi tudi, chua thiy sy lién
quan giita thay d6i AMH sau md v&i tudi
3.2.2. Lién quan voi BMI

Ca ndéng 46 AMH sau md va mirc do giam AMH sau mé déu
khong lién quan véi néng d6 CA125

mé 3,15 2,56 241 2,76
Nong AMH1 221+ 1,99 + 1,85+ 2,17+ >0,05

do 2,06 1,64 1,57 1,76
AMH  AMH3 2,00+ 1,91+ 1,84+ 201+ >005

sau mo 1,84 1,46 1,57 1,33
AMH6 2,10+ 1,82+ 1,88+ 1,75+ >0,05

1,74 1,17 1,27 1,06
Micddp dAMH 458 + 46,7 + 575+ 329+ >0,05

giam 1 35,8 433 352 49,5
AMH dAMH 471+ 50,6 + 584+ 405+ >0,05

(%) 3 37,1 30,5 272 32,2
dAMH 437+ 52,5+ 564+ 475+ >0,05

6 39,0 31,8 29,5 34,6

I:)1/0’ I:)3/0’ I:)6/0 < 0’001, p3/1’ p6/1’ p6/3 > 0’05

Khong c¢6 sy khac biét vé ndong d6 AMH va muc do giam
AMH sau md giita BN VS va khong VS, giira BN VSI va VSII
3.2.4. Lién quan voi tinh trang dau
Bang 3.6: Lién quan giira sy thay di AMH véi tinh trang dau

o e (NRS0)
Thoi diém AMH
r p

Truéc mod AMHO -0,08 0,41
Nong d6 AMH AMHI 0,31 <0,01
sau md AMH3 -0,30 <0,01

AMH6 -0,34 <0,01
Mirc dd giam  dAMHI 0,26 <0,01
AMH saumé  dAMH3 0,22 <0,05

dAMH6 0,25 <0,05
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3.2.5. Lién quan véi sé bén c6 nang LNMTC
Bang 3.7. Lién quan giira sy thay di AMH véi s6 bén ¢6 nang

S6bén AMH Trung 1 bén 2 bén
i (ng/ml) binh (n=77) (n=27) p

diém (n =104)

Truéc mé AMHO 447+2.88 429+294 497+271 >0,05
Nongdd AMHI 2,11+1,88 2,51 +1,91 0,97 +1,21 <0,0001
AMH AMH3 196+1,67 223+1,64 1,17+1,52 <0,0001
sau mb AMH6 1,97+1,50 2,30+ 1,49 1,05+1,14 <0,0001
Mircdd dAMHI1 46,2 +39,3 35,6+382 76,7+23,6 <0,0001
giam dAMH3 48,7 +34,1 40,5+31,9 72,0+29.5 <0,0001
AMH (%) dAMH6 478 +35,9 37,6+344 7704214 <0,0001

p1/0 R p3/0’ p6/0 < 0’0001

p3/1, p6/1, p6/3 > 0’05

Mirc d6 giam AMH manh hon c6 ¥ nghia va nong d6 AMH

sau mo thap hon ¢ ¥ nghia khi nang & 2 bén budng trimg
3.2.6. Lién quan vdi kich thuwéc nang LNMTC
Bang 3.8: Lién quan giira thay ddi AMH véi kich thwéc nang

Thoi

Chung(n=104)

1 bén (n=77)

2 bén (n=27)

3.2.7. Lién quan véi nong dp AMH trwéc m

4.00 6.00 8.00

2.00

0.00
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Qs

T T
5.00 10.00
{AMHO}  Nong do AMH truoc mo

15

®  (AMH1}
®  {AMHE}
Fitted values

— Fitted values

Nong do AMH sau 1th®  {AMH3}  Nong do AMH s&
Nong do AMH sau 6th— Fitted values

T
0.00

5.00 10.00
{AMHO}  Nong do AMH truoc mo

®  damht
®  damhg
Fitted values

e  damh3
Fitted values
Fitted values

T
15.0

Biéu d6 3.1: Lién quan giira thay d6i AMH sau mé v6i AMHO
Ca ndng d6 AMH sau md va mirc d6 giam AMH sau md déu

lién quan véi nong &6 AMH trudc mo.
3.2.8. Lién quan véi nong dp CAI125

Ca ndng d6 AMH sau mé va mirc d6 giam AMH sau mé déu
khong lién quan voi ndng d6 CA125.

3.2.9. Lién quan véi thoi gian mé
Bang 3.9: Lién quan giira sy thay ddi AMH véi thoi gian md

diém AMH r p r p r p
Truée AMHO 0,19 >0,05 0,09 >0,05 032 >0,05
Nong @9 AMHI  -0,35 <0,001 -0,10 >0,05 -0,06 >0,05
AMH  AMH3 -0,32 <0,001 -0,07 >0,05 -0,17 >0,05
saumé AMH6 -0,33 <0,001 -0,05 >005 -0,00 >0,05
Mibcdd dAMHI 0,54 <0,001 0,28 <0,05 0,25 0,21
giam dAMH3 048 <0,001 024 <0,05 034 0,08
AMH dAMH6 0,50 <0,001 023 <005 0,15 0,44

Nong d0 AMH truéc mo khoéng li€n quan voi kich thudc
nang LNMTC

Mirc d6 giam AMH sau mé twong quan thuan chiéu véi kich
thudc nang nhung sy twong quan nay chi thdy khi nang & 1 bén
budng trimg.

T'l:(‘)’i AMH Chung(n=104) 1 bén n=77) 2 bén (n=27)
diém r p r p r p
Trudc AMHO 0,02 >0,05 -0,12 >0,05 022 >0,05
Nongdd AMHI -035 <0,001 -0,15 >005 -0,17 >0,05
AMH AMH3  -0,39 <0,001 -0,19 >0,05 -0,10 >0,05
sau mod AMH6  -0,35 <0,001 -0,10 >0,05 -0,17 >0,05
Mwc d9p dAMHI 034 <0,001 0,08 >0,05 0,15 >0,05
giam dAMH3 0,36 <0,001 0,11 >0,05 0,18 >0,05
AMH dAMH6 0,34 <0,001 0,02 >0,05 0,20 >0,05

Ca nong d6 va muc do giam AHM sau mo déu c6 lién quan
v6i thoi gian md, tuy nhién khi phén tich riéng timg nhom nang ¢ 1
bén hay nang & 2 bén BT thi khong thay con su lién quan nay.
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3.2.10. Lién quan voi mirc do LNMTC

Bing 3.10: Lién quan giira sy thay d6i AMH véi diém ASRM

N Chung (n=104)
Thoi gian AMH

1 bén (n=77)

2 bén (n=27)

r P r P r P

Truée AMHO 002 >005 -0, >0,05 0,07 >0,05
Nongdd AMHI  -0,46 <0,001 -024 <005 -0,12 >0,05
AMH AMH3  -040 <0,001 -021 0,066 0,01 >0,05
sau mo AMH6  -0,47 <0001 -025 <005 -02 >0,05
Micdd dAMHI 0,49 <0001 026 <005 0,12 >0,05
gidm dAMH3 040 <0,001 020 0,077 -0,02 >0,05
AMH dAMH6 049 <0,001 023 <005 0,18 >0,05
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- Thay d6i AMH 1 thang sau mo:

dAMHI =1 - (1,489 — 0,377*soben — 0,049*kttbnang —0,0]6”‘amh())2

- Thay d6i AMH 3 thang sau mo:

dAMH3 = 1—- (1,361 — 0,303 *soben — 0,039 *kttbnang -0,023 *amh0)2

- Thay d6i AMH 6 thang sau md:

dAMH6=1— (1,360 — 0,337 *soben — 0,029 *kttbnang-0,023 *amh())2

3.2.12. Dw bdo giam du triv buf;ng trirng sau mé

3.2.12.1. Giam dy trit buong trirng sau mé va cdc yéu té nguy co
Bang 3.11: M hinh hdi qui logistic da bién phén tich méi lién

quan giira tinh trang giam du trir BT sau mé va cac yéu té

Thay d6i AMH sau mo lién quan c6 y nghia vdi sO diém
ASRM, sy twong quan niy ciing thiy ¢ thoi diém 1 thang va 6 thang
sau md khi nang & 1 bén BT nhung khong thy khi nang & 2 bén BT.
3.2.11. Mé hinh cdc yéu t6 lién quan dén thay doi AMH sau mé
3.2.11.1. Ma trdn twong quan gita mirc dé giam AMH sau mé voi
cdc yéu té: Phan tich twong quan don bién thy:

- Mirc d6 giam AMH sau mé lién quan véi: vi tri nang & 1 hay 2 bén
buéng trimg, kich thudc nang LNMTC, néng do6 AMH trude md, diém
dau trudc md, diém ASRM va thoi gian mo.

- Khong c6 sy khac nhau vé méi lién quan cia mac do giam AMH véi
cac yéu t6 tai 3 thoi diém duoc theo doi du mirc dd manh yéu khac nhau

- C6 mdi lién quan nhiéu chiéu voi nhau giira cac yéu t6 lién quan

dén sy thay d6i ndng d6 AMH sau mo.

3.2.11.2 M6 hinh hoi quy tuyén tinh da bién giita mirc @6 giam AMH

sau mé véi cdc yéu té: Trai qua cac budc: chuyén dang dir liéu thanh

phan b chudn, xdy dung mé hinh, kiém dinh mé hinh, phuong trinh
hdi quy tuyén tinh da bién duoc thiét 1ap giai thich cac yéu té s6 bén

6 nang, kich thiede trung binh nang LNMTC va nong dg AMH truée

mé lién quan dén su thay d6i cna AMH sau md, trong d6 yéu té so

bén c6 nang tac dong manh nhét dén sy thay doi AMH sau md.

o femn
,S;,:)ge n co ; Ezg 7}) o 0028 1,23 40,60
d o >4,0ng/ml 1
i;‘;ﬁg ¢ ” Ongml 1023 0,003 2,19 47,87
I(J}l?li/lqroén i 5’11 4 0010 1,48 17,85
DOR3
v b o 003l S0
d o >
iﬁi‘ﬁg ! Qjﬁﬁjﬁ 8’11 s 0008 174 38,17
Eﬁﬁfroén i 4’178 0,015 1,36 16,75
’ DOR6
i&?ge n ; EZE 12131 0,005 2,12 71,41
d o >
AMED. ;ﬁgﬁgﬂ 6,111 0,019 137 30,06
Giai doan 3 1 0,053 0.99 1323

LNMTC 4 3,61
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3.2.12.2. Dy béo giam du trit buong trieng sau mo
- Khi nang LNMTC é 1 bén budng trimg

+Saumd 1 thang, tai diém ciat AMHO < 3,1 Ing/ml, kha nang
du bao cia AMHO 1a t6t nhat voi Se: 94,44%, Sp: 74,18% (trung
binh Se - Sp: 82,31%), PPV: 50,00%, NPV: 97,56%.

+ Saumb 3 thang, tai diém cit AMHO < 2,62ng/ml, kha nang
du bao cia AMHO 1a t6t nhat voi Se: 93,75%, Sp: 79,66% (trung
binh Se - Sp: 86,71%), PPV: 55,56%, NPV: 97,92%.

+ Saumd 6 thang, tai diém cit AMHO < 2,62ng/ml, kha nang
du bao ciia AMHO la t6t nhat voi Se: 92,31%, Sp: 75,81% (trung
binh Se - Sp: 84,06%), PPV: 25,53%, NPV: 97,92%.

- Khi nang LNMTC 6 2 bén budng tritng: Khong tim thiy méi lién
quan giira ndng d6 AMH trudc md voi giam dy trit BT sau md.
3.2.13. Pdnh gid sw hoi phuc ciia AMH sau mé 6 thing
3.2.13.1. Lién quan giita hoi phuc va cdc yéu to

Bang 3.12: Kiém dinh méi lién quan giira hdi phuc va cac yéu to

Hoi phuc Hoi phuc sau 6 thang
Yéu to p Test kiém dinh
Tubi p>0,05 Mann -Whitney
S6 bén c6 nang p>0,05 Khi binh phuong
Kich thuwéc Nang p>0,05 Mann -Whitney
Piém ASRM p>0,05 Mann -Whitney
Thoi gian md p>0,05 Mann -Whitney
AMHO0 p>0,05 Mann -Whitney
dAMH1 p<0,05 Mann -Whitney

3.2.13.2. Dy bao su hoi phuc AMH sau mo 6 thang

- Khi nang & 1 bén BT, tai diém cat JAMHI > 52,77%, kha ning du
bao c6 su hoi phuc AMH la tot nhat véi Se: 62,16%, Sp: 87,50%
(trung binh Se - Sp: 74,83%), PPV: 82,14%, NPV: 77,78%.

- Khi nang & 2 bén BT, tai diém cit JAMH]I > 84,54%, kha ning du
bao c6 sy hoi phuc AMH 1a tot nhat véi Se: 73,33%, Sp: 83,33%
(trung binh Se - Sp: 78,33%), PPV: 84,62%, NPV: 71,43%.
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Chuong 4
BAN LUAN
4.1. Ban luin vé phwong phap nghién ciru
4.2. Thay d6i AMH sau mé ndi soi béc nang LNMTC tai BT
4.2.1. Dac diém ciia bénh nhdn trong nghién cvu

Tét ca cac dic diém cia bénh nhan nhu cac dic diém lam sang,
can 1am sang, cac yéu té danh gi4 trong cudc mb déu 1a nhimg yéu t6
¢6 thé lién quan dén sy thay dbi ciia AMH sau md ndi soi boc nang
LNMTC tai budng trimg. Céac dic diém ciia bénh nhan trong nghién
clru clia chung t6i tuong tu nhu phan 16n cac nghién ctru khac.

4.2.2. Dién bién nong dp AMH sau mé

Dién bién ndng 46 AMH ciia mdi ca nhan thay doi, c6 thé ting
- gidm, giam — tang duogc ghi nhan trong nghién ctu cua ching t6i
ciing tuong tu nhu phéan 16n cac nghién ciru khac.

4.2.3. Nong dp AMH trwéc va sau mo

Thoi diém theo ddi AMH sau md cua cac nghién ctru khong
gidng nhau. Nhiéu nghién ciru chi theo ddi AMH ¢ 1 thoi diém sau
md, ciing co nhimg nghién ciru theo ddi doc nhiéu thoi diém AMH
sau md, tuy nhién thoi diém theo ddi ciing khac nhau nhung c6 1
diém chung 1a ctr 3 thang theo ddi 1 1in. Nghién ciru nay theo ddi
nong d6 AMH 3 thoi diém 1 thang, 3 thang va 6 thang sau md.

Gid tri nong do AMH ¢ méi thoi diém theo ddi cua cac nghién
ctru khac nhau khéng giéng nhau c¢é thé 1a do loai xét nghiém AMH
st dung khac nhau.

Thay doi nong do AMH sau mé véi nong 36 AMH sau mo thap
hon so v6i truéec md duge hau hét cic nghién ctru ghi nhan, trong
nghién ctru niy, ndng d6 AMH giam c6 ¥ nghia sau mb.

Dién bién vé nong dp AMH sau mé: theo ddi doc ctia chung
to1 cho théy, mac du néng d6 AMH sau md & mdi bénh nhan co su
ting - giam, giam — ting khac nhau nhung khong thay ddi trong
vong 6 thang sau mo.
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4.2.4. Mirc d¢ giam AMH sau mé

Trong nghién clru cia ching t6i, mitc do gidm AMH trung
binh 13 46,2% + 39,3% sau mé 1 thang, 48,7% + 34,1% sau mo 3
thang va 47,8% + 35,9% sau md 6 thang, khong co sy khac biét vé
muc d6 giam AMH trong vong 6 thang sau md.

Két qua nay twong tu nhu nghién ctru ctia Hirokawa (2011) va
Atsuko (2013) v6i mirc d6 giam AMH sau md 1 thang twong tmg 1a
46,2% va 46,6%, cua Telka voi miac d6 giam AMH sau md 6 thang
1a 50%, thip hon trong nghién ctru ciia Chen 2014 (giam 62%),
nhung cao hon trong cac nghién ctu cua Uncu 2013 (gidm 37,9%),
Kwon (2014) véi mirc d6 giam AMH sau md 3 thang 1a 36,34% va
cao hon trong phan tich gdp cua Francesca 2012 (gidam 38%). Su
khac biét nay c6 thé 1a do cac nghién ciru khac nhau co ti 1é nang 1
hay 2 bén BT khac nhau, do kich thudc nang khac nhau hay do dg
chuyén nghiép cua cac phau thuat vién trong nghién ciru.

4.3. Lién quan giira sy thay d6i AMH sau md véi cic yéu t6
4.3.1. Lién quan véi tuéi

Trong nghién ctru nay, ndng d6 AMH truéc md twong quan
nguoc chiéu mic d6 trung binh dén tudi ctia bénh nhan nhung mirc
d6 giam AMH sau md khong twong quan véi tudi, két qua nay ciing
twong tu nhu phan 16n cac nghién ctru dé cap dén mdi trong quan nay.
4.3.2. Lién quan voi BMI

Két qua ctia phén tich cho thiy khong c6 mdi lién quan giira
noéng d6 AMH truéc md, ndng dd6 AMH va mirc d6 giam AMH sau
md v6i BMI. Két qua ndy ciing twong tu nhu cac nghién ciru khac.
4.3.3. Lién quan vdi tinh trang vo sinh

Khéng c6 sy khac biét vé ndng d6 AMH ciing nhu mirc do
giam AMH sau mé ca 3 thoi diém 1 thang, 3 thang va 6 thang giita
bénh nhan VS va khong VS, gilta bénh nhan VS I va VS II hay thoi
gian thoi gian vo sinh dai hay ngin, do d6 két qua cta nghién ctru
nay co thé ap dung cho nhitng BN v6 sinh ¢6 nang LNMTC tai BT.
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4.3.4. Lién quan vdi tinh trang dau

Két qua cta phan tich don bién ghi nhan ring, nong 46 AMH
trude md khong lién quan véi tinh trang dau, tuy nhién c6 méi tuong
quan thuan chiéu giita mic d6 giam AMH sau md va mi twong quan
nguoc chiéu giita nong d6 AMH sau mé véi tinh trang dau trude md
& ca 3 thoi diém 1 thang, 3 thang va 6 thang di muc tuong quan nay
& murc yéu va trung binh.

4.3.5. Lién quan vdi sé bén c6 nang LNMTC

S6 bén ¢6 nang LNMTC tai budng trimg 1a yéu té dugc dé cap
nhiéu nhét trong cac nghién ciru danh gia cac yéu td anh huong dén
su thay d6i ciia AMH sau md ndi soi boc nang LNMTC.

Két qua nghién ciru cta chiing t6i cho thay: khong c¢6 sy khac
biét vé ndong d6 AMH truéc md khi nang & 1 bén hay 2 bén budng
triang (p>0,05), tuy nhién mirc d6 giam AMH manh hon c6 y nghia
khi nang & 2 bén so véi khi nang & 1 bén budng trimg (p<0,0001)
nhung mirc d6 giam AMH khong thay d6i sau md 6 thang sau mo
(p>0,05). Cung véi muc d6 giam cia AMH, nong d6 AMH sau md
cling thap hon c6 ¥ nghia khi nang & ca 2 bén budng trimg
(p<0,0001, Mann-Whitney test), nhung khong thay ddi dén 6 thang
sau md (p>0,05,Wilcoxon signed-rank test ghép cip).

Méi lién quan giita su thay do6i AMH sau md véi s bén co
nang LNMTC tai budng tring trong nghién ctru cuia ching toi ciing
tuong tu nhu phan 16n cac nghién ciru khac.

4.3.6. Lién quan vdi kich thuwéc nang LNMTC

Mirc d6 giam AMH sau md lién quan thuan chiéu va nong do
AMH sau md lién quan nguoc chiéu véi kich thuée nang LNMTC.
Tuy nhién, v6i nhém chi ¢6 nang & 1 bén budng trimg: mirc d6 giam
AMH sau md c6 lién quan murc do yéu (p<0,001), khong théy su lién
quan nay ciia ndng dd6 AMH sau md véi kich thuéc nang. Khi nang &
ca 2 bén budng trimg: khong thdy su lién quan cia ca ndng d6 AMH
va murc do giam AMH véi kich thudc nang LNMTC (p>0,05).
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4.3.7. Lién quan véi nong dp AMH trwéc mé

C6 sy twong quan thuan chiéu gitra mic d6 giam AMH sau md
v6i ndng ¢ AMH truée mo, nghia 14 khi nong d6 AMH trude md
cang cao thi mirc d6 giam AMH sau md cang nhiéu di mdi tuong
quan nay ¢ mirc thdp (r<0,3). Tuy nhién, khi phan tich riéng timg
nhom theo s6 bén co nang LNMTC tai buf‘)ng tring cho théy: muc do
giam AMH sau md twong quan c6 ¥ nghia & muc trung binh con
ndéng dd6 AMH sau md c6 twong quan chit ch& voi ndng d6 AMH
trudec md khi nang & 1 bén budng trimg (p <0,05), va khong thay sy
twrong quan nay khi nang ¢ 2 bén budng trimg. Két qua nghién ctru
cta chiing t6i twong tu nhu phén 16n cac nghién ctru dé cap dén mbi
lién quan giira sy thay d6i AMH sau mé véi ndng d6 AMH trude mo.
4.3.8. Lién quan véi nong dp CA125

Trong nghién ciru cta ching t6i, ndng d6 AMH va mirc do
giam AMH sau mé khéng lién quan dén ndng d6 CA125 (p>0,05).
Két qua nay ciing twong ty nhu 3 nghién ctru tim dugc ¢6 danh gia
mdi lién quan gitta CA125 véi thay d6i AMH sau md.
4.3.9. Lién quan véi thoi gian mo

Phan tich don bién trong nghién ctru cia chung t6i cho thiy:
thoi gian md cang kéo dai thi mirc d6 giam cia AMH sau m cang
cao va ndng 46 AMH sau md cang thp (p<0,05). Tuy nhién khi phan
tich riéng nang & 1 bén hay 2 bén budng tring thi khong thiy sy
twong quan nay nira.
4.3.10. Lién quan véi mirc dp LNMTC

Trong nghién ciru cua ching t6i, ndng d6 AMH va mirc do
giam AMH sau md lién quan véi s6 diém rASRM, sy twong quan nay
ciing thay & thoi diém 1 thang va 6 thang sau mb khi nang ¢ 1 bén
BT nhung khong thay khi nang & 2 bén BT. Mic du ciing c¢6 nhidu
nghién ctru bao cdo diém rASRM cua dbi tuwgng nghién ciru, tuy
nhién, chi tim duoc 2 nghién ctru dé cap dén mébi lién quan nay va
déu khong thiy lién quan giita thay d6i AMH véi diém rASRM.
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4.3.11. Mé hinh cdc yéu t6 lién quan dén thay doi AMH sau mo
4.3.11.1. Ma trin twong quan gitta mirc dé giam AMH sau mé véi
cde yéu té

Phan tich don bién cho thdy: Mic d6 giam AMH trong vong 6
thang sau m6 déu lién quan véi: s6 bén co nang, kich thudc nang
LNMTC, ndng d6 AMH truéc md, chi sd diém dau truéec md
(NRSO0), diém rASRM va thoi gian md, khong co sy khac nhau vé
mbi lién quan cua mic d6 giam AMH véi cac yéu té di muc do
manh yéu khac nhau. Tuy nhién, c6 mdi twong quan nhiéu chiéu véi
nhau gitra cac yéu té anh huong dén mirc do giam cia AMH sau md
nhu, do d6, can thiét xay dung mot mé hinh hdi quy tuyén tinh da
bién dé giai thich sy thay ddi cia AMH sau md thuc su phu thudc
vao yéu té nao va yéu t6 nao tac dong manh nhét dén sy thay déi cia
AMH sau md ndi soi boc nang LNMTC tai BT.
4.3.11.2 M6 hinh hoi quy tuyén tinh da bién giita mirc d¢ giam AMH
sau mé voi cdc yéu té

Nghién ctru da tim ra 3 mo hinh giai thich muc d§ giam cuia
AMH sau md ndi soi boc nang LNMTC tai 3 thoi diém 1 thang, 3
thang va 6 thang va xac dinh dugc mirc d6 giam AMH sau md phu
thudc vao cac yéu td: sb bén c6 nang LNMTC, kich thudc trung binh
nang LNMTC va néng d6 AMH truéc md, trong d6 sb bén co nang
LNMTC tac dong manh nhét dén su thay dbi voi hé sb beta 16n nhét.

Céc nghién ciru khac c6 danh gia cac yéu td lién quan dén su
thay d6i AMH sau md phan 16n chi phén tich don bién. Cac yéu té
lién quan qua phan tich da bién trong nghién ciru ctia chiing t6i 1a sb
bén c6 nang LNMTC, kich thudc nang va ndng d6 AMH trudc md
tuong tu nhu nghién ciu cua Chen (2014). Hirokawa va Michele
thay chi c6 s6 bén 1a yéu t6 lién quan, Celik, Uncu va Telka chi thay
ndng d6 AMH trude mb 1a yéu t6 lién quan, Con Alborzi cho ring sd
bén, kich thudc nang va tudi la cac yéu té lién quan dén sy thay dbi
ciia AMH sau mo.
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4.3.12. Dw bdo giam dw trit buéng trirng sau mo
4.3.12.1. Gidm dy trit buong trirng sau mé va cdc yéu té nguy co

Hoi qui logistic chi ra rang, s6 bén c6 nang LNMTC tai budng
trimg, ndng d6 AMH trudc md va giai doan LNMTC theo ASRM ¢6
lién quan dén giam duy trir budng trimg sau mo, trong d6 dén 6 thang
thi su lién quan cua giai doan LNMTC khong c6 y nghia nita.

Két qua hoi qui logistic cia Ozaki va cs (2016) ciing tim ra 2
yéu t6 lién quan dén giam dy trir budng trimg sau md 3 thang va 6
thang d6 1a s6 bén c6 nang LNMTC va nng d6 AMH trude md.
4.3.12.2. Dy bdo giam du trit buong trieng sau mé

Khi nang LNMTC ¢ 1 bén BT: chung t6i tim dwoc diém cit
AMHO < 3,11ng/ml va AMHO < 2,62ng/ml c6 kha nang dy bao giam
dy trit BT sau md 1 thang va 3 - 6 thang.

Khi nang LNMTC & ca 2 bén BT, khong tim thay méi lién
quan giita ndng d6 AMH trude md véi sy giam du trir BT sau mé.
4.3.13. Pdnh gid sw hoi phuc ciia AMH sau mé 6 thing
4.3.13.1. Lién quan giita hoi phuc va cdc yéu té

Bing kiém dinh su khac biét giita 2 nhém c6 hdi phuc va
khong hoi phuc ciia rat nhiéu yéu, cudi cung chi tim duge mot yéu tb
1a mtrc d6 giam cia AMH sau md 1 thang (AAMH]1) ¢6 lién quan dén
su hoi phuc cia AMH sau mé 6 thang v6i ghi nhan & nhom hoi phuc
¢6 dAMHI cao hon & nhom khéong héi phuc.
4.3.13.2. Dy bdo s hoi phuc AMH sau mé 6 thang

Tai diém cit JAMH1 > 52,77% va dAMH1 > 84,54% tuong tng
khi nang & 1 bén va 2 bén BT, kha ning du bao c¢6 sy hdi phuc AMH
sau md 6 thang cia JAMHI 1a t6t nhét. Trong nghién ctru nay, sy hdi
phuc maéi chi dung lai ¢ viéc co6 su tang lén cuia AMH con muc do
tang 1én nhu thé nao, co y nghia hay khong va c6 twong ximg voi
muc d6 giam AMH hay khong chua dugc dé cap dén. Do d6, sy than
trong trong qua trinh phau thuat dé bao ton t6t nhit budng trimg vin
ludn 14 cin thiét trong phiu thuat boc nang LNMTC tai budng trimg.
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KET LUAN
1. Dy trir budng trirng giam cé y nghia va khong thay ddi trong
vong 6 thang sau mé dwgc xac dinh béi AMH
- Noéng d6 AMH truéc md 1a 4,47 + 2,88 ng/ml giam c6 ¥ nghia
xuéng con 2,11 £ 1,88 ng/ml, 1,96 = 1,67 ng/ml va 1,97 = 1,50 ng/ml
tuong ng 1, 3 va 6 thang sau mo.
- Mirc d6 giam AMH khéng thay ddi trong vong 6 thang sau md véi
viéc giam 46,2% + 39,3%, 48,7% + 34,1% va 47,8% £ 35,9% tuong
ing 1, 3 va 6 thang sau mo.
2. Cac yéu tb lién quan dén sy thay ddi cia AMH sau méd
- Sb bén c6 nang, kich thudc nang LNMTC va néng d6 AMH trude
md ¢6 lién quan dén sy thay ddi cia AMH sau md ndi soi boc nang
LNMTC 1 thang, 3 thang va 6 thang, trong d6 s6 bén c6 nang lac noi
mac tir cung tac dong manh nhét dén su thay ddi cia AMH sau mo,
dugc xac dinh bdi cac phuong trinh:
dAMHI =1 - (1,489 —0,377*soben — 0,049 *kttbnang—(),()16”‘amh())2
dAMH3 = 1 — (1,361 — 0,303*soben — 0,039 *kttbnang -0,023 *amh0)’
dAMHG6 = 1 —(1,360 — 0,337*soben — 0,029*kttbnang—0,023 *amh0)2
- Nong 6 AMH truée md < 3,11ng/ml dy bao giam du trir budng
trimg sau md 1 thang va < 2,62ng/ml dy bao giam du trit budng trimg
sau md 3 thang va 6 thang khi nang & 1 bén budng tring.
- Mtrc d6 giam AMH sau md 1 thang > 52,77% va > 84,54% du bao
su hdi phuc cia AMH sau mb 6 thang twong tmg khi nang ¢ 1 bén va
2 bén budng tring.

KIEN NGHI
1. Dy trit budng trimg giam sau md ndi soi boc nang LNMTC tai BT,
do d6 céan than trong trong viéc thuc hién phau thuat noi soi béc nang
LNMTC ¢ nhitng bénh nhan VS, dic biét 1a khi nang ¢ ca 2 bén BT.
2. Nén xét nghiém AMH thudng qui trude va sau md boc nang lac
ndi mac tir cung ¢ nhitng bénh nhan vo sinh.
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INTRODUCTION

Endometriomas (Endo) in the ovary is a common
gynecological disease with major clinical manifestations of pain and
infertility. Laparoscopic ovarian cystectomy for endometriomas
(LOCE) is a widely used treatment but may affect ovarian reserve
(OR) - an important factor in predicting the fertility of a woman.
However, up to now, after endometriomas operated by Laparoscopy,
how is the change in ovarian reserve, depending on what factors and
whether to predict or not is not clear. There are many tests used to
evaluate ovarian reserve, but Anti-Mullerian Hormone (AMH) is
considered one of the most valuable tests. Therefore, the study
"Assessing the change of ovarian reserve by Anti-Mullerian
Hormone (AMH) after Laparoscopic ovarian cystectomy for
endometriomas" was conducted with two objectives:
1. To evaluate ovarian reserve change by AMH after 1 month, 3
months, 6 months of Laparoscopic ovarian cystectomy for
endometriomas.
2. To determine some factors related to AMH level change after
Laparoscopic ovarian cystectomy for endometriomas
THE MEANING OF SCIENCE AND PRACTICE OF THE
THESIS

Laparoscopic ovarian cystectomy for endometriomas is a
widely used method of treatment, which is the basis for determining the
extent of ovarian reserve, the factors that influence the degree of reduced
ovarian reserve after surgery, from that the help of clinicians are cautious
in indicating and performing Laparoscopic ovarian cystectomy for
endometriomas, the help of advising patients to choose the appropriate
treatment to protect the reproductive ability for patients.

NEW CONTRIBUTIONS OF THESIS

1. To determine the level of reduced AMH after Laparoscopic
ovarian cystectomy for endometriomas.
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2. To determine changes in AMH within 6 months after Laparoscopic
ovarian cystectomy for endometriomas.

3. To develop a model of regression for AMH change after surgery
from that to determine the factors affecting post - operative ovarian
reserve.

4. To determine the cut-off point for predicting the risk of diminished
ovarian reserve (DOR) at post - operative time poins based on
preoperative AMH levels.

5. To determine the cut-off point for declined AMH level after 01
month prognosis for AMH recovery after 6 months of surgery.

6. The results of the study are of high clinical value, particularly in

infertile patients with Endometriomas.

STRUCTURE OF THESIS

The thesis with 123 pages, not including annexes, tables,
figures, diagrams and picture and 130 references, in which:
Introduction and objective 2 pages, Literature review 37 pages,
Subjects and methods 16 pages, Results 27 pages, Discussion 38
pages, Conclusions 2 pages, Recommendations 1 page.

Chapter 1: LITERATURE REVIEW
1.1. Endometriomas in the ovary

Endometriosis is the presence of the endometrial tissue and
stroma outside the uterus causing chronic inflammation, development
and degeneration according to the menstrual cycle and influenced by
sex hormones.

Endometriomas in the ovary is a common form of
endometriosis and is often associated with endometriosis in various
locations. Endometriomas are also a major cause of pain and
infertility, treatment of endometriosis with laparoscopy has been
recommended but there are still controversial because it effects on
ovarian reserve and fertility of the patient.
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1.2. Ovarian reserve tests
So far, no ovarian test has been found to be ideal, but based on
medical evidence, the ACOG (2012) recommended the use of
ovarian reserve tests, in which AMH and AFC are still the two most
valuable tests in the assessment of ovarian reserve
Ovarian reserve tests recommended

Test Value

-Blood test in the 2 - 3 day of the menstrual period

foslfllbined - May change between menstrl'lal cycl'es

with E2 - High levels of FSH are associated with poor response
- There is no predictive value for not having a pregnancy
- Can be tested on any day of menstruation

AMH - The value is stable in one cycle and between cycles
- Low AMH levels are associated with poor response
- There is no predictive value for not having a pregnancy
- The number of follicles observed by vaginal ultrasound
- Perform in the 2 — 5 day of the menstrual cycle

AFC

- The number of follicles involved in responding
-There is no predictive value for not having a pregnancy

1.3. Anti — Mullerian Hormone (AMH)
1.3.1. Physiology of Anti — Mullerian Hormone
1.3.1.1. Origin of AMH

AMH is a molecule consisting of two glycoprotein molecules, with
a molecular weight of 140KDa, belonging to the TGF - 3 group of growth
and differentiation factors. AMH is secreted by the granule cells of the
small cysts of the ovary. AMH is most prevalent in follicles of pre-niche
and with small niches, no longer in FSH dependent growth follicles (> 8
mm) and the degeneration follicles.
1.3.1.2. Role of AMH in ovarian physiology

AMH has the effect of regulating to create the follicle by
inhibition of the excessive recruitment of FSH follicles
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1.3.2. Factors affecting AMH
1.3.2.1. Changes in AMH levels by age

Before puberty: AMH changes with 2 peaks immediately after
birth and before puberty, but the concentration is low. After puberty,
elevated AMH levels with a peak around the age of 25 years and then
decrease steadily until no longer detectable corresponding to the
menopausal period.
1.3.2.2. Changes in AMH levels during pregnancy

AMH levels drop sharply after pregnancy and increase rapidly
after birth.
1.3.2.3. Changes in AMH levels according to menstrual cycles

AMH levels vary between low menstrual cycles and are
unchanged between different days in one menstrual cycle.
1.3.2.4. Changes in AMH levels between individuals

AMH changes between individuals are explained by the fact
that the density of follicles among individuals is not the same.
1.3.2.5. Effects of genetic and environmental factors

- Race: AMH levels are not the same between different races.

- Cigarette smoking: Up to now, the impact of tobacco on
ovarian reserve and AMH has not been elucidated..

- Obesity: Decreased AMH levels and increased BMI are only
confounding factors in relation to age.

- Contraceptive pills: They have an inhibitory effect on AMH
secretion at least when using them for a long time

- Genes and variants of the gene : They affect AMH
1.3.3. Types of AMH tests

There are many types of AMH tests such as IOT, DSL and
AMH Gen II Elisa but there are many limitations. Since 2014, two
types of automated AMH tests have been used: Elecsys and Access 2
with many advantages such as low detection threshold, low error rate,
short time of incubation, not affected by complement and human.
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Chapter 2
SUBJECTS AND METHOD
2.1. Study subjects

The study subjects included patients who undergone
Laparoscopic ovarian cystectomy for endometriomas in Ha Noi
Obstetrics and Gynecology Hospital_during from January 1st, 2015 to
October 30th, 2016 and agree to participate in research.

2.1.1. Inclusion criteria

- Age: 18 - 40 with menstrual cycle from 21 to 35 days.

- Diagnosed with ovarian endometriomas with ultrasound at
the size of> 3cm and indicated for Laparoscopic ovarian cystectomy
for endometriomas.

-Definitively diagnosed with ovarian endometriomas through
endoscopy and through the pathological results.

- Voluntarily to participate in the study.

2.1.2. Exclusion criteria

- Have a history of surgery at the ovary in the past

- Have ovarian endometriomas along with other ovarian
Cysts.

- Have polycystic ovary syndrome according to the 2003
Rotterdam criteria .

- Have used any hormonal medication within 3 months prior to
surgery

- With any hormonal disorders such as diabetes, thyroid disease,
high prolactin,congenital adrenal hyperplasia, Cushing syndrome ...

- Pregnancy during the study period.

2.2. Method
2.2.1. Study design

A pre-post longitudinal follow-up study is used in the study

2.2.2. Sample size
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Calculated according to the formula for estimating the
sample size for a longitudinal follow-up study comparing the mean
change at two points in time

26%4 (Z1-an2 + 71-p)*

82

a:  Level of statistical significance (choose a = 0.05)
Power (choose B = 0.8)

z:  The value obtained from the table z for the value a, B is
chosen. With o= 0.05, z 1.4/2 = 1.96. For § = 0.8, then z; g
=0.84

oq.  Standard deviation of change

8:  Precision of the estimate

n:  Minimum sample size obtained

Data entered according to above formula, with:

o: SD of change, taken according to Meta analysis about AMH
change after Laparoscopic endometrial ablation done by
Francesca Raffi et al (2012) with 6 = 0.3775

6  Precision of the estimate, taking 8 = 0.15 ((corresponding to
a 5% precision of mean AMH levels of 3.0 ng / ml).

So now formula will be:

2 x 0.3775% (1.96 + 0.84)*

= 993

=
Il

0.15*

Thus, minimum sample size obtained is 99.3 and rounded is 100
patients
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2.2.3. Study procedure
2.2.3.1. Choosing study subjects
Patients who has an indication operated by LOCE:

- The researcher will ask for the disease and collect the
information according to the form.

- The researcher will directly check the ultrasonography:
suspected ultrasonography image of ovarian endometriomas: the
block is very clear, the banks are quite thick, the inside of it
containing the fluid with the presence of hypertonic fluid or the
inside of it containing the fluid and blood clots, sediment.

- Patients will be screened for AMH before surgery
2.2.3.2. Evaluation in surgical process

- Patients operated by LOCE according to procedures

- The researcher and surgeons directly assess and give
endometriosis score according to rASRM.

- The researcher calculates surgical time.

- Patients with no surgical complications (such as organ
damage, ovary cut,...), diagnosed with endometriosis by endoscopy
and through histological lesions, will be included in the study

+ Through the abdominal endoscopy: is endometriomas that
contains socholar fluid, it can be seen that endometrial is located
elsewhere or with inflammation response of the entire peritoneum of
sub-pelvis or fibrosis to create peritonitis and peritoneal adhesions as
well as inflammation of ovary and fallopian tubes.

+ Through Anapath: Tissue of endometriosis has a normal
endocervise-like structure, and is a classic cylindrical epithelium,
multiple cells and is a thickly buffed tissue
2.2.3.3. Follow-up after surgery

Patients selected in the study will be invited to re-examine after
surgery, pain assessment, ultrasonography and AMH test at 1 month
+ 1 week, 3 months + 1 week, 6 months + 1 week after surgery.
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2.2.4. Data collection

- Interviews, clinical examination, ultrasound, tests to get the
research variables

- The researcher directly asks patients and ultrasound before
surgery, directly participate/follow up of the surgery, examination for
patients postoperatively and collect, manage and processing data.
2.2.5. Criteria in the study

- Age: calculated in years.

- BMI: Bodyweight divided by height in meters squared

- Pain rating index: calculated according to NRS - The
pain score assigned to 0 to 10 corresponds to the degree from no
pain to worst pain possible in all forms.

- Infertility: Infertility is the condition of the husband and
wife after a year living together, having normal sex, not using
any contraceptive method that the wife is still not pregnant.

- Number of endometriomas: total number of endometriomas
identified by ultrasound.

- Location of endometriomas (a number of side): is the
presence of endometriomas in one side or two sides of the ovary.

- Size of endometriomas: determined by ultrasonography,
calculated as the average diameter of two diameters: large diameter,
and small diameter perpendicular to large diameter.

- Total size of endometriomas: calculated by total size of all
edometriomas in both sides of the ovary.

- Average size of endometriomas:

+ When endometriomas in one side of the ovary: calculated by
the total size of endometriomas.

+ When endometriomas in both sides of the ovary: calculated
by the total size of endometriomas in each side and divided by 2.

- Surgical time: calculated from the time when the surgeon is
fully equipped into abdomen until the trocarts are removed.
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- Preoperative AMH level (AMHO): is the level of AMH Chapter 3
tested before 1-2 days before surgery.

- Postoperative AMH level: AMHi in whichi =1, 3, 6 - is STUDY RESULTS
AMH level tested after 1 month of surgery corresponding to 1 month 3.1. Change in AMH after LOCE
+ 1 week, 3 months % 1 week, 6 months + 1 week 3.1.1. Characteristics of patients in the study
- Change in postoperative AMH : Table 3.1: Characteristics of patients in the study
. [AMHO]- [AMHi] Characteristics X £SD Min Max n/total %
dAMHi = [AMIO] x 100% Age 29.03+531 19 39
(i=1, 3, 6 corresponding to 1, 3 and 6 months after surgery). BMI 19.83+2.12 152 26.7
+ The results with "positive" sign show Degree of Reduction NRS0O 5.24+2.46 0 9
(DR) in AMH after surgery or reduction in Ovarian reserve Infertility Yes 48/104  46.15
+ The results with "negative" sign show increased AMH No 56/104  53.85
level or increase in Ovarian reserve Location Lateral 777104 74.04
of Endo  Bilateral 27/104  25.96

- Diminished in Ovarian reserve (DOR):

+ When AMH level < 1.1ng/ml (Bologna - 2011) Total size Endo 6.69 +2.49 3.2 15.2
+ In which DORI (i = 0,1,3,6) correspond to reduction in OR CAI25 93.63+88.54 10.6  504.8
at points in time: before surgery, after surgery 1, 3 and 6 months. AMHO0 447+288 024 14.14
- Recovery: recovery after 6 months if: [AMH6] > [AMHI] rASRM score 46.14£2597 20 118
- Score and stage of endometriosis: classified according to rASRM, Stage  of 3 56/104  53.85
2.3. AMH assay rASRM 4 48/104 46.15
Surgical time 50.24 +19.64 20 110

The fully automated Access AMH immunoassay - Berman Counter

3.1.2. Change in AMH levels after surgery
3.1.3. AMH levels before and after surgery
Table 3.2: AMH levels before and after surgery of 1 th, 3 th, 6 th

2.4. Data processing
- Data are entered and managed using Epi Data software 3.1.
- Data processing and analysis using the Stata 14.0 with the use

AMH Median

AMH  _ I
m - ax
ngml %S (25% - 75%)

of appropriate statistical algorithms.

- p <0.05 indicates statistically significant difference Time

2.5. Control errors and confounding factors

Before surgery AMHO 4.47+2.88 3.77(228-6.31) 0.43-13.63
2.6. Ethical considerations

1m after surgery = AMHI 2.11+1.88 1.60(0.77-3.01) 0.02-7.48
3m after surgery AMH3  1.96+1.67 1.66(0.82-2.47) 0.01-7.89
6m after surgery AMH6 197+1.50 1.67(091-2.86) 0.02-6.23

The study is fully complied with the regulations on
biomedical research and study subjects voluntarily participate in the
study after being provided with necessary information on research.

p'® p*° p®° <0.0001 p*'=0.62 p®'=0.59 p®3=10.95
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3.2.3. Association with infertility

3.1.4. Degree of reduction in AMH after surgery
Table 3.3: Degree of reduction in AMH after surgery of 1 month,
3 months , 6 months

Table 3.5: Relationship between AMH change and infertility

DR gamMH _ Median

3 Min - M
Time (%) X+ SD (25% - 75%) In ax

1m after surgery dAMHI1 462 +39.3 52.2(20.4-74.1) -342-99.7
3m after surger dAMH3 48.7 £34.1 53.7 (30.1 -74.1) -46.5-99.6
6m after surgery dAMH6 47.8 +359 54.8 (29.7-71.8) -63.3 -97.5

p’'=0.72 p®'=0.51 p®°=0.89

Postoperative AMH levels were significantly lower than
before surgery, but both AMH levels and degree of reduction in
AHM remained unchanged for 6 months postoperatively
3.2. Relationship between AMH change after surgery and factors
3.2.1. Association with age

Table 3.4: Association between AMH change and age

AMH Infertility ~ Infertility  Infertility  Infertility p
(ng/ml) Q) Q) I II
(n=56) (n=48) (n=27) (n=21)
Before AMHO 4.54 + 439+ 4.64 £ 4.06+ >0.05
surgery 3.15 2.56 241 2.76
AMH AMHI1 221+ 1.99 + 1.85+ 217+  >0.05
levels 2.06 1.64 1.57 1.76
after AMH3 2.00 = 191+ 1.84 201+ >0.05
surgery 1.84 1.46 1.57 1.33
AMH6 2.10t 1.82 1.88 % 1.75+  >0.05
1.74 1.17 1.27 1.06
DR in dAMH1 458 = 46.7 £ 575+ 329+  >0.05
AMH 35.8 433 35.2 49.5
(%) dAMH3 47.1 £ 50.6 £ 584+ 405+ >0.05
37.1 30.5 27.2 322
dAMHG6 437+ 525+ 56.4 475+ >0.05
39.0 31.8 29.5 34.6

pl/(), p3/(), p6/0 < 0001, p3/1, p6/1, p6/3 >0.05

There were no difference in change AMH between fertility
and Infertility, between patients with infertility [ and nnfertility II .
3.2.4. Association with pain status

. Age
Time AMH
r P
Before surgery AMHO -0.34 <0.001
AMH1 -0.12 0.23
AMH levels AMH3 -0.17 0.08
after surgery AMHG6 -0.23 0.02
. dAMH1 -0.18 0.06
?fi;“s l‘j‘rl;f:y dAMH3 -0.15 0.13
dAMH6 -0.06 0.52

Preoperative AMH levels were associated with age, not find
the association between postoperative AMH change and age.

3.2.2. Association with BMI

Both postoperative AMH levels and DR in AMH after

surgery were not associated with CA125 levels

Table 3.6: Association between AMH change and pain status

. (NRS0)
Time AMH
r P

Before surgery AMHO -0.08 0.41
AMH levels AMHI -0.31 <0.01
after surgery AMH3 -0.30 <0.01

AMH6 -0.34 <0.01
DR in AMH dAMHI1 0.26 <0.01
after surgery dAMH3 0.22 <0.05

dAMH6 0.25 <0.05




3.2.5. Associaion with a number of side of ovary with Endo
Table 3.7. Relationship between AMH change with a number of
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side of ovary with endometriomas

Number of AMH Mean Lateral Bilateral
side (ng/ml) (n=104) (n=77) (n=27) p
Time
Before surgery AMHO 4.47+2.88 429+294 497+2.71 >0.05
AMH levels AMHI 2114188 251+£1.91 0.97+1.21 <0.0001
after surgery  AMH3 196+ 1.67 2.23+1.64 1.17+1.52 <0.0001
AMH6 197+1.50 2.30+1.49 1.05+1.14 <0.0001
DRin AMH dAMHI 462 +39.3 35.6+382 76.7+23.6 <0.0001
(%) dAMH3 48.7+34.1 40.5+£31.9 72.0+29.5 <0.0001
dAMHG6 47.8+35.9 37.6+34.4 77.0+21.4 <0.0001

p1/0 R p3/0’ p6/0 <0.0001

p3/1, p6/1, p6/3 >0.05

The DR in AMH was higher and AMH levels were significantly

lower after surgery when Endo were present on the bilateral ovary.

3.2.6. Association with size of endometriomas

Table 3.8: Association between AMH change with a size of Endo

Chung(n=104)

Lateral (n=77) Bilateal (n=27)
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3.2.7. Correlation with AMH levels before surgery

4.00 6.00 8.00

2.00

0.00

T T
5.00 10.00
{AMHO}  Nong do AMH truoc mo

' 1 T
15 000

® {AMH1}  NongdoAMH sau 1th®  {AMH3}  Nongdo AMH s&
® {AMHB}  Nong do AMH sau 6th— Fitted values
Fitted values — Fitted values

5.00 10.00
{AMHO}  Nong do AMH truoc mo

®  damht
®  damhg

Fitted values

damh3
Fitted values
Fitted values

Figure 3.1: Correlation between AMH change and AMHO0
Both postoperative AMH levels and DR in AMH were

correlated with preoperative AMH levels..

3.2.8. Association with CA125 levels

Both postoperative AMH levels and DR in AMH were not
associated with CA125. levels..
3.2.9. Association with surgical time

Table 3.9: Association between AMH change with surgical time

T
15.0

General (n=104) Lateral (n=77)

Bilateral (n=27)

Time AMH
r p r p r p

Before AMHO 0.19 >0.05 0.09 >0.05 032 >0.05
AMH levels AMHI -0.35 <0.001 -0.10 >0.05 -0.06 >0.05
after surgery AMH3 -0.32 <0.001 -0.07 >0.05 -0.17 >0.05
AMHG6 -0.33 <0.001 -0.05 >0.05 -0.00 >0.05

DRin AMH dAMHI 0.54 <0.001 0.28 <0.05 025 0.21

dAMH3 048 <0.001 0.24 <0.05 0.34 0.08

dAMH6  0.50 <0.001 0.23 <0.05 0.15 0.44

Preoperative AMH were not correlated with a size of endo

Postoperative AMH reduction was positively correlated with

a size of endometriomas but this correlation was observed only when

this endometriomas were present on one side of the ovary.

Time AMH

r p r p r p
Before AMHO 0.02 >0.05 -0.12  >0.05 0.22 >0.05
AMH AMHI1 -0.35  <0.001 -0.15 >0.05 -0.17 >0.05
levels after AMH3 -039 <0.001 -0.19 >0.05 -0.10 >0.05
surgery AMH6 -0.35 <0.001 -0.10 >0.05 -0.17 >0.05
Degree of dAMHI1 0.34  <0.001 0.08 >0.05 0.15 >0.05
reduction dAMH3 0.36  <0.001 0.11  >0.05 0.18 >0.05
in AMH dAMH6 0.34  <0.001 0.02 >0.05 020 >0.05

Both postoperative AHM level and DR in AHM were
associated with the surgical time. However, when analyzing Endo

groups in one side or two sides, no correlation was found..
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3.2.10. Association with degree of Endometriosis
Table 3.10: Association between AMH change and ASRM score

General(n=104) Lateral (n=77)

Bilateral (n=27)

Time AMH
r p r p r p

Before AMHO 0.02 >0.05 -0.1 >0.05 0.07 >0.05
AMH AMHI1 -046 <0.001 -0.24 <0.05 -0.12 >0.05
levels after AMH3 -0.40 <0.001 -0.21  0.066 0.01 >0.05
surgery AMHG6 -0.47  <0.001 -0.25 <0.05 -0.2 >0.05
DR in dAMHI1 049 <0.001 026 <0.05 0.12 >0.05
AMH dAMH3 040 <0.001 020 0.077 -0.02 >0.05
dAMH6 049 <0.001 023 <0.05 0.18 >0.05
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- AMH change at 1 month after surgery:

dAMHI = I - (1.489 — 0.377*soben — 0.049*kttbnang -0.016*amh0)’
- AMH change at 3 month after surgery:

dAMH3 = 1 — (1.361 — 0.303*soben — 0.039*kttbnang -0.023*amh0)’
- AMH change at 6 month after surgery:

dAMHG6= 1 — (1.360 — 0.337*soben — 0.029*kttbnang-0.023 *amh0)’
3.2.12. Prediction of ovarian reserve after surgery

3.2.12.1. Reduce postoperative ovarian reserve and risk factors
Table 3.11: Multivariate logistic regression model analyzing the
relationship between reduction of postoperative OR and factors

Postoperative AMH change was significantly associated with

ASRM score.

3.2.11. Model of factors related to postoperative AMH change

3.2.11.1. Matrix of correlation between DR in postoperative AMH

with the following factors: Univariable analysis revealed that:

- The DR in postoperative AMH were associated with: location of endo
at 1 or 2 sides of ovary, a size of endometriomas, preoperative AMH
levels, preoperative pain score, TASRM score and surgical time.

- There was no difference in the association of the DR in with factors
at three monitored periods despite different strengths

- There was a multidimensional relationship between factors

associated with postoperative AMH change.

3.2.11.2 Multivariate linear regression model between degree of

reduction in postoperative AMH with factors: Go through the steps:

- To transform data into normal distribution, model building, model

testing, multivariate linear regression equations were set up to

explain factors such as a number of sides of the ovary with endo, a

mean size of endo and preoperative AMH levels were associated with

postoperative AMH changes, in which a number of sides of the ovary
with endometriomas most affected postoperative AMH changes.

0,
DOR1 OR p 95% CI
Lower Upper
Number of  Lateral 1
; . 02 1.2 40.
sides Bilateraln  7.08 0.028 3 0.60
>4.0 1 1
AMHO ng/m 0.003 2.19 47.87
levels <4.0ng/ml 10.23
Stage of 3
Endo 4 514 0.010 1.48 17.85
DOR3
Number of  Lateral 1
sides Bilateraln  9.25 0.013 1.61 53.20
AMHO0 >4.0ng/ml 1
levels <40ngml .15 008 174 38.17
Stage of 3 1
Endo 4 478 0.015 1.36 16.75
DORG6
Number of  Lateral 1
sides Bilateraln 1231 000 2.12 71.41
AMH0 >4.0ng/ml 1
levels <40ng/ml 641 0019137 30.06
3 1
stage of 0.053 0.99 13.23

Endo 4 3.61
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3.2.12.2. Prediction of DOR after surgery
- When endometriomas in one side of the ovary

+ After surgey of 1 month, at a cut off - point of AMHO <
3.11ng/ml, the predictive ability of AMHO was best with Se: 94.44%,
Sp: 74.18% (mean Se - Sp: 82.31%), PPV: 50.00%, NPV: 97.56%.

+ After surgey of 3 months, at a cut off - point of AMHO <
2.62ng/ml, the predictive ability of AMHO was best with Se: 93.75%,
Sp: 79.66% (mean Se - Sp: 86.71%), PPV: 55.56%, NPV: 97.92%.

+ After surgey of 6 months, at a cut off - point of AMHO <
2.62ng/ml, the predictive ability of AMHO was best with Se: 92.31%,
Sp: 75.81% (mean Se - Sp: 84.06%), PPV: 25.53%, NPV: 97.92%.

- When endometriomas in two sides of the ovary: No correlation
was found between AMHO levels and DOR.
3.2.13.Evaluation of AMH recovery after surgery of 6 months
3.2.13.1. Relationship between AMH recovery and some factors
Table 3.12: Testing hypotheses about the relationship between
AHM recovery and some factors

Recovery Recovery after 6 months
Factor P Hypothesis testing
Age p>0.05 Mann -Whitney
Number of sides with Endo p>0.05 Khi binh phuong
Size of endometriomas p>0.05 Mann -Whitney
ASRM score p>0.05 Mann -Whitney
Surgical time p>0.05 Mann -Whitney
AMHO0 p>0.05 Mann -Whitney
dAMHI1 p<0.05 Mann -Whitney

3.2.13.2.Prediction of AMH recovery after surgery of 6 months

- When endometriomas in one side: dAMHI1 > 52.77%, the
predictive ability AMH recovery was the best with Se: 62.16%, Sp:
87.50%. When endometriomas in two sides: dAMHI1 > 84.54%,
the predictive ability AMH recovery was the best with Se: 73.33%,
Sp: 83.33% (mean Se - Sp: 78.33%).
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Chapter 4
DISCUSSION

4.1. Discussion of study methods
4.2. Change in AMH after LOCE
4.2.1. Characteristics of patients in the study

All patient characteristics such as clinical, subclinical
characteristics, factors evaluating in the surgery are factors that may
be associated with AMH change after LOCE. Patient characteristics
in our study are similar to most other studies

4.2.2. Change in AMH levels after surgery

Changes in the AMH level of each individual vary, which may
increase- decrease or decrease - increase, are noted in our study as
well as most other studies.

4.2.3. AMH levels before and after surgery

Poin in time to follow-up postoperative AMH levels of
studies was not the same..Many studies only monitored AMH levels
at one postoperative period, but there are also longitudinal follow-up
studies monitoring AMH levels at many postoperative periods.
However, the poin in time of follow-up varies, but one common
finding is that every 3 months of follow-up 1 times. This study
monitored AMH levels at one, three, and six months postoperatively.

AMH values at different monitoring points for different studies
may be different because of different AMH tests.

Changes in postoperative AMH levels with postoperative
AMH levels were lower than before surgery for most studies. In this
study, AMH levels decreased significantly after surgery.

Changes in postoperative AMH levels: Our longitudinal
follow-up showed that, although postoperative AMH levels in
each patient increased- decreased, or decreased- increase, but did
not change within 6 months after surgery
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4.2.4. Degree of reduction in postoperative AMH

In our study,a mean AMH reduction was 46.2% + 39.3% after
1 month of surgery, 48.7% + 34.1% after 3 months and 47.8% =+
35.9% % after 6 months of surgery, there was no difference in AMH
reduction within 6 months after surgery.

This result was similar to a study by Hirokawa (2011) and
Atsuko (2013) with the DR in postoperative AMH of 46.2% and
46.6%, respectively. And in a study by Telka, the DR in AMH after
surgery of 6 months was 50% lower than that in Chen's study (62%
reduction), but higher than that in Uncu's studies (37.9%), a study by
Kwon (2014) showed that the DR in AMH after surgery of 3 months
was 36.34% higher than that in the Meta analysis of Francesca 2012
(down 38%). This difference may be due to different studies having
different rates of endo in 1 or 2 sides of the ovary, due to different
size of endo or the professionalism of the surgeons in the study.

4.3. Relationship between AMH change after surgery and factors
4.3.1. Association with age

In this study, preoperative AMH levels were negatively
correlated with the patient's age, but the reduction in the postoperative
AMH levels was not correlated with age, which is similar to the
majority of the studies mentioned. to this correlation
4.3.2. Association with BMI

The results of the analysis showed no correlation between
preoperative AMH levels, AMH levels and DR in AMH
postoperative with BMI. This result was similar to other studies
4.3.3. Association with infertility

There was no difference in AMH levels and DR in AMH after
surgery of 1, 3 and 6 months between patients with fertility and
infertility, between patients with infertility I and infertility Il or a
long-term or a short-term infertility, so the results of this study may
be applicable to patients with infertility with endometriomas.
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4.3.4. Association with pain status

Results from the univariable analysis indicated that
preoperative AMH levels were not associated with pain, but there
was a positive correlation between the DR in postoperative AMH and
there was a negative correlation between postoperative AMH levels
and the preoperative pain in all three periods of 1 month, 3 months
and 6 months although this correlation was weak and moderate
4.3.5. Association with a number of side of ovary with Endo

A number of side of the ovary with endometriomas was the
most frequently mentioned factors in the study of factors influencing
the change of AMH after Laparoscopic endometrial ablations .

Our results showed that there was no difference in pre-
operative AMH levels when endo were present in one side or two
sides of the ovary (p>0.05). However, the DR in AMH was
significantly higher when endo were present in two sides than that
when endo were present in one side (p <0.0001) but the DR in
AMH was not changed after 6 months postoperatively (p>0.05).
Along with the DR in AMH, postoperative AMH levels were
significantly lower when endo were present in both sides of the ovary
(p <0.0001), but not changed up to 6 months after surgery ( p> 0.05)

The relationship between postoperative AMH change and the
number of side of the ovary with endometriomas in our study was
similar to most other studies
4.3.6. Asociation with a size of endometriomas

The DR in AMH was positively correlated but postoperative
AMH levels were negatively correlated with a size of endo.
However, in the endo in one side patient group: only weak
association beween the DR in AMH and a size of endo (p<0.001), no
correlation was found between postoperative AMH levels and a size
of endo. When endo in both sides: no association was found between
AMH levels as well as between the DR in AMH with a size of endo.
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4.3.7. Association with preoperative AMH levels

There was a positive correlation between the DR in
postoperative AMH levels and preoperative AMH levels, ie, the
higher preoperative AMH levels, the greater the reduction in
postoperative AMH levels although the correlation was low (r < 0.3).
However, when analyzing the individual groups according to the
number of side of the ovary with endometriomas, we found that: the
DR in AMH levels was moderately correlated with preoperative
AMH levels and postoperative AMH levels were closely correlated
with preoperative AMH levels when endo in one side (p <0.05), and
no correlation was observed when when endo in two sides. The
results were similar to the studies that refer to the association
between postoperative AMH change and preoperative AMH levels.
4.3.8. Association with CA125 levels

In our study, AMH levels and the degree of reduction in
postoperative AMH levels were not associated with CA125 levels
(p> 0.05). This finding was similar to the three studies that examined
the relationship between CA125 and postoperative AMH change.
4.3.9. Association with surgical time

The univariable analysis in our study showed that the longer
the surgical time, the higher the degree of reduction in the
postoperative AMH levels and the lower the postoperative AMH
levels (p<0.05). However, when analyzing endometriomas separately
in one side or two sides, there was no correlation.
4.3.10. Association of degree of endometriosis

In our study, AMH levels and the DR in postoperative AMH
levels were associated with rASRM score, this correlation was also
observed when endometriomas were present in one side but not
found when endometriomas were present in two side. Only two
studies referred to this association and found no correlation between
AMH change and rASRM score.
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4.3.11. Model of factors related to postoperative AMH change
4.3.11.1. Matrix of correlation between degree of reduction in
postoperative AMH with the following factors:

Univariable analysis revealed that: The DR in AMH within 6
months after surgery were associated with: endo at 1 or 2 sides of the
ovary, a size of endo, preoperative AMH levels, preoperative pain score
(NRSO0), rASRM score and surgical time. There was no difference in
the association of the DR, with factors at three monitored periods.
However,there was a multidimensional correlation between factors
affecting the DR in the postoperative AMH. Therefore, it is necessary
to construct a multivariate linear regression model to explain the
change in AMH after surgery, actually depending on which factor
and which factor influences the change of AMH after LOCE.
4.3.11.2 Multivariate linear regression model between degree of
reduction in postoperative AMH with factors

The study found three models explaining the degree of
reduction in AMH after LOCE at 1, 3 and 6 months and has
determined the DR AMH depending on the factors: a number of side
of the ovary with endo, a mean size of endo and preoperative AMH
levels in which a number of side of the ovary with endo had the
greatest impact on the change with the highest beta coefficient..

Other studies that evaluated factors associated with the change
in postoperative AMH were mostly an univariable analysis. The
factors related to the multivariate analysis in our study was that the
number of sides of the ovary with endo, a size of endo and
preoperative AMH levels were similar to those of Chen (2014).
Hirokawa and Michele found that only the number of sides of the
ovary was a relevant factor, Celik, Uncu and Telka showed that
preoperative AMH levels as a related factor, whereas Alborzi
suggested that the number of sides, a size of endometriomas and age
were factors related to the change in AMH leels after surgery.
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4.3.12. Prediction of DOR after surgery
4.3.12.1.DOR after surgery and risk factors

The logistic regression showed: the number of sides with endo,
AMHO levels and the stage of endometriosis according to ASRM
were associated with DOR after surgery, of which up to 6 months,
the association of the stage of endometriosis was not still significant.

The results of logistic regression of Ozaki et al (2016) also
found two factors related to DOR after surgery including the number
of sides with endometriomas, preoperative AMH levels.
4.3.12.2. Prediction of reduction in ovarian reserve after surgery

When endometriomas were present in one side: we found
AMHO cut-off point of < 3.1lng/ml and AMHO < 2.62ng/ml
possible to predict DOR after surgery of 1 month and 3 - 6 months .

When endometriomas were present in two sides: no correlation
was found between preoperative AMH levels and DOR after surgery.
4.3.13. Evaluation of AMH recovery after surgery of 6 months
4.3.13.1. Relationship between AMH recovery and some factors

By testing the difference between recovery group and non-
recovery group of many factors, the only one factor found was that
the DR in AMH after surgery of 1 month (dAMHI1) was related to
the recovery of AMH after surgery of 6 months with higher dAMHI1
in the recovery group compared to that in the non-recovery group.
4.3.13.2. Predicion of AMH recovery after surgery of 6 months

At a cut off point of dAMH1 > 52.77% and dAMHI1 >

84,54% corresponding to endometriomas present in one side and two
sides, it is able to predict AMH recovery after surgery of 6 months of
dAMHI1 to be the best. In this study, the recovery was limited to the
increase in AMH but what is the degree of increase, whether is
significant or not, and whether corresponding to the DR in AMH or
not being not mentioned. Therefore, caution in surgical process for
optimal ovarian preservation is always necessary in LOCE.
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CONCLUSIONS
1. The reduction in OR was significant and unchanged within 6
months postoperatively determined by AMH:
- Preoperative AMH levels of 4.47 = 2.88 ng/ml down significantly
to 2.11 £ 1,88 ng/ml, 1.96 + 1.67 ng/ml and 1.97 £ 1.50 ng/ml,
respectively at 1, 3 and 6 months postoperatively
- The degree of reduction in AMH was unchanged within 6 months
after surgery with the reduction of 46.2% + 39.3%, 48.7% =+ 34.1%
and 47.8% =+ 35.9%, respectively at 3 and 6 months after surgery.
2. Factors related to change in postoperative AMH
- The number of side of the ovary with endometriomas , the size of
endometriomas and preoperative AMH levels were associated with
changes in AMH after 1, 3 and 6 months of LOCE in which a
number of sides of the ovary with endometriomas most affected
postoperative AMH changes.
dAMHI =1 - (1,489 — 0,377*soben — 0,049 ”‘kttbnang-O,0]6”‘ath)2
dAMH3 = 1 — (1,361 — 0,303*soben — 0,039 *kttbnang -0,023*amh0)’
dAMHG6 = 1 —(1,360 — 0,337*soben — 0,029*kttbnang—0,023*amh0 )’
- AMHO levels < 3.11 ng/ml were predicted to DOR after surgery of
one month and < 2.62 ng/ml were predicted to DOR after surgery of
3 and 6 months when endometriomas were present in one side
- The dAAMH1 >52.77% and >84.54% predicted AMH recovery after
6 months of surgery, respectively, when endometriomas were present
in one side and two sides of the ovary.

RECOMMENDATIONS
1. The OR will bi decreased after LOCR, so caution should be done
in performing LOCE in infertile patients, especially when
endometriomas were present in two sides of the ovary..
2. Routine AMH testing should be done before and after LOCE



