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PAT VAN PE

WHO (World health organization — T6 chirc y thé gidi) dinh nghia: Vo
sinh 1a bénh 1y cua hé théng sinh san dugc xac dinh 1a tinh trang khong c6 kha
nang thu thai sau 12 thang quan hé tinh duc thuong xuyén ma khong ap dung
bién phap tranh thai. R6i loan phong nodn dugc phén loai 13 nguyén nhan phd
bién nhat trong vo sinh va 40% rdi loan phong noin do hdi chimg budng
trimg da nang (HCBTDN). Ty 1&é BTDN (budng tring da nang) xay ra trong 6
- 10% tong s6 phu nit trong d6 tudi sinh dé theo tiéu chuan NIH (The National
Institute of Child Health and Human Disease) va khoang 15% theo tiéu chuan
Rosterdam 2003 [1].

Ho1 chung BTDN duogc biéu hién boi rat nhiéu triéu chung 1am sang va
can 1am sang khac nhau. Trong s6 d6, nong do ting LH (Luteinizing
hormone) cao khoang 60% & bénh nhan budng tring da nang va dugc nhin
nhan 13 mot dau hiéu dic trung cua hoi chiing nay [2]. Theo WHO cong bd
noi dung hoi thao ESHRE (European Society for Human Reproduction and
Embryology) ndm 2012 dua ra cac 1di loan chinh cia BTDN: khong c6 kha
ning tao ra dugc su dot bién vé ndng d6 LH dé dap ung véi thay doi cua
estrogen, nang noan khong truong thanh, bat hoat thu thé LH, mét can béng
LH/FSH gay thiéu FSH (Follicle stimulating hormone) tuwong ddi, khong
phong noan, va sy gia tang khong phu hop ctia LH. Trong sb cac réi loan do,
da phan céac ri loan déu lién quan téi LH khang dinh méi lién quan cia LH
trong co ché bénh sinh ctia hoi chimg [3],[4].

Phuong phap diéu tri dau tay cho BTPN la clomiphen citrate don thuan.
Tuy nhién, c6 khoang 30% bénh nhan khéng dap umg diéu tri voi phuong
phap nay voi thoi gian dé xac dinh diéu d6 1a 3 thang diéu trj lién tuc, ¢ ting
lidu. P6 1a mot khoang thot gian khé dai vdi cac bénh nhan vo sinh, lam anh

huéng nhiéu t6i tAm 1y va hiéu qua diéu tri tiép theo. Theo nghién ctru phan



tich cia Susanne va cong sy (2012) tong hop 28 nghién ctru thdy rang 52 —
76% cac bénh nhan BTPN c6 cac van dé rdi loan tAm ly, tram cam khi biét
minh mang hoi ching BTDN va trong qué trinh diéu tri [5]. Vi vay, viéc tim
kiém xé4c dinh cac yéu t6 tién lugng rat ngan thoi gian diéu tri va nang cao
hiéu qua diéu tri 1a vin dé ludn duoc quan tAm cua cac nha nghién ctru va
lam sang. LH tang cao vira 1a nguyén nhan vtra 1a hau quéa bénh 1y. Nghién
ctru vé nong do LH, anh hudng ctia né ludn 1a mdi quan tAm va gy tranh cai
trong rat nhiéu nam gan ddy vé gia tri ctia no trong tién luong diéu tri. Chinh
vi thé, chung t6i tién hanh nghién ctu “Nghién ciru sy bién doi, gia tri clia
ndng @9 LH trong tién lwong diéu tri kich thich phéng noin bénh nhan vé
sinh do budng trirg da nang bang clomiphene citrat don thuéin va két hop
voi FSH” vo1 muc tiéu:
1. Mo ta né‘ng d6 LH, ti s6 LH/FSH ¢ bénh nhdan vé sinh c¢é6 hdi churng
buong trimg da nang.
2. So sdnh ddc diém lam sang & bénh nhdn dép g véi bénh nhdn khéng
ddp vmg phdc dé clomiphene citrat don thudn va mé ta ddc diém cdn
ldm sang cua nhom khong dap ving
3. Nhdn xét su bién doi nong d¢ LH ¢ bénh nhan cé va khéng déap ing véi
phdc dé clomiphene citrat don thudn va phdc dé clomiphene citrat két
hop FSH.



Chuong 1
TONG QUAN

1.1. Chéan doan hdi chirng budng trimg da nang

Hoi ching budng trimg da nang 1a mot hoi chimg réi loan ndi tiét hay
gip nhat ¢ phu nit trong d6 tudi sinh san véi tan suét trung binh tir 10 — 20%
tiy qudc gia, ching toc va tiéu chuin chan doan. Nghién ctru ciia Koivunen R
(1999), ty 1& hoi chirng BTPN cta nhom phu nit tir 20 — 45 tudi & Phan Lan 1a
14,2% [6]. Theo Teharani FR va cong sy (2011) nghién ctru trén 1126 phuy nit
Iran ty 1¢ BTDN dao dong tur 7,1% - 14,6% tuy dinh nghia [7]. Mot nghién
ctru da qudc gia ciia M. Hickey va cong su cong bd thang 2 nam 2011 trén tré
nir vi thanh nién nhan thiy ty 16 BTN tir 3,1% dén 18,5% [8]. Nghién ciru ciia
E.S.Knochenhauer va cong su (1998) tai My thay ty 1¢ BTDN & ngudi da den
(3,4%), trang (4,0%) theo tiéu chuan NIH (The National Institute of Child
Health and Human Disease) [9]. Nguoi ta udc tinh c6 khoang 5 triéu phu nir
M¥ trong d6 tudi sinh dé c6 hoi chimg BTDN (NIH 2012).
1.1.1. Cac triéu chwng lam sang ciua BTDN:

e Réi logn kinh nguyét

Kinh nguyét 1a tap hop cac thay doi sinh 1y lap di lap lai ¢ co thé nguoi
phu nit dudi su diéu khién cta hormone sinh duc can thiét cho qua trinh sinh
san va biéu hién dic trung béng sy ra mau am dao dinh ky goi 1a hanh kinh.

Mot chu ky kinh nguyét binh thudng ¢é hai pha 1a pha nang noan va
pha hoang thé kéo dai khoang 28 ngay khac hin véi mot chu ky kinh ra
huyét do thay d6i ndng d6 hormone nhu st dung thudc tranh thai, hoic ra
huyét bat thuong do cac nguyén nhan khac. Nghién ciru ciia Laurence A
(2009) trén 167 ngudi phu nit Mexico dua ra sé ngay chu ky kinh trung
binh cua ho la: 27,7 + 2,4 ngay [10].



Kinh thua, kinh khong déu hay vo kinh 13 nhiing rdi loan vé kinh nguyét
thuong gap trong hdi chung BTPN. Kinh thua la khi vong kinh > 35 ngay
va vo kinh 1a khong c6 hanh kinh > 3 thang & nguoi c6 tién st kinh
nguyét déu va khong co hanh kinh > 6 thang & ngudi co tién st kinh
nguyét khong déu [11]. Trung binh cac nghién ctru dua ra tinh trang réi
loan kinh nguyét gap & 70 - 97% céc truong hop BTDN [12][13]. Nam
1985 Adams va cong su nghién ctru trén 173 bénh nhan BTDN thdy c6 26%
vo kinh, 87% kinh thua, con Abdulrazak va cong su (2007) thi lai dua ra ty I¢
bénh nhan BTDN vo kinh, kinh thua 1an lugt 1a 22% va 43,93% [14][15].
Badawy A (2009) thu dugc ty I¢ trén 80% & nhom nghién clru cia minh,
trong nghién ctru cua Seddigheh (2014) lai c6 té1 92% bénh nhan PCOS c6
r6i loan kinh nguyét [16][17]. Réi loan phong nodn 1a nguyén nhan gy vo
sinh ctia bénh nhan BTDN nén dic diém kinh nguyet r6i loan 1a dic diém l1am

sang rat dic trung cia nhom bénh nhan nay.
® Ram long, trieng ca:

Ram long 14 sy phat trién qua mrc cua 16ng mit hodc co thé, 16ng c6
thé xuit hién & trén mat, nguc, bung dudi, lung, canh tay, chan [18].
Théng thuong, mdi soi 16ng hay téc phat trién tir mot nang 16ng nim siu
trong da phét trién thanh hai giai doan 1a 16ng to va l6ng truéng thanh.
Dudi tac dung cuia androgen 1ong to chuyén thanh 16ng truong thanh va
khong c6 qua trinh bién ddi tré lai [19]. Khi c¢é sy ting cao androgen,
16ng to & nhiéu ving trong co thé chuyén thanh 16ng trudng thanh gay ra
tinh trang ram 16ng. Ram 16ng 1a mot tri¢u ching cua hdi ching BTDN,
c6 thé 1am anh huong dén thdm my va chét lwgng cudc sdng cho khoang
10% phu nit BTDN [16][17]. Theo Ashlay Montagu (1989) théng ké nhan
trac hoc thiy rang dic diém phan bd 16ng 13 khac nhau gitta cac chung toc,

didc biét 1a nguodi Chau A it 16ng trén co thé hon ngudi da tring Chau Au va



nguoi da den [20]. Nghién ctru cua Adams trén nhitng bénh nhan siéu am co
hinh anh budng trimg nhiéu nang thiy khoang 92% phu nit c6 biéu hién 1am
sang ram long. Nghién ctru ciia Abdulrazak trong nhom BTDN thi ty 1€ nay la
64,49% [14][15].

Ram 16ng dugc danh gia dua trén bang diém Ferriman Gallwey véi 11
ving gdm: méi trén, cam, nguc, lung, thit lung, bung trén, bung dudi, canh

tay, cang tay, dui, cang tay gia tri trén 8 diém co6 y nghia chan doan [21].

3 4 3 4 3 4

Hinh 1.1: Bang diém Ferriman Gallwey [21]



Bén canh viéc gay ra tinh trang ram long, su tdng testosterone dan toi
taing DHT (Dyhydro — testosterone) dudi tac dong cua men 5o — reductase
kich thich ting té bao simg cd nang 16ng 1am chit hep duong thoat chét ba 1én
da va tdng hoat dong ché tiét cua tuyén ba dan t&i & tré chét ba tao diéu kién
thudn lgi cho tring ca phat trién. Theo mot sé nghién ctru cho thiy khoang
3/4 phu nit bi mun trimg ca c6 hinh anh budng tring da nang trén siéu am.
Nguoc lai, theo Soodabej Zandi va cong su, ty 1€ BTDN ¢ nhiitng bénh nhan
da liéu c6 tinh trang trimg ca 12 48,3% [16].

Bang 1.1. Ty 1€ ram long & bénh nhan HC BTDN

Tac gia Nam n %
Marcondes et al [22] 2007 73 83,8
Baldani et al [23] 2012 365 73,2
Jedel et al. [24] 2010 30 73
e Béo phi

Theo WHO (1995) béo phi 1a tinh trang tich lily m& qua mac va khong
binh thuong tai mot ving co thé hay toan than lam anh hudng t6i sic khoe
[25]. Chi s khdi co thé BMI (body mass index) dugc qui dinh dung dé danh
gia tinh trang gay, béo va binh thuong. Cling theo nghién ctru cua WHO
2004, khong c6 chi sb riéng cho timg chung toc va quc gia, chi s6 BMI cut-
off 25 14 chi s ¢6 gia tri danh gia chung trén thé gidi theo bang 1.2 [26].

Cong thure tinh nhu sau:

W: can ndng tinh theo kg H: chiéu cao tinh theo m



Bang 1.2: Phan loai theo BMI [26]

BMI (kg/m?)
Phéan loai
Principal cut-off points | Additional cut-off points

Gay < 18,50 < 18,50

18,50 - 22,99
Binh thuong 18,50 — 24,99

23,00 — 24,99

Béo phi > 25,00 > 25,00

Nguén: WHO 1995 — WHO 2004 [25][26]

Ty 1& béo phi chiém 30-50% phu nit budng trimg da nang. Susan va cac
ddng nghiép chi ra rang sy ting testosterone kéo dai & bénh nhan BTPN lam
tang tich lily m& bat thudng trén co thé [27]. Tac dung nay cla testosterone
dugc chung minh khi tac gia Elbers JM (1997) theo ddi nhitng ngudi phu nir
chuyén gidi nam dugc dung testosterone thay thé co su gia tang chéat béo noi
tang va giam nhay cam vdi insulin gy béo phi, dac bi¢t tang tich Iy mo
vung bung [28]. Nhu vay, su gia tang testosterone co lién quan tdi nguyén
nhan ram 16ng, tring cd, béo phi trén bénh nhan BTDN.

Céc nghién ctru cta cac nha khoa hoc thuong cho cac chi s6 BMI trung

binh cia nhom bénh nhan BTDN trén 25 nhu bang 1.3.

Bang 1.3: Chi s6 BMI trung binh trong cac nghién cttu

Tac gia n BMI
Majedah Al-Azemi (2004) [29] 270 28,55+5,5
Atay V (2006) [30] 258+ 1,77
Badawy A (2009) 218 28,1 £3,2
[16] 220 27,1 +3,1
Lisa (2011) [31] 40 30,1 +7,0
Gustavo (2011) [32] 53 29,5+6,9




Tuong ty nhu thé, trong nghién ctru cia Abdulrazak va cong su ciing
dua ra ty 16 bénh nhan BTPN c6 chi s6 BMI > 25 13 63,55% [15].

Nhung trong qua trinh nghién ctru rat nhiéu tac gia khac da nhan thay co
su khac biét giita chi s6 BMI ctia bénh nhan BTDN ¢ Chau Au va Chau A. O
Viét Nam, chi s6 BMI trung binh trong nghién ciru ctia Bui Minh Tién (2010)
12 20,4 va nghién ctru cia Vuong Thi Ngoc Lan (2009) chi ¢6 6,6% sb bénh
nhan BTDN c6 BMI 16n hon [33][34].

1.1.2. Cac triéu chirng cdn ladm sang:
e Dinh luong noi tiét
Nam 1931, nha sinh héa hoc cia My Fevold HL va cong su da phat hién
hormone luteinizing (LH) va hormone kich thich nang trimg (FSH) [35]. Tiép
sau d6, nam 1958, Mc Arthur va cong su nghién ciru ndng d6 hormone FSH
va LH trong nudc tiéu & 122 vong kinh nhan thiy c6 sy ting cao LH & phu ni
¢6 hoi chimg BTPN [36]. Cac nghién ctru dua ra ty 18 ting LH thiy & 44 - 82%
bénh nhan HCBTDN. Tuong tu 14 sy gia ting cua ty 16 LH/FSH xuat hién &
50-68% cac truong hop BTDPN. Sy gia ting LH dan téi ting tong hop
testosterone & nhitng nang noan cap II va cap III dan toi su gia tang cac dic
diém cuong androgen trén 1am sang. Céc gia tri gidi han dugc dua ra khi noi
t6i tiéu chuan cuong androgen bao gdm:
+LH> 10 U/l
+ LH/FSH >2
+ Testosterone > 1,5 ng/ml
e Hinh dnh buong trieng nhiéu nang trén siéu am (ngay 2-5 chu kp):
Ting LH va khong dap ung insulin din dén sy gia ting san xudt
androgen c6 thé da kich thich budng trimg san xut estrogen, testosterone tao
ra nhitng thay doi mo hoc ctia budng trimg lam ting sé lugng nang thir cip,

giam ty 1& phat trién va phong nodn cua budng trimg.



Tiéu chuan x4c dinh hinh anh siéu 4m budng trimg nhiéu nang nhu sau:
C6 trén 12 nang kich thude tir 2 - 9 mm, hodc ting thé tich budng tring >10
cm’®, khong can dén sy phan bd nang hodac mat do moé buéng tring va cac dac

diém trén thé hién it nhat & mot budng tring.

Hinh 1.2: Hinh dnh buéng trieng da nang trén siéu Gm

e Khang insulin hodc réi loan dung nap glucose.

Khang insulin 13 tinh trang ting ndng d6 insulin hodc giam nhay cam cta
insulin v&i co quan dich. Ty 1é khang insulin thay ddi 25 va 70% giita theo
dan toc va phuong phap chan doan trong cac bénh nhan BTPN. Co ché giai
thich mdi lién quan giita khang insulin véi BTDN chua 13 rang, nhung co ché
tang insulin gdy ting tong hop testosterone ngan can sy phat trién nang noan,
{rc ché qua trinh thoai hoa nang nodn dan t&i hién tuong nhiéu nang khong
thoai h6a nhung ciing khong phat trién gy ra tinh trang budng trimg nhiéu
nang 1a co ché dugc dé cap nhiéu nhét. Tuy nhién, c6 sy lién quan gitta chi
s6 BMI cua bénh nhan BTPN véi ty 18 khang insulin di dugc chtiing minh
[17],[24].
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1.1.3 Cac tiéu chudn chén dodn:
Trén thé gi6i hién c6 3 tiéu chuan chan doan Hoi chimg BTDN cua
NIH/NICHD, ESHRE/ASRM va Androgen Excesse and PCOS Society.
e Tiéu chuan NIH (1990) chuan doan khi c6 cé ba tiéu chuan [4]:
- R&i loan kinh nguyét
- Cuong androgen
- Loai trir cac rdi loan khac tuong tu.

e Theo Hoi nghi dong thuin Rotterdam (2003), ESHRE/ASRM [37]
Tiéu chuan bénh nhin dugc chan doan PCOS khi ¢ 2 trong sb 3
tri¢u ching sau:

- R&i loan kinh nguyét: VO kinh hodc kinh thua.

- Cuodng androgen: thé hién & triéu chung lam sang hodc can
lam sang.

- Triéu chimg siéu am: c¢6 hinh anh budng tring da nang.

e AES (2006) (Androgen Excess Society) [38]

- Cuong androgen

- Co6 mot trong hai tiéu chuén: Réi loan kinh nguyét hodc hinh
anh BTDN trén si€u am.

Bén canh d6, hoi nghi déng thuin Latin - American l1an I (thang
5/2009) dua trén céc tiéu chuan chan doan trén nguoi ta phan loai hoi chimg
BTDN ra 4 typ voi céc triéu chung [39]:

- Typ 1: Typ cb dién, chiém 90% céc truong hop BTDN
+ Cuong androgen
+ Khong phong nodn thudong xuyén
+ Hinh anh BTDN trén siéu 4&m

+ Cuong androgen
+ Khong phong nodn thuong xuyén
+ Hinh anh budng trimg binh thuong
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+ Cuong androgen

+ Kinh nguyét binh thuong
+ Hinh anh BTDN trén siéu 4m

+ Khong cuong androgen

£ Khong phong nodn thuong xuyén
+ Hinh anh BTBN

Hoi chimg BTDN c6 3 tiéu chuan chan doan khac nhau dua ra céc ty 1&

méc khac nhau trong cting mét nhom nghién ciru ciing nhu trong quan thé.

Tuy theo mdi tiéu chuén thi dic diém dic trung duogc nhan manh 1a khac

nhau. V&i mdi tiéu chudn ty 16 mic BTDN trong quan thé duoc xac dinh

khac nhau tuy theo muc dich ctia cdc nha nghién ctru. Cac nha 1am sang san

phu khoa va céc nha nghién ctru lién quan t61 muc ti€u sinh san thuong su

dung tiéu chuan Rosterdam 2003 dé chan doan va nghién ciru. Theo Sussan

M va cong su (2014), ta co bang tong hop ty 1é theo ving va theo céc tiéu
chudn khac nhau [12].
Bing 1.4: Ty 1¢ BTPN céc viing ¢ mét sé nghién ciru [12]

5 ~ Androgen
Nguon Mau NIH/NICHD | ESHRE/ASRM
Excesse

March ,

728 phu nir Uc 8,7% 17,8% 12,0%
(2010)

Mehrabian

820 phu nir Iran 7% 15% 7,92%
(2011)
Tehrai

929 phu nir Iran 7,1 % 14,6% 11,7%
(2011)
Yildiz | 392 phu ni

, 6,1% 19,9% 15,3%

(2012) | Tho Nhi Ky

Nguon: Sussan M, Kristen A Pate (2014). Epidemiology, diagnois and
management of PCOS. Clin Epidmiol. Vol 6. 1 — 13 [12].




12

1.2. Co ché bénh sinh
1.2.1. Co ché hoat dpng ciia tuyén dudi doi, tuyén yén, buong trirng

Binh thudng, ving dudi doi tiét GnRH tac dong t6i tuyén yén san xudt
LH va FSH thuc ddy qua trinh phat trién nang nodn. Su phat trién cta nang
nodn lam ting san xudt estrogen. Nong dd estrogen ting cao tac dung
feedback 1én ving dudi ddi - tuyén yén 1am ting ndong d6 LH. Su ting nong
do LH tac dong Ién nang noan da trudng thanh gay ra hién tuong rung tring
giai phong noan bao va tiép tuc duy tri hoang thé [40].

Tac dung diéu hoa nguoc 4m tinh cta estrogen va progesterone: Ca hai
hormone nay déu c6 ac dung tc ché bai tiét FSH va LH. Tuy nhién khi c6 mit
progesterone thi tic dung tc ché cia estrogen ting l1én gap nhiéu lan. Hai
hormone tac dung diéu hoa nguoc 1én su bai tiét FSH va LH bing cach tac
dung truc tiép 1én tuyén yén, tac dung 1én tuyén dudi ddi yéu hon va chu yéu
dé lam thay d6i tan sd nhip bai tiét GnRH.

Co ché hoat dong ndi tiét binh thuong duogc thé hién theo so dd sau:

—— Ving dwéi dbi

@|
GnRH - ST
\,\ - "\-\_‘_ -
\ N
.,":,u "‘ '1_“
/7 [ . W
/| ‘Tuyényen @ '\
Vd ' Ting oestrogen i
s ," L 4 Estrogen,
2 progesterona,
@' Tinghank ocstroges o
gsy, va dinh inhibin A
@ L"’ 4 I|I g :
' &3 h
].—ﬁ'[lg LH, \\ ) e
FSH ¥ s _/‘
el el —{ — L —
I " B / &
N\ Phit trien noin Nang noin / Phéng np’ﬁ; Hoing thé -

= trudng think e

— =

Piéu hoa ngl.l’l;l‘.(.-‘ dwong finh -

“°*=  Pjéu hoa ngwoc im tinh

Hinh 1.3. Co ché hoat dong tuyén dwdi doi - tuyén yén - buong trirng
(Nguon: Internet)
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Nhu vay, su gia ting nong d6 LH tang s& phu thudc vao su ting GnRH.
Tuyén du6i ddi tiép nhan thong tin ting GnRH thong qua su ting ndng do
estrogen va progesterone.

Dién bién ndng d6 LH va méi lién quan v&i cac hormone khac trong chu
ky kinh nguyét binh thuong da dugc nghién ctru va dua ra boi Reto Stricker

nam 2006 nhu sau:

Bang 1.5. Dién bién ndng d9 LH trong chu ky kinh nguyét

g)‘::l Nedy 50 véi trLu};g tf ng OESTRADIO | PROGESTER
ciaky | dinhLH | binh | binh | tr‘;‘flzmh g:f;;i‘o‘;ﬁ
kinh Uil | Ul p
Nang [15dén-6 | 3.96 | 6.42 149,74 0.64
noan .
5dén-1 | 5.68 | 4.66 450,49 0.64
PinhLH 0 41,19 | 12.82 671,06 2.54
Hoang | +ldén+4 | 7,86 | 5,62 313,42 13,67
thé ,
+5dn+9 | 3.88 | 3.14 495,82 3625
+10 dén +14 | 2,75 | 2.85 327.36 13,99

Ngudn: Reto Stricker and all. Establishment of detailed reference values for
luteinizing hormone, follicle stimulating hormone, estradiol, and
progesterone during diferent phases of the menstrual cycle on the Abbott

Architec analyzer.
Clin Chem Lab Med 2006; 44(7): 883-887.[41]
1.2.2. Co ché hoat dpng hai té bao ¢ budng trirng

Su bién ddi néng do cac hormone sinh duc duogc tiép tuc dién ra thong
qua co ché hoat dong cua té bao vo va té bao hat. LH s& tiép tuc tham gia chu

trinh noi tiét sinh san théng qua receptor c6 & té bao vo. Nhu vay chi khi nang
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nodn phat trién t6i giai doan xuét hién té bao vo thi LH m&i phét huy tac dung
ctia minh [42]. Cu tric nang nodn thay doi trong qua trinh phat trién: mdi
nang nodn bao gdm mét té bao trimg, xung quanh co6 cac té bao hat va cac té
bao vo chi duoc hinh thanh khi nang nodn da phat trién qua giai doan nang
nodn nguyén thiy. Té bao vo co receptor véi LH tac dong 1én qua trinh tong
hop androgen. Duéi tac dung ctia FSH, té bao hat san xuét estrogen tir nguon
androgen cung cip tir té bao vo. Nhu vdy, ngudn androgen dugc kiém soat
boi ndng d6 LH cua tuyén yén [43]. LH dugc tiét theo nhip xung, sau mdi
nhip xung cia LH 12 mot luong nhat dinh androgen va estrogen tuong Ung
dugc tiét ra tr budng tring. Piéu ndy di dugc D.L. Walters va E.
Schallenberger (1984) lam thuc nghiém chiing minh trén bo [44]. Nghién ctu
khac ciia Campbell va cong sy (2006) chi ra rang: khi nudi cdy té bao vo
trong 6ng nghiém, chi mot luong nho LH 1a du kich thich viéc ché tiét
androgen nhung nguogc lai, khi dung liu cao LH gdy trc ché san xuét
androgen va ting san xuat progesterone lam hoang thé hoa té bao.[45].
Balasch J va cong su (2001) da theo doi trén cac bénh nhan IVF/ISCI dung
FSH va phéc d6 tc ché dinh LH, ndng d6 LH duogc dinh lwong vao ngay thir 7
va thir 8. Két qua thu duoc voi mire LH < 1 U/l khong thdy tac dung phu trén
ty 1¢ mang thai va say thai, nhung v&i mac > 1,5 UI/l ty 1€ ¢6 thai giam va ty

1€ say thai tang Ién da dugc ghi nhan [46].

Hoat dong cua hai loai té bao dudi tac dong cua LH va FSH duoc tom

tat nhu hinh 1.4:
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Hinh 1.4: Hoat djng ciia té bao vé va té bao hat [42]
Nguon: J M Young va A S McNeilly. Theca: the forgotten cell of theca varian
follicle. Reproduction October 1, 2010, 140, 489 — 504 [42]

1.2.3. Cdc co ché bénh sinh ciia BTDN

Nguodi ta nhan thay hai co ché chinh gay budng trimg da nang 1a do su
tang LH va khang insulin. Co ché bénh sinh dugc tom tat nhu hinh 1.5.

Tang LH din dén su gia ting san xuit androgen do céac té bao vo trong
budng tring va c6 thé di kich thich budng tring san xudt estrogen,
testosterone tao ra nhitng thay d6i mo hoc ctia budng trimg. Tir d6 dan tdi cac

biéu hién 14m sang cua BTDN.
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CO CHE BENH SINH Béo phi

A > ’ .
'LH Khang Insulin
Te bao vo Tang mnsulin mau
\ ‘
T IGF tu do
T Androgen Cuong androgen lam sang

)

A - ’ . -
T Nang » | Nang so cap T Sém nang thi cap
nguyven thuy

\. * AMH Ngimg phat trién ﬁ

nang noan et

} Khong phong noin ‘

Hinh 1.5: Co ché bénh sinh ciia hi chitng BTPN [47]
Nguon: Andrew G. Ostor (2007). The pathology of the PCOS. Polycystic
ovary syndrome, second edition, Cambridge, New York; 42 — 48 [47]

Khang insulin c6 thé do nhiéu nguyén nhin khac nhau nhung déu giy
tang insulin dan t6i ting IGF (Insulin-like growth factors) tu do tac dong 1én
té bao vo 1am tang androgen dan t6i nhitng biéu hién 1am sang cia BTDN.

Nghién ciru ciia Partel K cung cong su (2003) gy ting nong d6 duong
va insulin c6 kiém soat trén hai nhém bénh binh thuong va BTDN tim phan
mg tang ndng do LH da dwa ra két luan: khi ndng d6 duong, ndng do insulin
trong mau ting 1én khong 1am ting ndng do LH, tdn sb xung va bién do tiét
LH. Nhu vay, co ché bénh hoc BTPN thuc su 14 hai co ché doc 1ap nhung c6

biéu hién hau qua 1am sang twong ty nhau [48].
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1.2.4. Cac nguyén nhan gay BTDN

- Nguyén nhan di truyén

Céc nghién clru & cac quéc gia khac nhau nhan thdy dic diém lam sang
ctia cac bénh nhan BTPN c6 tinh chung tdc, thé hién & viéc biéu hién cac dic
diém 1am sang nhu BMI, phan bb 1ong, tring ca, hoi dau, khang insulin

[71.[91,[231.[34],[39].

Theo nghién ctru ctia Richard S va cong su (2007) tong két 15 nghién
ctru chimg minh c6 mdi lién hé vé di truyén cho hoi ching BTPN nhung
chua dua ra duoc cac qui lut di truyén phu hop [49]. Nghién ctru cia Chen
ZJ va cong sy (2011) dua ra gan 100 gen c6 kha nang tham gia biéu hién lam
sang cua BTPN véi cac nhom chinh 1a: Nhom gen lién quan steroid budng
tréng, nhom gen lién quan nodi tiét t6 steroid, nhom gan lién quan
gonadotropin, nhom gen tham gia hoat dong tiét insulin, nhém gen lién quan
td1 nang lugng homeostasis, nhom gen lién quan tinh trang viém man tinh va
mot s6 gen con dang nghién ciru. Vi nhom gen lién quan t6i gonadotropin:
Gen LHB/CGB mi hoa chudi beta LH nam trén nhiém séc thé 19q13,32 c6 dot
bién diém Trp8Arg va Ilgl5Thr tao phan tir v-LH c6 sy giam hoat tinh hoat
dong cua LH [50].

Trong cac nghién ctru da cong bd ¢ Viét Nam, ndng do trung binh LH kha

cao so voi cac chung toc khac nhu bang 1.6:
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Bang 1.6: Nong d6 LH va ty 1¢ LH/FSH trung binh
trong cac nghién ciru & Viét Nam

TAc gia Nim LH ¢rung binh LH/FSH ; % >1.5
(UI/1)
Nguyén Thi Mai Anh [51] | 2001 13,7 73,6%
béang Ngoc Khanh [52] 2004 17,7
Nguyén Manh Thang [53] | 2004 12,56 58,2%
Nguyén Manh Tri [54] 2005 12.,56
Vil Van Tam [55] 2009 16,6/16,54
Bui Minh Tién [33] 2011 17,5 78,57 %
Tran Thi Ngoc Ha[56] | 2010 13,1 69,8%

Khi so sanh v&i cac nghién clru nude ngoai nong do LH cua Viét Nam

c6 vé nhu cao hon nhu bang 1.7.

Bing 1.7: Nong dd LH trung binh trong mét sé nghién ciu.

Tac gia Nim | N Piéutri | LH trung binh (UI/)
Amer S.A.K [57] 2002 | 16l CC 143+7,1
Calaf Alsina J [58] 2003 945 | Puregon 50UI 8,83 £5,15
Badawy A [16] 218 Letrozol 11,2+ 1,8

2009
220 CC 14,1+2,2
Mervat [59] 260 8,9
2014
260 10,3
Halah [60] 50 6,4
2016
50 5,8
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Cau hoi vé van dé chung toc trong dic diém HC BTPN luén dugc nha
nghién ctru dit ra. Shilpi Dasgupta va cong su (2012) da nghién ciru vé cac
bién dj trong kiéu gen cua p LH cta phu nit Nam An D6 thdy ndong d6 LH
trung binh 1a 15,9 + 1,86 kha cao so véi cac nghién ctru & Chau Au. Céc tac
gia dua ra 7 bién di xut hién trén gen p LH cua cac bénh nhan BTDN nay.
Liéu ching do cac co ché bénh sinh khac nhau nhung biéu hién cing mot kiéu
hinh BTPN dan dén su khac biét dic diém 1am sang bénh ly dac trung khac
nhau [61].

- Nguyén nhan do tang Kisspeptin

Kispeptin 1& mot neuropeptide ving dudi d6i nam trong nhén arcuate
(ARC) dugc xem nhu trung tdm cua cdc GnRH ( gonadotropin — releasing
hormone. N6 1a mot protein dugc ma hda bdi cac gen KISS 1 nam trén NST
s6 1. Kiss 1 ban dau duoc xac dinh 1a gen c¢6 kha ning tc ché khdi u 4c tinh
va K va di can. Sau ndy, nguoi ta phat hién ra rang: Kisspeptin — GPR54 c6
vai trd quan trong trong viéc bat dau kich thich ché tiét GnRH, FSH, LH la

cac hormone quyét dinh su phat trién hé théng sinh san.

Theo Kondo M va cong su (2016) dwa ra gia thuyét rang kisspeptin cd
lién quan dén su rdi loan cua truc ha ddi-tuyén yén-budng tring trong hoi
chtng budng trimg da nang (BTDN). Dé kiém tra gia thuyét nay, ho da tién
hanh theo d&i su thay ddi xung LH, va ARC immunoreactivity kisspeptin
trong mot mo hinh chudt BTN sir dung RU486 chdng progestin. Ho tim
thdy mot su thay ddi cua xung LH, sy ting ndng d6 LH trung binh va ting
dang ké gia tri trung binh xung bién d6 LH. Ngoai ra, c6 su ting cao hon cia
cac té bao kisspeptin duong & ARC cua nhom chudt dugc xir Iy RU486 so véi

nhom chimg. Nhitng két qua nay cho thay kha ning tham gia cua kisspeptin
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ving dudi doi thi & trén truc ha doi-tuyén yén-budng trimg trong sinh 1y bénh

cta BTDN [62].

- Phan Ung viém: Nhan t6 wc ché di chuyén dai thuc bao (MIF:
Macrophage migration inhibitory factor) la mdt cytokine da chirc ndng ma
dong mot vai tro trong trao ddi chit va qué trinh viém. Cac bang ching cho
thdy rang c6 mot mdi lién hé giita MIF va phong noan. Gonzalez F va cong sur
(2010) nghién ctru trén bénh nhan BTDN béo phi va khong cd béo phi nhan
thdy c6 su ting cao MIF so voi nhém chimg: BTDN c6 béo phi: 54,6 + 15,2
ng/ml; khong béo phi: 37,7 £ 10,6 ng/ml so voi nhom ching béo phi: 17,5 £ 8
ng/ml; nhom chimg khong béo phi: 4.8 + 0,6 [63]. Cac két qua twong tu nhu
thé ciing thu dugc trong nghién ctia Mejia-Montilla (2015) [64]. Calan M va
cong su (2016) gia miac do MIF huyét twong & nhitng phu nit ¢6 hdi chimg
budng trimg da nang (BTDN). Nghién ciru dugc tién hanh trén 90 phy nit véi
BTDN va 80 phu nit khée manh & nhom chung. Két qua cho thay, ndng do
MIF cao hon dang ké & nhiing phu nir véi BTDN hon & phu nit nhém ching
(14,16 = 1,59 so v6i1 10,39 £ 0,70 ng / ml; p <0,001). Mitc MIF cao hon dang
ké & thoi ky phong nodn hon trong giai doan phat trién nang nodn (11,15 +
0,61 so voi 10,56 + 0,82 ng / ml; p <0,001). MIF tuong quan tich cuc véi chi
s6 BMI, nhay protein phan tmg C cao (hs-CRP). MIF tuong quan duong voi
luteinizing hormone (LH). Piéu nay cho thay, MIF c6 thé dong mot vai tro rat
quan trong trong su phat trién cia BTDN [65].

- O nhiém moi trudng: Yéu té phoi nhiém BPA (Bisphenol A hay 2,2-bis
(4-hydroxyphenyl) propan) 1a mot hop chét chinh duoc sir dung trong qui
trinh san xuat nhua. Pay 1a mot trong nhitng hoéa chét chit lugng cao nhit

dugc san xuat trén toan thé gidi. BPA dugc san xuat dau tién nam 1891, sau
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d6 phat trién rong rdi tir nam 1930. BPA tham nhép co thé ngudi ¢6 ngudn goc
tir cac san pham tiéu dung, trong méi trudng nhu nude thai, nude udng, khong
khi va bui. BPA dd duoc phat hién trong 95% mau nudc tiéu cia con ngudi
(Calafat et al., 2005) [66]. Theo nghién ctru cia Kang JH va cdng su nam 2006
chimg minh rang sy gia ting cac san phim nhya 13 ting su tiép xuc cua con
ngudi véi BPA va con dudng chinh 1a qua dudng thic dn. Trung binh mdi
ngay con ngudi nhan dugc lwong BPA 1a 1pg/1kg trong lwong co thé [67].

Theo nghién ctru cua Seung Gee Lee va cong su nam 2013: chuot truong
thanh dugc nhan mot licu BPA hang ngay trong 90 ngay rdi dinh luong céac
hormon FSH, LH, E2, testosterol. Két qua thu dugc & chudt 1a giam nong do
E2, ting ndng d6 LH, kéo dai thoi gian dong duc, rat ngan thoi gian hoang thé
nhung khong 1am thay d6i nong d6 FSH [68]. Nghién ctru cuia Chao HH va
cong su nam 2012 phat hién ra rang khi tiép xtc vi BPA, budng trimg chudt
dd giam dang ké cac nang nguyén thily nhung ting nang so cp va thur cp
[69]. Piéu nay dugc Donatella Caserta va cong su khang dinh thém khi phan
tich cac két qua nghién ctru vé van dé nay trong 10 nim gan day (2004 —
2013) [70].

Theo cac mo ta, BPA hoat dong nhu mot hop chét noi tiét va nhu mot tac
nhan 1am thay d6i qua trinh methyl héa cia AND. Do cau trac caa BPA ¢
nét trong déng oestrogen nén nd hoat dong nhu mot chit chu van oestrogen.
BPA tuong tac v6i cac thu thé oestrogen o va B (Kurosawa T va cong sy nim
2002) [71]. Mit khac, BPA hoat dong nhu mot chat d6i khang véi thu thé
androgen (Bonefeld-Jorgensen EC va cong su nam 2007) [72]. Bén canh do,
Zhu Z va cong sy nim 2009 dua ra tic dong BPA truc tiép lén histron cia
chudi AND va lam bién doi cau traic AND. BPA tac dong 1én qua trinh methyl
hoéa AND [73].
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Estradiol

HO OH
Bisphenol A

Hinh 1.6: Ciu triic héa hoc cua oestradiol va Bisphenol A (BPA) [73]

1.3. Piéu tri vo sinh & bénh nhan hdi chirng BTN
1.3.1. Gidm cén va tdp thé duc

Béo phi thuong gip ¢ 35 — 60% bénh nhan BTDN va thuong kho diéu tri
gidm can hon so vdi cac hinh thirc béo phi do nguyén nhan khac.

O nhitng nguoi du can, béo phi, gidam dugc 5-10% trong lugng co thé co6
thé c¢6 y nghia 1am sang: 1am binh thudng héa chu ky kinh nguyét, phuc hoi
kha nang rung tring [74].

1.3.2. Clomiphene citrate

% CAu tric hoa hoc

Clomiphene citrate 1a mot triarylethylen non steroid

Thuc té, clomiphene citrate 1a mot hdn hop ctia hai dong phan hinh hoc:

enclomiphene (E-clomiphene) va zuclomiphene (Z-clomiphene).
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% Co ché tac dung

Bit dau dugc sir dung tir ndm 1961 sau cong bd cua Greenblatt [75].
Niam 1967 dugc FDA Hoa ky cong bd chap nhan sir dung.

Thudc tac dung bang cach chiém chd cia estrogen & cac thu thé estradiol
& vung dudi ddi din t6i cac thy thé estrogen ¢ vung dudi ddi - tuyén yén bi
thudc "che 1ap" nén lam tiang bai tiét GnRH dan tdi ting tiét gonadotropin.
Ddng thoi, né ciing co thé tac dong trén tuyén yén va trén budng trimg thong
qua viéc lam giam hoat tinh enzym aromatase cua budng tring 1am giam tong
hop estrogen. Thoi gian ban hity cua thudc 1a 5 ngay. N6 hép thu tot qua
duong tiém, boi dudi da va duong tiéu hoa, chuyén hoa & gan va bai tiét qua
dich mat. Sy phong noan thuong xay ra tir 4-10 ngay ( trung binh 1a 7 ngay)
sau lidu diéu tri cudi cung [9].

Phac db diéu tri theo huéng dan hinh 1.6.

Consensus Algorithm for Ol in PCOS

Tiéu chuan it hié (e . ,
BTDN Rotterdam P e C‘O rupg’trunfg
. Khong Cho doi ¢o thai tu
_— nhién
Kiém tra kha nang sinh san day du, me Phét hién rung trimg
Thay dbi 16i song 3

/ Khong — BMI tang
Phat hién rung trimg Co: 6-9 chu ky

khong mang thai: IVF

Clomiphen citrate (cc)hodc

Letrozole ]
/ Khone: Diéu tri bude 2
FSH .. .
— Pht hién rung trang | Co: 6-9 chu ky
CC + meformin _ khong mang thai: IVF
Pdt diém buéng tring Khéng rung trimg

/

Hinh 1.7: Huéng dén diéu tri bénh nhén cé hoi chirng BTDN [76]
Nguén: Adam H.Balen, Lara C.Moley and all (2016). The management of

anovulatory infertility in women with polycystic ovary syndrome: an analysis

IVF-GnRH-antagoni

of the evidence to support the development of global WHO guidance. Human
Reproduction Update, Vol 22, No.6, pp687-708 [76]
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Phac d6 CC don thuan: Dung tir ngay 2 dén ngay 6 cta ky kinh. Liéu tir
50 - 150 mg/24h. Khoi dau 1a lidu 50mg/24h. Néu khong dap ung chu ky tiép
theo s& dung 100mg/24h roi dén 150mg/24h. Theo NICE 2004, ty 1é c6 thai
15% cho diéu tri clomiphene citrate don thuan [13][77].

Két qua dap tmg diéu tri ciia clomiphene citrate theo mdt s6 nghién ciru

trong nhirg nim gan day nhu bang 1.8:

Bang 1.8: Ty 1¢ rung trirng va c6 thai hoic sinh song khi diéu tri CC

C& | Ty 1€ rung | Ty 1€ c6 thai hoac

Tac gia Miu trirng sinh sdng
A tay V (2006) [30] 106 63,6% Co thai: 9,1%
Richard S. Legro (2007) [78] 626 Sinh sdng: 22,5%
Badawy A (2009) [16] 438 70,9% Co thai: 17,9%

143 63% Co thai: 41.2%

Homburg R (2011) [79] )
Sinh song: 36.9%

Sujata Kar (2015) [80] 105 56,2% Sinh séng: 28,1%

BatoolHosein-Rashidi (2016) [81]| 52 C6 thai: 9.6%

Theo tiéu chuan NICE 2004, khi liéu t6i da dén 150 mg/24h khong ¢ su

phat trién nang nodn dugc chan doan khong dap tng clomiphene citrate [82].

Trong truong hop khong dap ung CC, c6 rat nhidu cach diéu trj tiép
theo dé tiép tuc str dung CC: Phac d6 don thuan ting lidu hodc ting thoi
gian st dung hodc phac dd phdi hop voi Prednisone, Vit E, Metformin
hodc dung thém FSH tir ngay 6 cta vong kinh véi liéu 50UI/ngay lién tuc

cho td1 khi c6 nodn truéng thanh nhu bang 1.9.




25

Bang 1.9: T I rung trirng va c6 thai ciia cac phac dd khac nhau trén

bénh nhan khong dap ng véi clomiphene citrate don thuin

~ ) Rung Co
Tac gia Mau Liéu dung va thém
trirng thai
Flucker (1996) 30 | CC100mg x 10 ngay
47% 17%
[74]
Badaw 318 | CC100mg x 9 nga
Y s s 28% 11%
(2008) [83] (802)
Suhaila (2010) 31 CC 100 mg x 5 ngay
74.19% | 54.84%
[84] Prednisone 10 mg x 10 ngay
12 | CC 150 mg x 5 ngay 16,66% | 8.33%
Mervat ( 2014) | 260 | CC 100mg x 10 ngay 35,5% 17.2%
[59] 260 | CC 200mg x 5 ngay 10% 3.6%
Halah (2016) 50 | CCI150 x 5 ngay
62% 38%
[60] Prednisone 5 mg X 10 ngay
50 | CCI150 x 5 ngay
54% 28%

Vit E 400UI x 28 ngay

Phac d6 phdi hop: Khéi dau dung 5 ngay tir ngay thir 2 toi ngay 7 cua

vong kinh sau d6 dung thém FSH tir ngdy 6 ctia vong kinh véi lidu 50UI/ngay

lién tuc cho téi khi c6 noan trudng thanh. Nghién ctru cia Mohamad E va

cong su (2013) trén bénh nhan BTN khong dap tng clomiphene citrate thiy

ty 1¢ phong noan 87,8%, ty 1é sinh séng 26,8% cao hon han nhom dung FSH

don thuan [85].
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1.3.3. Phéu thudt néi soi

Ky thuat

Tiéu chudn k§ thuat chwa rd rang. Ngudi ta thuong st dung hai phuwong
phap chinh la: dung dao laser hodc dao dién [86]. Cac nha lam sang thuong su
dung dao dién don cuc mic du cac nghién ciru khong thdy wu diém cta né vé
thay ddi noi tiét, ty 1€ rung trimg, ty 1€ co6 thai va sdy thai so v&i dao hai cuc
[75][87]. Thong thudng cac nang nhé c6 thé nhin thay trén bé mit cua budng
trimg dugc chon 1a diém bét dau, sb 15 thing trén bé mit budng trimg tir 3 —
8 15 tuy thé tich budng trimg, dudng kinh 3 mm, sau 2 - 4 mm voi dong dién
khoang 200 - 300W, kéo dai 2 - 4 gidy [89]. Liéu thip nhat duoc dua ra la
qui tic 4: 4 15 trén bé mit mdi budng trimg, mdi 16 4 gidy & 40W, ning

lwgng nhiét cung cip mdi budng trimg 640W [90].

Hinh 1.8: Buong trieng khi dét diém
Nguon: Internet
< Co ché tiac dung:
Ngay sau khi phau thuat, thé tich cua budng trimg ting tam thoi do phan
rmg viém va sau d6 giam xudng. Co ché tic dung chua rd nhung ngudi ta giai

thich sy pha huy cac nang budng trimg dan t6i giam ndng d6 androgen va
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inhibin dan téi ting FSH. Mit khac, Drilling d4n téi hién tugng ting san xuat
cac yéu to gdy viém dé dap tng voi chin thuong thau nhiét, ting mach mau
t6i budng trimg gy hiéu ung ting FSH dan t&i phat trién nang nodn va rung

trimg [91].

Noéng d6 LH trong méau ciing tang ngay sau mo nhung sau dé ciing giam.
Mic du, tan s6 cua nhip LH khong doi, nhung bién d6 nhip LH giam nhiéu.
Sy thay d6i nong do LH trong mau trd thanh yéu t6 déanh gia két qua diéu tri
t6t nhat. Nong d6 LH giam, FSH ting nhanh va sau d6 ting theo chu ky, gitup
hdi phuc lai chirc ning rung trimg. Su ting FSH va giam LH giap cho ti s6
LH/FSH tr¢ lai binh thuong, tuyén chon mot dot noan mdi, va chic nang

budng tring trd lai binh thuong. 80% BN cé vong kinh déu va phéng noan.

Sy dap g cua tuyén yén v6i GnRH ciing giam dong thoi voi ndng do
testosterone trong mau cho thay rang sy pha hay mo dém budng trimg anh
huong gian tiép 1én truc tuyén yén-budng trimg. Su giam dap Gng cua
tuyén yén véi GnRH c6 thé quan sat thay ngay 4 ngay sau mo va van giam

sau 6 tuan.
¢ Hiéu qua dieu tri

Rt nhiéu nghién ctru da dugc cong bd: ty 1é thanh cong cia phuong
phap d6t diém budng trimg gdy su rung tring khoang 53% - 92%. Hiéu qua
phéng nodn kéo dai, co tac gia bao cdo 74% van duy tri rung trimg sau khi
phau thuat 20 ndm. Tuy vay van con nhiéu tranh cai cho phuong phép diéu tri
ndy. Dic biét ngudi ta lo ngai vé& nhitng anh hudng lau dai cho budng tring
nhu giam du trit budng trimg, suy budng tring som. ..

Nghién ctru phan tich ciia Subarna Mitra va cong su dua ra két qua
vé hiéu qua diéu tri véi ty 16 phong nodn dao dong tir 57 — 92%, ty 1& cod

thai dao dong tir 17,5 — 66% tuy nghién ctru [91].
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1.3.4. Gonadotropin

Hoi nghi dong thuin Rosterdam 2003, hoi Women’s Health (2011) va
Hoi Noi tiét hoc Hoa Ky (AACE/ACE Disease state clinical nam 2015)
khuyén céo str dung liéu thap tang dan: khéi dau 37.5 — 50 UI FSH, liéu diéu
chinh tang 50% so véi liéu ban dau, thoi gian kéo dai mbi liu tir 7 — 14 ngay.
Phac d6 duoc khuyén cdo giam nguy co da thai, qua kich budng trimg. Hiéu
qua kich thich phong noan dat 70%, ty 1€ c6 thai 20% [4][37].

Phan loai gonadotrophin:

e Urofollitropins (FSH) va gonadotrophin (hMG): san phidm c6 ngudn
gbc tir nudc tiéu cua ngudi man kinh.

e FSH — P, FSH — HP va hMG- HP: FSH va hMG c6 d6 tinh khiét cao
va rat cao.

e rFSH: la FSH tai t6 hop c6 do tinh khiét rat cao

Theo Nienke S Weiss va cdng su (2015) phan tich 14 nghién ctru voi
1.726 dbi twong nghién ciru. Muoi nghién ciru so sanh rFSH voi FSH ¢
ngudn goc tiét niéu. Trong sd nay, co ba nghién ciu rFSH so v6i hMG, va
bay nghién ctru so sanh rFSH voi FSH-HP, bdn nghién ctru so sanh FSH-P
voi1 hMG. Khong ¢6 nghién ctru nao so sanh rFSH véi FSH-P, hodc so sanh
FSH-HP v6i FSH-P. Két qua cho thiy, khong c6 bang chimg khac biét vé ty
1¢ sinh sdng, mang thai 1am sang, qua kich budng tring khi diéu tri cac loai

gonadotrophin khac nhau [92].

1.3.5. Metformin

Metformin — Biguanide thé hé the 2 — gitip hoat hoéa cac yéu té van
chuyén glucose vao trong t& bao gan va co, tir d6 1am giam tinh trang khong
dap tng Insulin & ngoai vi, gitip diéu chinh can bang ndng do glucose trong
mau. Ngoai ra, Metformin khong giy tang tiét Insulin, do d6 khong lam ha
duong huyét, vi vay an toan dbi véi bénh nhan BTDN.

Theo Tannys D.R (2010), lidu ding c6 thé bat dau 250 — 500 mg/ ngay.
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Téi da c6 thé dung 850mg/ mdi 1an x 2 1an /1 ngay [93].

Theo Vi Van Tam (2009), nghién ctru hi¢u qua st dung metformin trén
bénh nhan budng trimg da nang cho thay ty 1& c6 thai t nhién khi st dung
metformin trong thoi gian 3 thang 1a 24% [55].

Richard S. Legro va ddng nghiép (2007) nghién ctru trén 626 bénh vo
sinh ¢6 hoi ching budng tring da nang trong 6 thang, chia thanh cac nhém so
sanh: clomiphene citrate don thuan, metformin don thuan va nhom két hop
ctia metformin va clomiphene. Ty 1¢ sinh song 14 22.5% (47 trong s6 209 dbi
tuong) trong nhom clomiphene, 7,2% (15 cua 208) & nhom metformin, va
26,8% (56 cua 209) trong nhom phdi hop diéu tri (p <0,001) [55].

Nghién ciru twong tu cua Sujata va ddng nghiép (2015) trén 105 bénh
nhan dua ra két qua: nhoém diéu tri két hgp Metformin va clomiphencitrat dat
ty 16 rung trimg 83,3%; ty 1& c6 thai 50%; ty 1& sinh séng 41,6% 1 cao nhat
trong ba nhém, diéu tri Metformin don doc va CC don ddc c6 hiéu qua nhu
nhau [80].

Nhu vay, trong rat nhiéu nghién ctru cho théy hi¢u qua diéu tri dat hiéu
qua nhat khi két hop gitta metformin va clomiphen citrat. Tuy nhién, viéc st
dung metformin trude hay cing thoi diém c6 gia tri hon vé van dé diéu trj thi
con chua duoc kh.’fmg dinh.

1.3.6. Uc ché thom héa (AI — Aromatase inhibitor):

C6 3 loai chat tc ché men thom: anastrozole (Arimidex), exemestane
(Aromasin), letrozole (Ferama).

Co ché: 1a mot chat tc ché aromatase chon loc, ngan chan qua trinh
chuyén hoa tir androgen thanh estrogen gay kich thich truc dudi ddi — tuyén
yén tang tiét FSH dé san xut estrogen.

C6 hai cach diéu tri: Phac d6 don thudn dung 5 ngay tir ngay thir 2 toi
ngay 7 cta vong kinh véi lidu diéu tri 2,5mg va phac d6 phdi hop dung thém
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FSH tir ngdy 6 ctia vong kinh véi lidu 50UI/ngay lién tuc cho t6i khi c6 nodn
truong thanh [95].

Str dung urc ché thom hoéa cling nhan duoc nhiéu tranh cai vé thoi diém
diéu tri, phuong thirc diéu trj va hiéu qua diéu trj.

Theo nghién ctru ciia Atay V va cong su ty 1€ phong noan va c6 thai cua
bénh nhan BTPN duogc st dung letrozol cao hon diéu tri béng Clomiphene
citrate. Ty 1€ co thai ctia Letrozol 1a 21,6% so véi ty 1€ 9,1% cua CC, ty 1€
phong noan cua Letrozol 82,4% so vai CC 63,3%. Sy khac biét 1a co6 y nghia
thong ké [30].

Nguoc lai, theo nghién ctru ciia Badawy A st dung CC va Letrozol ty 1¢
phong noan (CC: 70.9%; Letrozol: 67,5%) va cé thai (CC: 17,9%; Letrozol:
15,1%) la tuong ty nhau [16].

Gan day, c6 nhitng quan diém khuyén cao st dung Letrozol cho bénh
nhan khéng dap tmg CC trude khi phai st dung cac phac dd khac hodc co
quan diém dua Letrozol thanh thudc diéu tri dau tay trong BTDN.

1.3.7. Thu tinh éng nghiém

Khong phong noan do BTPN 1a mdt nguyén nhan v sinh thuong gap va
chiém 6% cac chi dinh 1am hd trg sinh san tai M§. O Bénh vién Phu san
Trung uong chi dinh thy tinh trong 6ng nghiém do budng trimg da nang la
4,6% [96]. Piéu tri IUI 4 — 6 chu ky khong két qua hodc khong kich thich
dugc su phat trién cua nodn theo cac phac dd diéu trj trén, bénh nhan BTDN
s€ ¢o chi dinh IVF. D61 khi nguoi ta dua vao cac triéu chirng 1am sang va can
1am sang cua ting bénh nhan BTDN dé ¢6 chi dinh IVF.

Céc phac d6 kich thich nang noan trong diéu tri IVF:

hMG/FSH

Viéc sir dung hMG hodc FSH don thuan dé kich thich budng tring trong
thu tinh trong dng nghiém dugc bat dau vao khoang dau thap ky 80. Phac do
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nay hién it dung do khong kiém soat dugc sy xuét hién cia dinh LH sém, c6
thé anh hudng x4u dén hiéu qua kich thich budng trimg va ty 1¢ thanh cong.

GnRH agonist + hMG/FSH

Str dung FSH dé kich thich su phat trién ctia nang noin

Str dung GnRH agonist dé ngan ngua sy xuét hién dinh LH sém, han ché
hoan toan hién tuong rung trimg va hoang thé hoa sém, lam ting s6 noan thu
dugc trong mot chu ky va ty 1& nodn truong thanh cao. C6 hai phac do kich

thich budng trimg phd bién, d6 1a phac d6 dai va phac d6 ngén.

Hinh 1.9: Phic dé diéu tri GnRH agonist ngén va dai
Ngu&n: Raffaella Depalo, K Jaykrishan, Gabriella Garuti, Ilaria Totaro,

Mariantonietta Panzarino, Francesco Giorgino and Luigi E Selvaggi. (2012).
GnRH agonist versus GnRH antagonist in in vitro fertilization and embryo
tranfer (IVF/ET)[97].

> Phac do dai (long protocol, down-regulation protocol): Diphereline
0,1 mg tiém duéi da trong 14 ngay lién tuc bat dau tir ngay 21 hoic tir ngay
dau cua chu ky kinh sau d6 phdi hop véi FSH thi lidu Diphereline giam mot
ntra con 0,05 mg. Thoi gian phdi hop nay thuong kéo dai 10 dén 12 ngay
cho dén khi c6 it nhdt mot nang nodn c6 duong kinh > 18 mm trén siéu 4m

thi sir dung hCG d¢é trudng thanh noan.
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> Phac dd ngan (short protocol, flare-up protocol): Diphereline duoc
ding dong thoi véi FSH tir ngay 2 cua chu ky kinh.

Str dung GnRH agonist trong phac d6 dai va phac dd ngin dé kich thich
budng trimg da tao dugc budc dot pha lam ting ty 18 thanh céng. GnRH
agonist trong phac d6 dai da han ché gan nhu hoan toan hién tuong rung tring
va hoang thé héa sém (chi con khoang 1-2%), giam sé chu ky phai ngimg do
rung trung som. Phac dd ngén duogc chi dinh cho bénh nhan tién luong dap
g kém voi kich thich budng trimg. Phac d6 dai 1a phac d6 chuan dat ty 1¢
thanh cong cao nhat cia GnRH agonist.

- GnRH antagonist + hMG/FSH

GnRH antagonist c6 tac dung ngan ngtra dugc dinh LH trong kich thich
budng trimg. Phac dd nay c6 thoi gian kich thich budng trimg ngin hon,
luong thude sir dung it hon so véi phac do dai. Theo Raffaella va cong su
(2012) phan tich trén 26 nghién ctru khac nhau, phac d6 GnRH antagonist
duoc khuyén céo sir dung cho bénh nhan BTDN. Phac d6 GnRH antagonist
c6 phac dd mot lidu don doc vao ngay 7 va phac do da lidu kéo dai khac nhau
& ngdy bat dau st dung thude: ngay 1, ngay 5-6 hoidc ngay khi nang nodn dat

gia tri > 14 mm nhung khéng khac nhau vé hiéu qua diéu trj [55].

\

WESH Stimulation1 2 3 4 5 6 7 8 9 10 117420

Hinh 1.10 Cdc phdc dé diéu tri GnRH antagonist
Nguoén: Raffaella Depalo, K Jaykrishan, and all. (2012). GnRH agonist
versus GnHR antagonist in in vitro fertilization and embryo tranfer (IVF/ET) [97]
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Theo Trenkic M va cong su (2016) nghién ctru trén 2 nhém bénh nhéan
PCOS sir dung hai phac 46 GnRH agonist va GnRH antagonist nhan thiy
phac d6 GnRH antagonist c6 sb nodn, ti 1& nodn trudng thanh, d6 day niém
mac tir cung, ty 1& phoi, c¢6 thai cao hon nhém GnRH agonist. Tac gia khuyén
c4o phac dd6 GnRH antagonist nén str dung nhu phac dd diéu trj IVF dau tay
cho BTDN [98]. Tuong tw, Osama S. Abdalmageed tién hanh nghién ctru trén
69 bénh nhan PCOS c6 BMI > 24 chia lam hai nhom sir dung hai phac do
GnRH agonist va GnRH antagonist thu duoc két qua sd nodn va phdi cao hon
hin & nhém GnRH antagonist. Nhom tac gia ndy ciing dua giai phap tbi wu
khi lya chon GnRH antagonist trong IVF cho bénh nhan BTN [99].

1.4. Tinh hinh nghién ciru vé méi lién quan giira LH va diéu tri trong BTPN
1.4.1. Viét Nam

Budng trimg da nang van ludn 1a méi quan tdm ciia cac bac sy khi diéu
tri vo sinh vi ty 1¢ 16n trong nhém vo6 sinh khong phong noan. Cac nghién ctru
& Viét Nam chu yéu tap trung vé van két qua diéu tri va cac phuong phap diéu
tri BTDN. Néng d6 LH duogc dua ra nhu mot tiéu chi chan doan trong cac
nghién ctru. Mot dac diém cta nhom bénh nhan BTPN cua Viét Nam lién
quan nhiéu t&i su ting cao ndng d6 LH va chi s6 BMI thip thé hién trong
nhiéu nghién ctru. Mot vai ¥ kién nhan xét trong cac nghién ctru c6 dé cap t6i
mdi lién hé giira ndng d6 LH, ty 16 LH/FSH véi hiéu qua diéu trj nhung con

roi rac va chua logic.



Bang 1.10: Cac nghién ciru da thuc hién ¢ Viét Nam
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LH trung LH/FSH
Tac gia Nghién ciru binh hoac %
>1.5
Nguyén Viét Gay budng trimg da nang thyuc
Hung (1996)[90] | nghi¢m
AuNhat Luan | POt diém bé mit budng trang
(2001) [91] trong di€u tri héi chung BTDN 2.05
khong dap ing CC
Nguyén Thi Mai | Nghién ciru mot s6 dic diém 1am
Anh (2001)[51] sang va can lam sang cua hoi 13.7 73.6%
chimg BTN
Ding Ngoc Khanh | SU dung Metformin cho bénh
(2004)[52] nhan r61 loan phong nodn do hdi 17.7
chimg BTN ,
Nguyén Manh Iﬁlghlén ciu he‘lmAl.uQ’n,g cua mot sO 1256 58.2%
Théng (2004)[53] | hormone trong hoi chimng BTBN
Nguyén Manh Tri | K€t qua diéu tri hiém muon hoi
(2005)[54] ching ‘BTDN bang ndi soi x¢& beé 12.56
mdt budng trirng
D& Xuan Manh | Nhan xét roi loan duong mau va
(2009)[102'] khong dép ung insulin & b¢nh nhan
BTDN
Vii Vin Tam I\{ghién, cuu su durig metforn?in de 16.6/16.54
(2009)[55] kich thich nang noan trong di€u tri Sau didu tri
hoi ching BTDN c6 khong dap | S2u dicu trl
L 8.69/9.41
ung insulin
Lan VT, Norman | Ovulation induction using low-dose
RJ, Nhu GH, step-up rFSH in Vietnammese
Tuén PH, Tudng | Women with PCOS
HM (2009)[34] Phoéng noan : 62.1%
C6 thai: 33.9%
Bui Minh Tién |Panh gia xr ly ngoai khoa voéi 17,5 8,57 %
(2007)[35] BTDN
Tran Thi Ngoc | Nghién ciru dac diém lam sang, can 131
Ha (2010)[56] | l1am sang va danh gid két qua ditu | g, giay, 4 | 69.8%
tr1 vo sinh & phu nit do hdi ching 115

budng trimg da nang
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Vé sy thay d6i gia tri trung binh LH: tac gia Vil Van Tam (2009) nhan
théy cO su giam manh néng d6 LH sau diéu tri Metformin don thun hodc két
hop trude diéu tri 16,6/16,54 va sau diéu tri 8,69/9,4 [55]. Tuong tu nhu viy,
tac gia Tran Thi Ngoc Ha ciing nhan thiy van dé nay khi diéu tri kich thich
phong noan (trudce: 13.1; sau: 11.5) [56].

Vé tién lugng diéu tri: Vii Van Tam dua ra nhan xét, & nhitng bénh nhan
co ty 1€ LH/FSH < 2,5 thi hi¢u qua diéu trj cua Metformin dat 85%, LH/FSH
> 2,5 hi¢u qua 1a 36,7% [55].

1.4.2. Thé gidi

Hoi chimg BTDN dugc cac nha khoa hoc trén thé gi6i nghién ciru gan
80 nim nay vé chan doan, diéu tri, co ché bénh sinh va nguyén nhan giy
bénh. Chi véi tir khoa “PCOS” trén thu vién dién tit NCBI da dua ra két qua
7839 nghién ctru khoa hoc c6 lién quan va con s nay thay d6i ting 1én timg
ngay phan nao néi 1én duoc sy quan tim rat 16n téi hoi ching nay. Hoi ching
phtc tap va da nhan té khién cho viéc xtr tri va tu van trd nén kho khin véi
cac bénh nhan. Nghién ctru méi nhat cia Rowlands va cong sy (2016) véi
11.238 phu nir tré Uc trong 3 nam (2012 - 2014) ¢6 téi 60% bi chan thuong
tam 1y tir nhe dén trAm trong khi nhan dugc thong bao mic BTPN hoic lac
ndi mac tr cung [103]. Nhu vay, BTDPN thuc su 1a ganh nang ddi véi x3 hoi
n6i chung va nganh y té noi riéng.
Tuy nhién, ngudi ta van thong nhat hai co ché chinh gdy ra BTPN 1a do
LH ting cao va khong dap tng insulin. Dan dan xu hudng nghién ctru cac nha
khoa hoc tach dan cic bénh nhan hoi chung BTDN theo hai tuyén vO1 ranh
gidi phén biét lién quan téi chi s BML
Céc tri€éu chung ctia nhom BTDN khong dap ung clomiphene citrate ¢

cac nghién ctru thé hién qua bang 1.12.
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Bang 1.11: So sanh dic diém 1am sang & bénh nhén

khong dap wng clomiphene citrat

5 . Testos | Pa
Nghién ciru Mau | Tuoi | BMI | LH | FSH E2 p
terone | nang

Johannes

100 | 28.2 | 26.5 | 15.1 ] 6.2 0.8
Ott(2009) [104]
Suhaila (2010) 83.7

43 | 27.54 8.55 | 8.21
[84] 2
Mervat (2014) 260 | 27,67 | 31.2 | 89 | 4.2 1.4 0.83
[59] 260 | 29.23 30 10.3 | 3.6 1.8 1.32
Halah (2016) 50 | 27.67 12754 64 | 4.6 1.4
[60] 50 1299212692 | 58 | 43 1.8

Phén tich gia tri cua cac triéu chimg trong tiéu chuan chan doan hoi
chimg BTN cac nha khoa hoc tién hanh céc nghién clru tach biét cac triéu
ching duoc coi l1a quan trong nhu: LH va ty 1€ LH/FSH cao, béo phi, si€u am
c6 hinh anh BTDN.

Dé nghién ciru sy lién quan giita ndng d6 LH vao ning luong co ban,
Anne B va cong su (2003) d3 do ndng do LH & 29 chu ky kinh nguyét cta
nhitng ngudi phu nir tré ¢6 thoi quen it van dong, BMI binh thuong & ngay
thir 5 cua ky kinh. Déi twgng nghién ctu tiéu thu 15 keal/kg mdi ngay trong
tap thé duc, ché do an 1a san pham dinh dudng ché bién sin c6 muc ning
lugng 45, 10, 20, 30 Kcal/kg/1 ngay c6 giam sat. Mirc cung cip ning luong
20, 10 Kcal/kg/1 ngay tan sb xung ngudng LH giam xudng con tan sb xung
bién d6 ting 1én. Didu nay ching minh c6 sy pha v& cin bang cia nong do
LH khi c6 sy tiéu hao ning lugng am. Day 1a co sd trong diéu tri giam cn &
bénh nhan BTDN c6 BMI cao [105].

Nghién ctru ctia Johannes Ott (2009) dua ra diém cut-off 12,1 UI/L cho
ndng do LH dé st dung phuong phap diéu tri LOD dat hiéu qua 90% [104].
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Stefalo Palomba va cong sy (2012) da phan tich hoi qui 16gic trén cac
nghién ctru dé tim cac yéu t6 du bao thanh coéng cho cic phuong phap diéu tri
BTDN: Véi Metformin yéu té du bao dugc dua ra 1a tinh trang béo phi (BMI)
va ty 1& eo — hong (WHR: lién quan t6i tinh khong dap ung insulin). Di voi
CC, gia tri dy bao duoc nghi tdi cho chi s6 BMI (thap kha ning dap tmg diéu
tri cao), néng do testosterone huyét thanh, tudi va tinh trang rdi loan kinh
nguyét [106]. Pang cht y 1a nghién ctru cua Babak Imani va cong su (2002)
dua ra vong xoay du bao hiéu qua thanh cong khi diéu tri CC [107].

Thong ti loc bat bude

. Co hoi sinh séng (%)
Co hoi rung trimg (% ;
oi rung trimg (%) (KTC 95%)
o |@ r 20 | s |3 L 80 (70-88)
2 |g . ‘ £ |E 2
'2: I '§ L 30 'g' '2 60 (52-69)
2 lis 3 ~. 20 e £ [ 50 (42-59)
 |® 40 = i g | = i
-] 3 < i D | L 40 (33-49)
thy 5 - 50 e 5 | s
| [ 40 - = I 20 F 30 (24-40)
S {30 By *E 40 § 20 | 25 s
| 40 | 20 3 1 2 1 30
| : - 70 5 i L 20 (14-30)
<in 30 2 o 60 ' 30 a5
O 20 - 80 e 31,
& 803 0
40
S 100 | L 10 (5-20)
- 90
FAI BMI L o5 Age
s : - 5 { 1-16)

Hinh 1.11: Vong xoay dw bdo co hi thanh cong khi diéu tri BTDN bing CC

Nguon: Babak Imani, M.D, Marinus J.C Eijkemans, and all. (2002).
Anomogram to pedict the probability of live birth after CC induction of
ovulation in normogonadotropic oligoamenorrheic infertility. Fertility and

sterility. Vol 77. No 1. 91-98 [107].

Tiép tuc v6i nghién ctru cua Stefano Palomba, hiéu qua cua LOD phu
thudc vao tudi (> 35 tudi dap ung rat kém), FSH (> 10 mUI/I rét it c6 co hoi),
LH va ti s6 LH/FSH cao 1a nhan t6 danh gia thanh cong cao trong diéu tri dbt
diém budng trimg [106]. Tuong ty nhu vy, Johannes Ott va cong su (2009)
phén tich trén 100 bénh nhan tim ra gia tri ngudng du bao cua LH = 12,1 Ul/I
khi diéu tri BTDN bang phuong phap dot diém budng tring véi do nhay
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88.7%, do dic hiéu 75,9%, chan doan duong tinh 90%, chan doan am tinh
73,3% [104].

Neoklis va cong sy (2016) nghién ctru trén 1275 phu nit An D6 duoc
chan doan BTN chia lam hai nhom c6 va khong c6 hinh anh siéu &m BTDN
thu dugc két qua: nhém siéu am hinh anh BTPN c6 nong d6 LH, ty 1é
LH/FSH, testosterone cao hon han nhém khéng ¢ hinh anh siéu 4m budng
trung da nang [108].

Panh gia yéu t6 tién luong cua bénh nhan dap tng véi didu tri
Metformin, Gustavo Arantes Rosa Maciel va cong su da nghién ctu trén hai
nhoém dap tmg va khong dap tmg vé6i diéu tri nhan thdy nhém bénh nhan co
dap tmg diéu tri 6 LH co ban cao hon hian nhém khong dap tmg: LH ban dau
(dap tmg: 11.06, khong dap ung: 8.8) va LH sau diéu tri 6 thang (dap ung:
7,07, khong dap tmg: 10,9) [32].

B0.00
FE e
G000
S0.00 |

g BLH> 12 mUWmi |
A ; OLH < 12 mUtimi |
200 -
00 -
Q.00

Khone dapn @ne | ‘ Co dao @rne ‘

* p= 0.038, companed o non responders
Hinh 1.12: So sanh ty 1¢ ddp veng diéu tri bang Metformin
theo nong do LH
Nguon: Gustavo Arantes Rosa Maciel and all. (2011). Influence of LH
and high- density lipoprotein cholesterol (HDL — C) on metformin response in

women with PCOS. European Journal of Obstetrics- Gynecology and
Reproductive Biology August 2011, Vol 157, Issue 2; Pages 180 -184 [32]
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Mervat va Eman (2014) tién hanh nghién ctru viéc diéu tri tiép theo trén
nhom khéng dap tng clomiphene citrate bang 2 phac d6: CC 200 mg x 5 ngay
va CC 100 mg x 10 ngay nhan thdy nhém c6 néng d6 FSH cao hon va LH

thap hon s& ¢o ti 1& rung tring, c6 thai va sinh séng cao hon [59].

Bén canh d6, nong d6 LH qua cao hodc qué thip con duoc chimg minh
anh hudng toi chat luong nodn lam giam kha ning thu thai va ting nguy co
sdy thai. Nam 1990, Regan L va cong su da nghién ctru trén hai nhom phu nix
c6 LH < 10 va LH > 10 nhan thiy c6 ty 1¢ say thai & nhom LH cao 1én t&i
65% so voi 12% ¢ nhom LH binh thuong [109]. Nghién ctru cia Homburg R
va cong su nam 1998 nhan thiy rang: trong sé 54 bénh nhan duoc diéu tri
nhitng bénh nhan khong phong nodn, khong thu thai va say thai luén c6 nong
d6 LH co ban cao hon cac bénh nhan c6 phong noan, c6 thai va thai phat trién

binh thuong [110]

Bang 1.12. So sanh ndng d9 LH theo dap vng diéu tri [98]

n LH trung binh (UI/)
Co 41 14 (1,3 -29,7)
Phong noan
Khong 13 21 (2,3 -50)
Co 27 12,4 (1,3-29)
Co6 thai
Khong 27 19 (3,5 -50)
) Binh thuong 18 9,6 (1,3-29)
Phat trién thai
Say 9 17,9 (7,0 — 29)

Ngudn: R.Homburg, and all. (1988). Influence of serum luteinizing
hormone concentrations on ovulation, conception, and early pregnancy

loss in PCOS. BMJ, 297(6655): 1024 — 1026 [110].
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Nam 2016, Bansal va cong su tiép tuc nghién ctru trén 351 bénh nhan
IVF quan sat mdi lién quan giita ndng do6 LH va ty 1& c6 thai nhan thay: ty
1 ¢6 thai 25% ¢ nhém c6 LH thip (<2 UI/), 16% & nhém c6 LH cao
(>8UI/), 20% & nhom trung binh (2-8UI/I) [111].

Mit khac, Katsikis va cong su (2011) nhan thiy trong cac bénh nhan
BTDN, céac bénh nhan béo phi thuong c6 LH thap hon han cac bénh nhan
BMI binh thuong [112].

Du con c6 nhiéu nhitng quan diém trai chiéu nhung nha 1am sang hi
vong tim thdy mot khoang “ctra s6” gia tri LH dé dat hiéu qua cao nhat trong
viéc diéu tiét sinh san.

1.5. Ky thuat xét nghiém LH

Hién nay, LH duoc dinh luong bang phuong phap mién dich kiéu
sandwich st dung cong nghé hoéa phat quang hay dién hoa phat quang. LH
trong mau thir dong vai trd khang nguyén duoc kep giita 2 khang thé: khang
thé don dong khang LH tir chudt, gin biotin, khang thé don dong khang LH
tir chudt, dugc danh dau bang ruthenium. Chat danh déu c6 kha ning phat
quang. Cudng do phat quang ty 1é thuan voi nong 6 LH c6 trong mau thir.

May moéc: hé thong may mién dich E411, €170, e601, Architect ...

Xét nghiém LH trong nghién cltru dugc thuc hién tai khoa sinh hoa
bénh vién Phy san trung vong trén may Architect Ci8200 tir thang 2 nam
2011 theo qui trinh chuan héa k¥ thuit ctia bénh vién, sau ndy 1a theo hudng
dan cta quyét dinh 320 /QD-BYT ngay 23 thang 01 nam 2014 [113].

Pé han ché sai s6 khi thuc hién xét nghiém dinh lugong LH can tuan thi
mot vai nguyén tic nhét dinh:

- LAy mau budi sang, nhin in

- Bénh pham lay dang k¥ thuat: 1y vao 6ng tiéu chuan 3ml, sir dung

chéng d6ng bang heparin hoic EDTA, khong dung sodium citrate.



41

Bao quan ¢ 2 - 8°C

Bénh phiam chuan control ¢ nhiét do phong 20 -25°C  va lic déu
trudce khi lam xét nghiém

Bénh pham va control dugc phan tich ngay trong vong 2 gio.

Khi bénh pham c6 ndng do Billirubin > 1129 pumol/L, huyét tan,
tang lipid mau hodc dang sir dung Biotin s& 1am két qua khong chinh
x4c. Can diéu tri 6n dinh hodc ding thudc udng roi dinh luong lai
Chuén hoa lai k¥ thut khi: Nong do > dai do (0,1- 200mIU/mL)
Can pha loang bénh pham dinh luong lai hodc Nong do >1150
mIU/mL ciing can pha lodng bénh pham vi c6 hi¢u tmg hook-effect
[113].



42

Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pia diém va thoi gian nghién ciu

- Nghién ctru dugce thuc hién tai: Khoa Khdm bénh — Bénh vién Phu sin

Trung wong.

- Thoi gian nghién ctru tir thang 10 nam 2011 dén thang 10 nam 2015.
2.2. Poi twong nghién ciru
2.2.1. Tiéu chuén lwa chon

- Bénh nhan nit, v6 sinh, tir 19 — 35 tudi.

- Puoc chan doan HC BTPN theo Hoi nghi déng thuan Rotterdam
(2003): bénh nhan duoc chan doan BTPN khi c6 2/3 triéu ching [37].

=R&6i loan kinh nguyét: Vo kinh (thdi gian mat kinh trén 6 thang véi
ngudi kinh thua hoic mat kinh 3 thang véi ngudi ¢ tién sir kinh déu) [11]

= Cudng androgen: thé hién & triéu chimg 1am sang hodc can 1am sang:

4+ Can 1am sang: LH > 10U/, Testosterone >1,5 ng/ml, LH/FSH >2

4+ Lam sang: Cac biéu hién nhu rAim 16ng, trimg c4, da nhon, hoi dau
1a cac biéu hién cua cuong androgen. R4m 16ng dwa va bang diém
Ferriman Gallwey danh gia trén 11 ving gdm mdi trén, cam, nguc, lung,
thit lung, bung trén, bung dudi, canh tay, cang tay, dui, cing tay gia tri
trén 8 diém c6 y nghia chan doan [21].

= Triéu chimg siéu 4m: c6 hinh anh budng trimg nhiéu nang
- Xét nghiém FSH < 10 Ul/1

- Chup tir cung voi trimg: Budng tir cung binh thudng, hai voi trimg

thong, Cotte (+).
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- Chong bénh nhéan c6 xét nghiém tinh dich dd binh thuong theo tiéu
chuan nim 1999 hodc nim 2010 cua to chirc Y té thé gidi [114]1[115].
2.2.2. Tiéu chudn loai triv

- Cac bénh nhan vo sinh khong théa man ti€u chuén lua chon.

- Tién str dd diéu tri thudc tranh thai két hop hodc estrogen, metformin
trong ba thang gan day.

- Bénh nhan d3 timg diéu tri kich thich phéng noan, IUL IVF.

- Tién st dd phau thuat noi soi vo sinh.

- Co6 tién str di tmg voi thude sir dung trong nghién ctru.

- C6 céc bénh nodi, ngoai khoa khac.

- Nhitng bénh nhan khong tuan thi qui trinh diéu trj cia nghién ctru.
2.3. Phuwong phap nghién ctru
2.3.1. Thiét ké nghién civu

- Nghién ctru cua chung t6i 1a nghién ctru theo doi doc ghi nhan cac gia
tri hormone LH trong qué trinh diéu tri kich thich nang noan bang phac do sir
dung clomiphene citrate don thuan hoic két hop.
2.3.2. C& méu nghién ciru

- Céng thirc tinh ¢& mau [116]

- Trong do:

n: C& mau nghién ciru can co

s: Do léch chuan

a: Miic y nghia thong ké

X : Gia tri trung binh tr nghién ctru trude hodc nghién ctru thir

& : Mirc sai léch twong ddi giita tham s6 mau va tham sb quan thé.

Z o Gid tri Z thu dugc tir bang Z Umg voi gia tri o dugce chon.
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Theo nghién ctru Mohamad S Abdellah (2011) nong d6 LH trung binh &
nhém BTDN khong dap tng clomiphen citrate: X =74, 7 [117]

Chung t6i chon @ =0.05 —  Z;.0p=1,96 S =52 £=0,07

Thay vao cong thirc tinh ¢& mau: n =107 bénh nhén.

Trong thoi gian nghién ctru chung t61 thu dugc 118 bénh nhan.
2.3.3 Qui trinh nghién cuu

Bénh nhan duoc thuc hién cac budc kham theo qui trinh kham vo sinh

tai bénh vién phu san trung wong va theo thong tu sé 12/2012/TT — BYT vé
qui trinh khdm va chan doan v6 sinh cho mdi cdp vo chong vo sinh [118].

Kham nhén bénh nhén lan 1

- Hoi tién st san phu khoa: para, chu ky kinh nguyét, vong kinh

- Hoi cac thong tin lién quan ctia chong bénh nhan

- Kham phat hi¢n cac tri€u chung 1am sang:

* Ram 16ng, mun tring ca

= Can ning, chiéu cao — tinh chi s6 BMI

= Viém nhiém phu khoa

- Xét nghiém vo sinh co ban

- Vo: TPHA, HBsAg, HIV, Clamydia, khang thé khang lao.

- Chong: TPHA, HBsAg, HIV, Tinh dich do.

- Siéu am phu khoa hinh anh tir cung va budng trimg.

< Khdm lan 2:

- Kham vao ngay tht 2 cua ky kinh

-Xét nghiém nodi tiét: FSH, LH, estrogen, progestogen, prolactin,
testosterone.

- Siéu 4m ghi nhan két qua: kich thudc budng trimg, sd nang nodn thi
cap trén dién cat budng tring.

- Ghi nhan két qua, hen kham lan 3.
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“ Khdm lan 3

- Vao ngay kinh thr 7 — 10, bénh nhan da sach kinh va kiéng giao hop.
- Kham va chi dinh chup tr cung — voi trimg néu du diéu kién.

-Poc két qua phim chyp va thu nhian bénh nhan néu du diéu kién.

% Diéu tri clomiphen citrate

- Diéu kién bét dau:
e Bénh nhan thoa méan cac tiéu chuan lua chon dbi twong nghién ctru.
e Khi siéu 4m ngay thur 2 ky kinh khong ¢6 nang noén ton du.
- Dung thudc tir ngay 2 ky kinh dén ngay thtr 6 ky kinh véi liéu luong
theo phéac do ting dan [76][95][96][119][120][121]
- Dung Progynova tir ngay 7 dén ngay 11 ky kinh
- Siéu am dau do 4m dao ngay thtr 10 ky kinh
- C4c lan siéu am tiép theo thay doi phu thudc vao kich thudc nang nodn
nhiing lan siéu am trudc.
- Dung Gonadotropin 5000UL, tiém bap khi kich thudc nang nodn trudng
thanh (> 18 mm).
- Chi dinh IUI hodc giao hop tu nhién sau ti€ém Gonadotropin 36 gid
- Kham lai sau 2 tuan.
- Ghi nhan két qua diéu tri:
£ Dap ung diéu tri: khi c6 nang nodn phat trién dat kich thudc > 18 mm
4 Khong dap tng diéu tri: khong xuit hién nang vuot troi khi theo ddi
dén ngay 16 cua ky kinh.
4 C0 thai: Xét nghiém beta hCG > 100 UI/I
- Liéu diéu tri:
+ Khoi dau 50mg/ ngay
4+ Licu 100mg/ ngay néu ky diéu trj 50mg/ ngay khong dap tng diéu tri
4+ Lidu 150mg/ngay néu ky diéu tri voi liéu 100mg/ngay khong dap ung
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* Diéu tri két hop CC va FSH: [95]

- Chi dinh: Néu bénh nhan khong dap umg diéu tri v6i CC sau 3 chu ky
diéu tri lién tiép co tang licu.

- Qui trinh:

+ Ubng CC tir ngdy 2 — 6 cua ky kinh véi lidu 100mg/ ngay.

4 Tiém FSH (Puregon) licu 50 Ul/ngay tir ngay 7 hodc 8 tré di cho t6i
ngay c6 noan trudng thanh. Sau 7 ngay duy tri lidu néu kich thudc nang nodn
khong thay dbi s& tang lidu 75 UI/24h.

# Theo ddi nang nodn t6i kich thude > 18 mm, tiém Gonadotropin
5000U1. Huéng dan quan hé hodc chi dinh TUI sau tiém 36 gid.

& Hen kham lai sau 2 tudn

- Ghi nhan két qua diéu tri:

4+ Pap ung diéu tri: khi c6 nang nodn phat trién va truong thanh

4 Khong dap tng diéu tri: khong xuit hién nang vuot troi khi theo ddi
dén ngay 16 ky kinh.

4+ C6 thai: Xét nghiém beta hCG > 100 UI/I sau IUI 2 tudn

4+ Ghi nhan tong sb ngay diéu tri

4+ Ghi nhan tong liéu diéu trj FSH.

¢ Nhom nghién ctru: Chia thanh hai nhom:

4 Nhom dap tmg véi diéu tri CC: C6 nang nodn phat trién sau liéu didu
tr1 CC 50 hoac 100 hoac 150 mg/ngay.

4 Nhom khong dap tmg CC: khong nang nodn phat trién sau 3 liéu diéu
tri CC. Nhom nay s€ tiép tuc diéu trj CC + FSH.



2.3.4. So do qui trinh nghién ciru
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2.3.5. Bién so nghién cuu

- Bién céc dac tinh cua dbi tuong nghién ctru: chi ) BMLI, loai vo sinh,
dic diém vong kinh, tudi bat dau cé kinh, thoi gian mat kinh dai nhat, dic
diém ram 16ng, trimg c4, bién sé hinh anh budng trimg da nang trén siéu am,
sd nang nodn thir cap trung binh.

- Bién ndng d6 hormone trudc diéu tri: Nong do trung binh LH, FSH,
testosterone, estradiol, progesterone, ty sé LH/FSH.

- Bién s6 néng dd hormone sau diéu trj: Néng do LH, FSH, testosterone,
estradiol, progesterone, ty s6 LH/FSH.

- Bién s6 dap ung diéu tri: S6 nang nodn khi diéu tri, c6 dap ung diéu tri.
2.3.6 Xirly sé li¢u

S licu s& duoc kiém tra, giam sat thuong xuyén trong qué trinh thu thap
nham phat hién cac thong tin thiéu hut hay trung lap... truéc khi dwgc nhap
vao may tinh bang phan mém Epidata. Phan mém SPSS 16.0 s& dugc sur dung
trong phan tich s6 lidu [122][123].

Céc test thong ké tham sd, phi tham sb va khoang tin cay sé duogc st
dung trong phan tich sb liéu dé kiém dinh cac gia thuyét trong nghién ctru va
c¢6 ¥ nghia théng ké khi p < 0,05 [116].

Ngoai ra, phén tich ting va phén tich da bién s& dugc st dung dé khir cac
yéu t6 nhiéu trong nghién ciru.
2.3.6.1. Thong ké mé ta

Théng ké mé ta trong SPSS bao gdm: gia tri trung binh (mean), trung vi
(median), mode, d6 1éch chuan (SD), gia tri nho nhat (min), gia tri 16n nhat

(max), sai s6 chuan (SE), ty 1& %.
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2.3.6.2. Phan tich hoi qui logistics don bién va da bién

Phan tich hoi quy logistics don bién 14 tim mbi lién quan giita 1 bién phu
thudc 1 bién dinh tinh nhi phan véi mot bién doc 1ap 1a bién dinh lugng xem
lidu sy thay d6i cua bién dinh luong c6 anh hudng dén sy thay dbi cua bién

dinh tinh hay khong.

Trong hoi quy tuyén tinh don bién, bién doc 1ap va bién phu thudc lién

hé qua phuong trinh: y = a + bx.

Trong phén tich hdi quy logistics, bién phu thudc 1 bién nhi phan (c6 2
gia tri: nhu nam/nit, 6 bénh/khong c6 bénh, c6 dap tmg/khong dap tmg diéu
tri); bién doc lap 1a bién dinh lugng. Do d6 dé tim mdi lién quan gitra bién nhi
phan voi bién dinh luong ta phai tién hanh chuyén d6i bién nhi phan sang

bién lién tuc bang cach tinh x4c suat cuia 2 trang thai ciia bién nhi phan.

Néu goi p 1a xac sudt xay ra bién ¢ (vi du: khong dap tng diéu tri) thi

(1-p) 1a x4c xudt khong xay ra bién ¢ (vi du: co6 dap tng diéu trj). Khi do ta

c6 phuong trinh hdi quy logistics: In )=a+ bx

p
((1—19)

Tir phuong trinh nay ta cé thé tinh xac suat khong dap Gmg diéu tri theo

— aatbx

1a tri cua x; ——
stath (1-p)

ea+bx

Tur d6 tinh dugc p = m

ea+bx

2.3.6.3. Puong cong ROC

Moi diém trén dudng cong ROC twong tng voi tan suat duong tinh that
(46 nhay) trén truc tung va tdn suit duong tinh gia (d6 dic hiéu) trén truc
hoanh. Puodng biéu dién co gia tri khi cang 1éch vé phia trén, bén trai. DO
chinh xac duoc danh gia bang dién tich duong cong ROC. Gia tri dudi 0.6

khong c6 ¥ nghia chan doan.
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Phuong phép c6 gia tri dua ra gia tri “cut off”, gia tri chan doan duong

tinh, gia tr1 chan doan am tinh, do nhay va d¢ dac hiéu.

Céc bién sb sir dung dudng cong ROC khi tién luong diéu tri dap Gmg

hay khong dap tng voi Clomiphene citrate: gia tri tuyét d6i LH, ti 16 LH/FSH.
2.3.6.4. Test i

Kiém dinh gia thuyét hai bién doc 1ap hay c6 mdi lién hé véi nhau.
2.3.6.5. T test

Test kiém dinh trung binh mot gi tri so v6i gia tri chudn hay hai gia tri

trung binh v&i nhau.
2.3.6.6 Fisher’s Exact test

Kiém dinh Fissher’Exact test tuong ty nhu kiém dinh %> nhung sir dung
cho cac truong hop mau nho hon 20 hoic tan suat trong 6 bat ky nho hon 5,
n6 giup kiém dinh cac trudong hop nay chinh xac hon y2.

2.3.6.7. Paired — Sample T test

La phuong phap so sanh ghép cip trudc va sau diéu tri ciia cing mot
nhom nghién ctru. Trong nghién ctru cua ching t61, phuong phap nay dugc su

dung dé danh gid so sanh sy thay d6i ndng do LH trude va sau diéu tri.
2.4 Dao dirc trong nghién ciru

- Tién hanh nghién ctru nghiém tuc, tuan tha dung qui trinh nghién ctu.

- Ludn dat quyén loi ciia bénh nhan trén loi ich nghién ciru.

- Phac dd diéu tri theo phac do st dung tai khoa kham bénh bénh vién
Phu san Trung wong.

- Qui trinh kham chita v6 sinh theo phac dd kham vo sinh tai phy san trung
wong va thong tu huéng dan cia BO Y té [118].
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- Thubc str dung trong nghién ctru 14 thudc co gidy phép luu hanh tai
Viét Nam va dang st dung tai Bénh vién Phu San trung uong trong thoi gian
nghién cuu:

+ Ovuclon 50 mg: thanh phan clomiphene citrat 50mg. Cong ty san xudt

Incepta Pharmaceuticals Ltd, Bangladesh. S6 dang ky VN - 17691 -14. Cong
ty dang ky: Cong ty TNHH Duoc phim Vietsun.

+ Puregon: thanh phan follitropin beta. Cong ty san xudt Organon,
Ireland. SO dang ky: VN- 10559- 10. Cong ty ddng ky: Schering- Plough Ltd,
Thailand.

- Cac két qua nghién ctru duogc cong bd cong khai, thong tin ctua bénh

nhan dugc ma hoa va gilr bi mat.

- Tét ca nhitng bénh nhan trong nhém nghién ctiru déu dugc thong bao,
giai thich ro vé muc dich, yéu cau cua nghién cuu. Sau do, ho dugc toan
quyén quyét dinh tu nguyén tham gia nghién ctru. Trong sudt qua trinh
tham gia nghién ctru, bat ky tai thoi diém nao bénh nhan thay d6i y kién tur
chdi tham gia déu duoc chip thuan va vin dugc theo ddi va diéu tri theo

ding quy dinh.
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Chuong 3
KET QUA NGHIEN CUU

C6 tong s6 118 bénh nhan BTDN tham gia nghién ctru voi thoi gian
theo d5i cho mdi bénh nhan kéo dai tir 3 thang dén 24 thang. Tat ca cac bénh
nhan déu duoc dinh luong LH trudc khi diéu tri KTPN va dinh luong LH chu

ky ké tiép sau d6 du c6 phong noan hay khong phong noén trir cac bénh nhan

c6 thai.
Bang 3.1: Két qua diéu tri cia nhém CC
Lidu| CC50mg | CC100mg | CC 150 mg Téng
Chi s n % n % n % | N %
S6 BN 118 81 46 118

Phong noan 37 | 31,36 | 35 |4321 5 10,87 | 77 | 65,25

Co thai 10 | 8,47 14 117,28 5 10,87 | 29 | 24,58

S6 bénh nhan BTDN khong dap tmg CC: 41 bénh nhan.

Ty 1¢ khong déap tmg CC: 34,75%.

Céc bénh nhan sau khi diéu tri CC ting liéu dan trong 3 chu ky khong
dap tmg diéu tri duoc chudn doan 1a khéng dap ung CC. Nhitng bénh nhan
nay s& dugc tiép tuc diéu tri v6i phac dd CC két hop FSH. S6 bénh nhan
khong dap tmg CC trong nghién ctru 1a 41 bénh nhan. Nhung chi c6 23 bénh
nhan tham gia diéu tri CC + FSH va bao gom 30 chu ky diéu tri.

Téng s6 ngay diéu trj trung binh: 7,3 + 3,1 (ngay)

Téng liéu FSH trung binh = 416 + 213 (UI)

Ty 1é phong nodn trén s bénh nhén : 22/23 = 95,65%.

Ty 1é phong nodn trén sb chu ky: 29/30 = 96,67%.

Téng s6 c6 thai: 10/23 = 43,48%.
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3.1. Nong d¢ LH va ty s6 LH/FSH ¢ bénh nhén vé sinh c6 HCBTDPN
Téng s6 bénh nhan: 118 BTDN. Tat ca cic bénh nhan nay déu duoc xét
nghiém dﬁy du 6 chi s noi tiét bao gém LH, FSH, estradiol, testosterone,
prolactin, progesterone. Xir tri cac gia tri thu duoc ta ¢6 cac két qua sau.
Bing 3.2: Nong d0 LH, FSH va ty s6 LH/FSH trung binh

ngay 2 truée diu tri

HORMON Nong do trung binh
LH 14,48 = 5,32 (UI/))
FSH 6,06 + 1,52 (U]

LH/FSH 2,49 + 1,00

Gia tri trung binh cua LH 1a 14,48 UlI/l. Gia tri nho nhét 1a 2,8 U/l va

16n nhat 1a 28UT/I.

Gia tri FSH trung binh 6,06 UI/l. Thap nhét 1a 3,2 UI/l va cao nhat 1a
9,8UI/1.

Chi s LH/FSH trung binh ciia nhém nghién ctru 1a 2,49, gi tri nhd nhét

12 0,5 va 1on nhét 13 7.8.

Bang 3.3: Phan b ndng do LH (UI/1)

Nong d6 LH Tan suat Ty 18 % Ty 1& % cong don

LH<7 9 7,6 7,6
7<LH <10 13 11,0 18,6
10<LH<12 20 16,9 35,6
12<LH< 14 14 11,9 47,5
14<LH<16 12 10,2 57,6

LH > 16 50 42.4 100,0

Tong 118 100,0
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Nhan xét:

Theo tiéu chuin Rosterdam 2003, néng d6 LH > 10 1a mdt tiéu chuan
cudng androgen. Ty 1& néng d6 LH binh thuong trong nghién ctru chi ¢o
18,6%. Nong d6 LH > 10 chiém t6i 81,4%, nong d6 LH > 14 khoang 52,6%.

- Phan bé chi s6 LH/FSH

Bing 3.4: Phan bd chi s6 LH/FSH

LH/FSH <15 1,5-2,0 >2 Tong
N 16 26 76 118
% 13,56 22,03 64,40 100%
Nhan xét:

- Chi s6 LH/FSH trung binh 13 2,49. Trong d6 64,4% bénh nhan c6 ty 18
nay 16n hon 2.

- So sanh néng do LH trung binh theo dic diém ram 16ng:

Bang 3.5: So sanh ndng dd LH trung binh theo dic diém rim long

R4m long n LH trung binh (UI/l)
Cé 92 14,46 = 5,56 p=0,96
Khong 26 14,52£4,48
Nhdn xét:

- C6 92 bénh nhan cé dic diém ram 16ng trén 1am sang trong tong s6 118
chiém 78%. Phan tich va so sanh LH trung binh cta hai nhom bénh nhan co
va khong c6 dic diém ram 16ng bang T-test thiy sy khac biét vé nong do LH
trung binh khong ¢ y nghia théng ké véi p = 0,96.

- So sanh nong @6 LH trung binh theo dic diém muyn trimg ca:
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Bang 3.6: So sanh ndong dd LH trung binh theo dic diém mun tring c

Réam long n LH trung binh (UI/N)
Cé 44 14,53 = 5,70 p=0,923
Khong 74 14,43£5,12
Nhan xét:

Mun trimg cé 1a mot dic diém 1am sang cta cudng androgen thuong hay
di kém voi rAm 16ng. C6 44 bénh nhan c6 dic diém mun trimg ca trén 14m
sang trong tong s 118 bénh nhan chiém 37,29%. Phan tich va so sanh LH
trung binh ctia hai nhom bénh nhan c6 va khong c¢6 dic diém mun trimg ca
bang T-test thay sy khac biét vé ndng d6 LH trung binh khong c6 ¥ nghia
théng ké voi p = 0,923.

- So sanh néng @6 LH trung binh cia nhém bénh nhan vo sinh I va II:

Bang 3.7. So sanh ndng dd LH trung binh & bénh nhin vé sinh I va II

Loai vo sinh n LH trung binh (UI/)
I 100 14,29 £ 5,48 p=0,37
1T 18 15,50£4,30
Nhan xét:

Bénh nhan BTDN c¢6 ty 1& vo sinh I chiém da s6 t6i 84,75%. Nhan dinh
ban dau thdy nong d6 LH trung binh cia nhom vo sinh II cao hon nhém vo
sinh 1. Tuy nhién, khi kiém dinh bang T-Test thdy khong ¢ su khac biét véi p
= 0,37. Trong nghién ctru, chi c6 18 bénh nhan v6 sinh II trong téng s6 118
bénh nhan BTPN nén gia tri so sdnh con can duoc nghién ctru thém.

- So sanh nong d6 LH trung binh ciia nhém bénh nhan c6 ndng do

testosterone nhd hon va 16n hon 1 ng/ml:
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Bang 3.8: So sanh ndng d9 LH trung binh theo nong d) testosterone

Testosterone n LH trung binh (UI/)
<1 25 13,94 = 5,77 p=0,117
>1 93 14,82+5,14

Nong do LH trung binh ctia nhom testosterone < 1 1a 13,94 UI/I chiém
21,2% thap hon néng d6 LH & nhom testosterone > 1 1a 14,8 Ul/Ichiém
78.,8% nhung sy khac biét khong c6 ¥ nghia théng ké voip=0,117.

- Nong d6 LH trung binh véi dic diém kinh nguyét:

Bang 3.9: Nong d6 LH trung binh theo dic diém kinh nguyét

Vong kinh n LH trung binh (UI/l)
Déu 6 12,88 =+ 3,78
Thua 99 14,56 5,40
Vo kinh 13 14,53 = 5,50
Nhdn xét:

R6i loan kinh nguyét & bénh nhan budng trimg da nang trong nghién ctru
chiém toi 94,9%, rat it bénh nhan kinh nguyét binh thuong va thudng gap l1a
kinh thua 83,90%. Cac bénh nhan kinh nguyét déu co chi sé LH trung binh
thép hon han cac nhém khac nhung do chi c6 6 bénh nhan nén sy khac biét

chua c6 ¥ nghia thong ké.

- Xem xét nong d6 LH trung binh theo phéan loai BMI:
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Béng 3.10: Nong dd LH trung binh theo phan loai chi s6 BMI

BMI n LH trung binh (UI/)
<18.50 20 15,45 £ 5,85
18.50 - 24.99 94 14,33+5,29
>25.00 4 13,08 = 3,34
Nhan xét:

Ta thay chi s6 BMI thap lai xuat hién néng d6 LH trung binh cao.
Tuy nhién do hai nhém BMI cao va thap sé luong bénh nhan chua nhiéu
nén viéce so sanh it co ¥ nghia thong keé.

Pé 1am rd hon mdi lién hé nay, chung t6i phan tich mdi lién quan giira
can niang bénh nhan va néng do LH bang cach st dung hdi qui tuyén tinh
don bién thu dugc mdi lién quan ti 1¢ nghich giira khdi luong co thé (kg)
ndng do LH.

Bang 3.11: Lién quan giira cAn ning co thé va ndng d6 LH

Yéu td B A R R? P

Can nang -0,167 22,83 0,223 0,050 0,015

LH=22,83 - 0,167 x Can nang (kg)
V61 R =0,223 R?=10,050
Nhu vay, can ning cang cao thi ndng d6 LH cang giam va nguoc lai
ndng d6 LH ting cao khi cin ning co thé thip.

- So sanh ndng d6 LH trung binh theo hinh anh siéu 4m budng trimg da nang;
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Bang 3.12: So sanh ndng d9 LH trung binh theo

phan loai hinh danh siéu am BTDN

SA BTDN N LH trung binh (UI/N)
Co 69 13,78%5,76 p =0,0092
Khong 49 15,45+ 4,50
Nhdn xét:

C6 69 bénh nhan c6 dic diém siéu 4m c6 hinh anh budng tring da nang
trong tong s6 118 chiém 58,47%. Phan tich va so sanh LH trung binh cta hai
nhoém bénh nhan c¢6 va khong cé hinh anh budng trimg da nang trén siéu am
bang T-test thdy sy khac biét vé ndng d6 LH trung binh c6 ¥ nghia théng ké
v6i p = 0,0092. Nhu vay, nhém bénh nhan c6 hinh anh siéu 4m budng tring
da nang c6 noéng d6 LH trung binh thiap hon nhom bénh nhan siéu 4m hinh
anh budng trimg binh thuong.

3.2. So sanh dic diém 1dAm sang ¢ bénh nhin dap Gng v6i bénh nhin
khéong dap ng phac do clomiphene citrat don thuin va mé ta dic diém
can lam sang cia nhom khong dap ing

118 bénh nhan budng tring da nang dugc theo doi va diéu trj phac dd
CC c6 41 bénh nhan khong dap tmg voi diéu tri CC sau 3 chu ky lién tiép
tang licu.

3.2.1. Pdc diém lam sing

- Tudi c6 kinh trung binh: 14,51 + 1,75 (tudi)

- Tudi trung binh: 25,79 £ 5,2 ( tudi)

- S6 ngay mat kinh trung binh dai nhat: 139,48 + 89 (ngay)

- Chi s6 BMI trung binh = 21,27 + 3,31
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Biéu d6 3.1: Phan bo BMI é nhom bénh nhan khong dap irng CC

Nhdn xét:

Trong 118 bénh nhan BTDN cua nghién ctru chi c6 4 bénh nhan béo phi

déu thudc nhom 41 bénh nhan khong dap tung voi diéu tri CC don thuan.

- Pac diém lam sang:

Bang 3.13: Pic diém 1dm sang nhém khéng dap ving véi CC

Réi loan kinh nguyét Ram long Tring ca
Phéan loai n % n % n %
Khong 3 7,32 7 17,07 26 63,41
Co 38 92,68 34 82,93 15 36,59
Téng 41 100 41 100 41 100
Nhan xét:

- Phan tich moi lién quan

gitra tri¢u trung ram long voi nong do

testosterone khong thdy méi lién quan véi p = 0,605 khi sir dung Fisher’s

Exact test.
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Bang 3.14: Méi lién quan giira ram 16ng véi ndng do testosterone

Ram long Co Khong
Tong
3 0, 0
Nong do testosterone n % %
<1 (ng/l) 6 75 25 8
>1 (ng/l) 28 84,8 15,2 33
P =0,605

- Phan tich moi lién quan gifta hai dac diém lam sang 1a rdm 16ng va mun

tring ca ciing khong ¢ y nghia théng ké vai Fisher’s Exact test véi p = 1.

Bang 3.15: Méi lién quan giira rim 1dng v6i mun trimg ca

Réam long Co Khong
Tong
Trung ca n 7 &
Co 13 86,7 13,3 15
Khong 21 80,8 19,2 26
P=1

3.2.2. Pic diém cin lim sang

Dinh lugng cic hormone nodi tiét dugc dinh lugng bao gém LH, FSH,
Estradiol, Testosterone, Progesterone. 41 bénh nhan khong dap ung véi diéu
tri CC trong ba dot diéu tri ting liéu dan c6 ndng d6 trung binh cac hormone

trudc diéu tri nhu sau:
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Bing 3.16: Nong do hormone trung binh ciia nhém

khong dap uwng voi CC

HORMON Trung binh
LH 14,79 £ 4,92 (UI/)
FSH 6,23 + 1,57 (UIN)
LH/FSH 2,44 +£ 0,78
Testosterone 1,41 + 0,54 (ng/1)
Estradiol 47,05 £ 19,45 (pg/l)
Progesterone 1,71 £ 0,89 ng/l
Nhdn xét:

- Ty 1& siéu 4m co6 hinh anh budng trimg da nang

Bang 3.17: Ty 1€ bénh nhan cé hinh anh siéu Aam BTDN

SA Buong trirng da nang n %
Khong 15 36,59
Co 26 63,41
Tong 41 100
Nhan xét:

Nhu vay, c¢6 63,41% cac bénh nhan khong dap ung diéu tri voi CC co
hinh anh siéu 4am budng tring da nang, 36,59% la hinh anh budng trimg binh
thuong.
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3.2.3. So sanh cdc dic diém lim sang giiva nhém ddp vng diéu tri véi CC va

nhom khéong dép irng diéu tri CC
3.2.3.1 Chi s6 BMI ciia 2 nhém

Bang 3.18: So sanh chi s6 BMI trung binh ciia 2 nhém

Pap g diéu tri CC n  |Trung binh| P léch chuin P

Co 77 20,58 2,22
BMI 0,182

Khong 41 21,26 331

Nhin xét: Chi s6 BMI trung binh ctia nhom c6 dap tmg véi CC 1a 20,58
con nhom khong dap ung véi CC 1a 21,26. Khi so sanh hai trung binh bang
test T doc 1ap thiy su khac biét khong co ¥ nghia thong ké véi p=0,182.
3.2.3.2. Tuéi bdt dau c6 kinh trung binh ¢ 2 nhém

Bang 3.19: So sanh tudi ¢6 kinh trung binh ¢ 2 nhém

Pap vng diéu tri CC| n  |Trung binh| P§ léch chuin P

Cé 77 14,7 1,5
Tubi c6 kinh 0,322
Khong | 41 14,5 1,7

Nhén xét: Tuéi co kinh trung binh cta cac bénh nhan c¢6 phong noan khi diéu
tri 13 14,7 tudi khong khac biét voi tudi bat dau cé kinh trung binh & nhém
khong co phong nodn 1a 14,5 tudi (su khac biét khong co v nghia thong ké,
test t doc lap, p=0,322). Nhu vay, ca hai nhom déu c6 dic diém chung la tudi

bit dau co kinh kha cao.
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3.2.3.3. 86 ngay mdt kinh trung binh ¢ 2 nhém

Bang 3.20: So sanh s6 ngay mit kinh dai nhit trung binh ¢ 2 nhém

Pap ng diéu tri CC n |Trung binh| P§ 1éch chuin P

C6o 77 108,3 78
Ngay mét kinh 0,186
Khong | 41 139,5 89

Nhin xét: S6 ngay mat kinh dai nhat & nhom khong dép tng voi didu tri 1a
139,5 ngay 16n hon so véi 108,3 ngay cua nhém dap tng diéu tri. Tuy nhién

su khac biét nay khong co y nghi théng ké (test T doc 1ap, p = 0,186).
3.2.3.4 DBac diém siéu Gm c6 hinh anh BTDN

Bang 3.21: Méi lién quan giira hinh anh siéu 4m véi dap wng diéu tri CC

Siéu am .
> Da nang Binh thuong Tong
Pap ng dieu tri
Co dap ung 43 34 77
Khong dap ung 26 15 41

Nhdn xét: Ty 1& bénh nhan c6 hinh anh BTDN trong nhom dap tmg véi diéu
tr1 CC 1a 55,84%, ty 1€ nay & nhom khong dép Ung diéu tri CC 1a 63,41%.
Tuong tu néu xét ty 1& bénh nhan siéu 4m ¢ hinh anh BTDN c6 dap tng diéu
tri 1a 62,32%, bénh nhan siéu 4m hinh anh budng tring binh thuong co dap
mg diéu trj 13 69,34%. Khong co su khac biét c6 ¥ nghia théng ké giita ty 1é
dap ing & nhoém c6 hinh anh siéu 4m budng trimg da nang va khong c6 hinh

anh siéu 4m budng trimg da nang (Kiém dinh khi binh phuong, p>0,05).
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3.3. Su bién ddi nong d9 LH & bénh nhéin c6 dap tng va khong dip ving
v6i phac @6 CC don thuin va phac d6 CC két hop FSH
3.3.1. Nong d¢ LH va chi sé6 LH/FSH trung binh truéc diéu tri ciia 2 nhém

- LH trung binh trudc diéu tri

30.04

26

235.04

2009

15.09

10.0

5.0+

009

T
1 2

Biéu dd 3.2: So sanh ndng d LH trung binh céia hai nhém
1. C6é ddp vmg diéu tri véi CC
2. Khéng ddp vng diéu tri véi CC

Nhdn xét:

Két qua cho thiy nong d6 LH trung binh ctia nhom c6 dép ung véi didu
tri CC 1a 14,31 £ 5,55 so v6i ndng do LH trung binh cta nhom khéng dap tng
voi diéu tri 1a 14,79 + 4,92, Khong co6 su khéc biét vé néng dé LH trung binh
ctia hai nhom dap tng diéu tri vi CC va nhom khong dap tng diéu tri véi CC
voi p = 0,628 (test T doc 1ap).

- Chi s6 LH/FSH trung binh ctia 2 nhém
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Béng 3.22: So sanh chi s6 LH/FSH ciia hai nhém

Pap vng diéu tri CC| n | LH/FSH trung binh [P§ léch chuian| p
Co 77 2,40 1,12 0,767
Khong | 41 2,44 0,78

Nhén xét: Chi s6 LH/FSH cua nhém cé dap tmg véi diéu tri CC 1a 2,40

gan giéng nhu chi s6 nay ¢ nhom khong dap tng diéu tri CC 1a 2,44 nén

khong co sy khac biét khi so sanh hai trung binh bang test T doc lap voi

p=0,767.

3.3.3. Phan tich sw phén bé nong dp cia LH ¢ hai nhém diéu tri

100.0%=

80.0%

50.0%

40.0%=

Cumulative Percent

20.0%

0.0%

qviil Dap ung dieu tri
CC:

—
—2

Biéu d6 3.3: So sanh phan b nong d¢ LH giira hai nhém

1. Cé dép vmg diéu tri véi CC

2. Khéng ddp vmg diéu tri véi CC
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Nhdn xét: Trén biéu do cho thiy, sy phan bd twong tu nhau vé néng do

LH trudc diéu tri cua nhom dap tng va nhom khong dap tng diéu tri.

3.3.4. Phan tich dwong cong ROC

Mbi diém trén dudng cong ROC twong tmg voi tan suat duong tinh that
(d6 nhay) trén truc tung va tan suat duong tinh gia (do dic hiéu) trén truc
hoanh. Puong biéu dién co gia tri khi cang 1éch vé phia trén, bén trai. Do
chinh x4c dugc danh gia bang dién tich duong cong ROC. Gia tri dudi 0.6
khong c6 y nghia chan doan. Phéan tich duong cong ROC trong nghién ciru
v6i muc dich xac dinh ngudng LH c6 thé khuyén cao nguy co khong dap tng

v6i diéu tri kich thich phong nodn bang CC don thuan.

ROC Curve
10 F
0.5 /j
Y

£ 067 /_ﬂ
S v
n .
] P
) 04+ j__ ;

u.z—’r,_—l_(-;}'

0.0 T T T T

0.0 0.2 0.4 06 0.5 1.0

1 - Specificity

Biéu d6 3.4. Pudng cong roc véi ndng do LH
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Bing 3.23: Phén tich dwong cong ROC ciia nong dé LH

95% khoang tin cay cua
Dién | Sais ) o
. Gia tri thong ké gia tri thong ké
tich chuan
Can dudi Can trén
0,520 0,055 0,722 0,412 0,628

Nhdn xét: Qua phan tich, gia tri dién tich < 0,6 (0,520) khong c6 y nghia
thdng ké, khong tim thdy diém cut-off ctia ndng d6 LH co gia tri trong tién
luong dap Gmg véi diéu tri CC.

Tiép tuc phan tich duong cong ROC véi chi sé LH/FSH, dién tich thu
dugc 0,495 cling nho hon 0,6, khong tim duoc ngudng cut — off ¢ gia tri tién

lwong trong diéu tri.

ROC Curve
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0.5 /
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Biéu d6 3.5: Puwong cong ROC véi ty 16 LH/FSH
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3.3.5 So sdnh ddp irng diéu tri theo ngwing nong do LH

So sanh ty |& dap &ng diéu tri v&i néng do6 LH theo
nguong
100.0%
s00% | 77.8%
71.4%
a9t 66.7%
G 62.0%
60.0% |
40.0% |
20,086 |
0.0%
=7 7-=10 10-=12 12-<14 14-<16 Tir 16trér 1&n

Biéu dd 3.6: Biéu dd ty 1é dap wng diéu tri véi nong do LH theo ngudng
Nhdn xét:

Khi thuc hién so sanh vé ty 1¢ bénh nhan dap tng voi CC theo tung
ngudng ndng d6 chung toi thu duoc ty 18 dao dong tir 60 — 78% bénh nhan
s& dap tng v6i diéu tri. Ty 1& dap Gng cao nhit dugc quan sat thdy nim &
nhém c¢6 chi sé ndng d¢6 LH trung binh < 7 UI/I, tuy nhién nhém nay tong

sO chi ¢6 9 bénh nhan.

Vi thé, kiém dinh y? khong c6 su khac biét gitra cac nhoém gia tri ndng
d6 LH véi ty 1& dap tng diéu tri CC (p = 0,683).
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3.3.6. Phan tich héi qui don bién méi lién quan ciia LH véi cdc yéu té:

Bang 3.24: Phén tich hoi qui don bién mdi lién quan cia LH

voi cac dac diem khac

Yéu t B A R R? P

BMI -0,33 21,28 0,163 0,027 0,077

Testosterone 1,37 12,44 0,163 0,026 0,078

Estradiol 0,09 10,06 0,307 0,094 0,001

Progesterone 0,34 14,01 0,049 0,002 0,601

FSH 1,35 6,31 0,385 0,148 0,000

S6 nang trén SA | -0,31 17,69 0,169 0,29 0,67

Nhén xét: Phan tich hdi qui don bién nhan thdy c6 mdi quan hé tuyén
tinh c6 y nghia thong ké giita ndng d6 LH va nong d6 FSH, estrogen dugc
biéu dién theo cac phuong trinh sau:

[LH] = 0,09 x [estrogen] + 10,06
[LH] =1,35 x [FSH] + 6,31
3.3.7. Phan tich héi qui logistics:
Néu goi p 1a x4c suat xay ra bién ¢ (khong dap tng diéu tri vdi CC) thi

(1-p) 1a x4c xudt khong xay ra bién cb (co dap tmg diéu tri voi CC). Khi d6 ta

c¢6 phuong trinh hoi quy logistics: In )=a+ bx

P
((1—29)
Tir phuong trinh nay ta c6 thé tinh xac suat khong dap tng diéu tri theo

ia tri cua x; ——— = g™
stath (1-p)

ea+bx

T d6 tinh dugc p =

1+ea+bx
Phan tich bién doc lap 1a ndong d6 LH véi xac xudt khong dap tng diéu

tri voi CC.
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Predicted probability
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Biéu dd 3.7: Méi lién quan giira ndng do LH va xac xuat khong dap g

C6 thé thdy c¢6 mdi lién quan tuyén tinh giira nong d6 LH va xac suét
khong dap tng diéu tri qua phuong trinh sau:
Ln(l‘_';p) =-0,881 + 0,017 x LH

p
_:e
1-—

-0,881+0,017xLH hay odd=e -0,881+0,017xLH
p

Theo d6, ctr ting LH thém 1 don vi thi x4c sudt khong dap ung véi diéu
tri ting 1én 1,017 1an hay c ting LH thém 10 don vi thi nguy co khong dap

g v6i diéu tri tang 10,17 lan.

3.3.8. Sw bién doi ciia nong dp LH trong qud trinh diéu tri

Trong qué trinh theo doi va diéu tri, cac bénh nhan duoc dinh luong
néng d6 LH trudc va sau diéu tri rat dﬁy di & nhom diéu trj CC50 va
CC100. Vi thé, phén tich sy thay d6i ndng do dugc thuc hién trén hai nhom

bénh nhan nay.



71

Cé6 118 bénh nhan tham gia diéu tri CC 50mg/24h, 81 bénh nhan tham
gia diéu tri CC100mg/24h va 46 bénh nhan tham gia diéu tri CC 150mg/24h.
Ghi nhan két qua mdi lidu diéu tri duoc chia lam hai nhom: nhéom co
phong nodn sau khi dung thude duoc goi 1a nhom cé dap tng diéu tri va nhom
khong c6 phong nodn sau khi ding thude dugc goi 1a nhom khong dap tng
diéu tri.
Két qua duoc biéu dién trong bang 3.28 nhu sau:

Bang 3.25: So sanh nong @9 LH trung binh truéc diéu tri

CC50mg/24h
Liéu CC 50 mg n | LH trung binh truéc diéu tri (UI/) p
Co dap ung didu tri | 37 14,10 + 5,06
Khéng dap tng | 81 14,64 + 5,46 0,609
Tong 118 14,48 *+5,32

Sau liéu diéu tri CC 50mg/24h, c6 10 bénh nhéan c6 thai khong dinh
luong tiép hormone LH, cac bénh nhan con lai dugc dinh lugng tiép LH trong

chu ky sau va khi phan tich s6 liéu thu dugc bang sau:

Bang 3.26: So sanh nong @9 trung binh LH sau diéu tri CC50mg/24h

Liéu CC 50 mg n | LH trung binh sau diéu trj (UI/I) p
Co dap ung didutri | 27 5,94 + 2,50
Khong dap ung 81 12,87 5,46 < 0,001
Tong 108

Kiém dinh bang test Mann Whitney thiy su khac biét nong 6 LH cia

hai nhém 14 c¢6 ¥ nghia théng ké véi p < 0,01.
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Tiép tuc phan tich T ghép cip ndng d6 LH trung binh cta hai nhém cé
dap ung, khong dap Gmg véi liéu CC 50mg trude va sau diéu tri thdy sy bién
d6i khac biét co ¥ nghia thong ké voi p < 0,01. C6 su giam ndng d6 LH mot

cach rd rang néu ky diéu tri c6 phong noan.

20 1
18 - :
B LH trudc diéu tri

14 ] ® LH sau didu tri

4 - P 7

/ LH sau didu tri

/

/ LH trudce didu tri
Dép tmg diéu trj CC ———/

50mg Khong dap ting

Biéu dd 3.8: So sanh ndng d trung binh LH trwéc va sau diéu tri
6 nhom CC50

Véi 81 bénh nhan khong dap tng sau liéu CC 50mg/24h duoc tiép
tuc diéu tri véi liéu CC 100mg/24h ¢6 35 bénh nhan dap tng véi diéu tri
va 46 bénh nhan khong dap tng véi lidu nay.

Bang 3.27: Nong d¢ trung binh LH truéc diéu tri CC100

Liéu CC 100 mg n | LH trung binh truéc diéu tri (UI/) | P

Co dap ung didu tri | 35 12,49 + 5,43

Khong dép tmg | 46 13,17 = 5,52 0,582

Tong 81

12,87 5,46
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Sau diéu tri ¢6 35 bénh nhan c6 phong nodn, trong d6 co6 14 bénh

nhan co6 thai nén téng sb bénh nhan dugc dinh luong néng do LH sau diéu

tri cia nhém c6 dap tng gidam con 21 bénh nhan. Khi dinh lugng LH nhén

thiy sau diéu tri ndng d6 LH ctia nhoém dap tmg v6i CC 100mg thap hon

rat nhi€éu so véi nong do LH cua nhoém khong dap ing mot cach cé y

nghia thong ké véi p < 0,01.

Bang 3.28: So sanh ndng dd trung binh LH sau diéu tri CC100mg/24h

Liéu CC 100 mg n | LH trung binh sau diéu tri (UI/) P
C6 dap ung diéu tri | 21 6,91 * 3,37
Khong dap img | 46 13,39 + 4,71 < 0,001
Téong 67

So sanh sy bién d61 nong do trong moéi1 nhom va so sanh sy thay doi do

giita cic nhom thay su khéac biét co ¥ nghia thong ké véi p < 0,05.

20 +

15

o e

10|

3] 7 -
| / LH sau dicu tri
wad v .

0 S —_— // LH trudce dicu tri
Pap imgvéicC T

100mg Khéng dap ting

® LH trude diéu
tri

Biéu dd 3.9: So sanh nong d trung binh LH trwéc va sau diéu tri

60 nhom CC100
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Nhan xét:

Véi 46 bénh nhan khong dap Gng véi liéu diéu tri CC100 mg duoc tiép
tuc véi liéu diéu tri CC150mg thu duoc 5 bénh nhan c6 phong noan, 41 bénh
nhan khong dap tmg diéu tri va 5 bénh nhan nay déu co thai nén khong thu
duoc két qua LH sau diéu trj ciia nhém c6 dap tmg diéu trj v6i lidu nay dé tiép
tuc thuc hién so sanh. Gia tri LH trung binh trudc diéu tri cua 41 bénh nhan
khong dép tng lan nay dugc tinh dua trén néng do dinh lugng hormone LH

sau khi diéu tri CC 100mg va sau d6 duoc chuyén sang diéu tri CC 150mg.
Bang 3.29: So sanh ndng dé trung binh LH

trude didu tri CC150mg/24h

Liéu CC 150 mg n | LH trung binh truéc diéu tri (UI/) |
Co dap ung didutri | 5 13,06 £4,50
Khéng dép img | 41 13,43 + 4,92 p > 0,05
Tong 46 13,39 + 4,71
Nhdn xét:

Sau d6, 41 bénh nhan khong dap tmg véi ba dot diéu tri ting liéu dan dugc
goi 1a bénh nhan khong dap tng véi CC chuyén sang diéu tri CC + FSH ¢6

22/23 bénh nhan tham gia diéu tri c6 phong nodn, 10 bénh nhan c6 thai.
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Bang 3.30: Nong dd trung binh LH truéc diéu tri FSH+CC

Liéu CC 100 mg n LH trung binh truéc diéu tri (UI/1) | P
Coé dap tng dicu tri | 22 13,40 + 4,74

Khong dap ting 1 bénh nhan 14 sinh vién xin dimg diéu tri khi
dang tiém FSH

Tong 23/41 13,43 + 4,92

Nhdn xét:

- Sau diéu tri, c6 10 bénh nhan c6 thai, khong c¢6 bénh nhan nao khong
dap ung diéu tri. 12 bénh nhan chua c6 thai duoc tiép tuc dinh luong néng do

LH thu dugc gia tri trung binh la: 6,51 + 3,34 Ul/1.

- Kiém dinh T test cho théy su khac biét cua néng do LH trung binh sau
diéu tri & nhom cé phong noan va nhém khong phong nodn cé y nghia théng
ké voi p < 0,05. C6 su giam LH xubéng mirc binh thuong khi c6 hién tuong

phéng noan ¢ ky kinh trudc.
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Chuong 4
BAN LUAN

Tong s6 bénh nhan: 118 BTBN ¢ 37 bénh nhan dap mg trong chu ky
KTPN véi CC liéu 50, 10 bénh nhén c6 thai. Vi thé, c¢6 27 bénh nhan dugc
dinh lugng LH hai 1an vao thoi diém trude didu tri va thoi diém ngay 2 chu ky
kinh sau phong noan. Trong 81 bénh nhan khong dap ung véi CC50mg dinh
lugng LH trude diéu tri chu ky CC100mg, c6 35 bénh nhan dap tng voi lidu
CC100mg, 14 bénh nhan c6 thai, con 21 bénh nhan tiép tuc dinh luong LH
vao ngdy 2 chu ky sau phéng nodn. 46 bénh nhan khéng dap ung licu
CC100mg duogc theo ddi tiép néng d6 LH & chu ky ngay sau diéu tri, 5 bénh
nhan phong nodn va c6 thai nén nhoém dap tng diéu tri CC 150mg khong c6
bénh nhan nao dugc dinh lugng LH sau phong noan. Két qua thu duogc )
bénh nhan HC BTDN khong dap ang CC: 41. Ty 1€ khong dép tng CC:
34,75%. So sanh két qua cua chung toi voi cac tac gia khac theo bang 4.1

Bing 4.1: So sanh két qua diéu tri ciia CC

Tac gia Nam n | Phong noan (%) | Co6 thai (%)

Roy Homburg [124] 2005 | 5268 73 36
Atay V [30] 2006 | 55 63,6 9,1
Richar S Legro [49] 2007 | 209 49 23,9
Badawy A [16] 2009 | 438 70,9 17,9
Bui Minh Tién [33] 2010 | 54 61,1 18,5
R.Homburg [79] 2011 | 123 63 41,2
Sujata Kar [80] 2015 | 32 56,2 31,2
BtoolHosein Rashidi [81] | 2016 | 52 58,7 9,6
TTT Hanh 2017 | 118 65,25 24,58
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Ty 1é phong nodn khi diéu tri CC 13 65,25%. Theo NICE 2004 ty 1& ¢
thai 13 15%, cac nghién ctru ciia cac tic gia ty 1é thay doi rat 16n tiy theo
nghién ctru va mau [82]. Nghién ctru cia Roy Homburg (2005) c6 ty 1¢ phong
nodn va c6 thai cao nhat, day 1a nghién ctru tong hop phan tich cac nghién ciru
tir nam 1968 — 2002 v6i nhiéu tiéu chuan dénh gia, chan doan chua dong nhét,
thudc cling nhiéu thay d6i lam két qua nghién ctru khac biét nhidu voi cac
nghién ctru gan day [124]. Nhin chung, ty 1& phéong nodn dao dong tir 50 —
70%, ty 1€ co thai dao dong tir 15 - 30% tuwong duong ty 1€ tu nhién. Nhu vay,
nghién ctru cua chung t6i két qua dat duoc ciing twong tw cac nghién ctru khac.

Mit khac, ty 1& dap tmg diéu tri cao nhét 1a & lieu CC 100mg, khong co
treong hop ndo qué kich budng trimg khi sir dung CC. Ty 1¢ dap ung diéu tri &
nhém CC 50mg 14 31,36%. Nén chiang, dé rat ngan thoi gian diéu tri ta sir dung
liéu khéi dau CC 100 mg thi ty 1& c6 dap tmg diéu tri ting cao hon ngay chu ky
dau tién.

Céc bénh nhan sau khi diéu tri CC ting lidu dan trong 3 chu ky khong
dap tmg diéu tri duoc chuin doan 1a khéng dap img CC. Nhitng bénh nhan
nay s& duoc tiép tuc diéu tri v6i phac dd6 CC két hop FSH. S6 bénh nhan
khong dap tmg CC trong nghién ctru 1a 41 bénh nhan. C6 23 bénh nhan dong
¥ tham gia diéu tri CC + FSH véi 30 chu ky diéu trj.

Téng sd ngay diéu tri trung binh: 7,3+ 3,1 (ngay)

Téng liéu FSH trung binh = 416 + 213 (UI)

Bang 4.2: So sanh ty 1€ phéong noan va c6 thai trong cac nghién ciru s
dung phac do ket hop

Tac gia Nam n | Phong noan (%) | Co thai (%)
Brzechffa P.R [125] 1998 | 416 86 23,1
Roy Homburg [124] 2005 | 5268 92 62
Samir Mohamed [126] 2011 | 60 82 20
Mohamd E.Ghanem [85] | 2013 | 82 87,8 26,8
TTT Hanh 2017 | 30 96,67 43,48
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Bang 4.3: So sanh tong liéu FSH ciia phac dd két hop véi sir dung
FSH don thuin

. Co
.| Tong Phong
Tac gia Nam| n | Phacdo| . thai
lieu FSH| noan (%)
(%)
Per Olav Dale
1993| 66 | aFSH 75 83 22
[127]
Calaf Alsina
2003| 945| BFSH 50 807 84 53,1
[128]
VuongTNLan[34]| 2009| 183 | BFSH 25 484 84,2 35,5
CC
82 532 87,8 26,8
Mahamad E [85] | 2013 +FSH
77 FSH 1057 31,5 24.6
CC+
TTT Hanh 2017 30 416 96,67 43,48
BFSH

Theo phac dd diéu tri két hop, tir ngay tht 2 dén ngay tha 7 cua vong
kinh bénh nhan duoc sir dung CC lidu 100mg /24h. Tir ngay thir 8 ctia vong

kinh bénh nhan dugc st dung beta follitropin 50UI/24h (Puregon — Organon)

cho t6i khi dat nang nodn > 18 mm. C6 mét truong hop duy nhat xép vao

khong phong nodn 1a mot sinh vién 22 tudi xin ding diéu tri ngay FSH tht 9

vi di€u kién kinh té.

Theo Calaf Alsina J va dong nghiép nim 2003 nghién ctru trén 945 chu

ky diéu tri dd dwa ra khuyén céo dau tién vé liéu bat dau diéu tri cho bénh

nhan BTPN nén st dung cho follitropin beta 1a 50UI Pay la liéu t6i uu vé

hiéu qué diéu tri, chi phi, va han ché nguy co qua kich budng trimg. S6 ngay

diéu tri trung binh 14 ngay, tong liéu 807 UL liéu trung binh mdi ngay la

54U1+ 9 [128].
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Nam 2009, Vuong Thi Ngoc Lan va cong su dua ra lidu tang dan bat dau

bang 25 UL, tong liéu FSH 13 484 + 257 UL, t6ng s6 ngay diéu tri 15,9 + 4,8 [34].

Nghién ciru cua chung t6i liéu trung binh cho FSH 1a 416UI cho trung
binh 7 ngay dung FSH va 5 ngay st dung CC 1a kha chuan cho mét phac dd
kich thich phdng noan.

Str dung CC nhiing ngay dau véi co ché tranh chap thy thé estrogen kich
thich ting GnRH 1am tang FSH néi sinh. B6 sung FSH nhiing ngay tiép theo
lam ting ndéng do FSH truc tiép giup giam dugc tong lidu FSH can dung va
téng s6 ngay diéu tri khong dai hon sir dung FSH don thuan. Vi hiéu qua
diéu tri twong dwong da phan nio gitp bénh nhan giam mot phan chi phi diéu
tri. Nghién ctu cua Mahamad E va cdng sy ndm 2013 trén 174 bénh nhan
khong dap tng CC voi phac d6 két hop twong tu so sanh voi st dung FSH
don thuan da dua ra két ludn nhom diéu trj két hop c¢6 ty 1€ thu thai cao hon va

tiéu thy it FSH hon rét c6 y nghia théng ké [85].
4.1. Nong do LH & bénh nhan vo sinh c6 BTPN

Nam 1931, nha sinh hoa hoc cia My Fevold HL va cong sy da phat hién
hormone luteinizing (LH) va hormone kich thich nang tring (FSH). Ho phan
lap tir thuy truéc tuyén yén hai hormone FSH, LH véi viéc thirc hién cac tac
dong khac nhau trén buéng trimg cua chudt ho dua ra két luan FSH kich thich su
phat trién nang nodn budng tring va gy phat duc sém & chudt chua trudéng
thanh con LH khong ¢6 tac dung mot minh, ma giup nang trimg trudng thanh va
phong noan trén nhitng nang duoc kich thich bdi FSH [35].

Niam 1958, Mc Arthur, Ingersoll, Worcester nghién ctru ndng do

hormone FSH va LH trong nudc tiéu & 122 vong kinh nhan thiy c6 su ting

cao LH & phu nit c6 hoi chung BTPN [36].
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Trong sudt nhitng nam 70 — 80, nong d6 LH va testosterone ludn dugc
xem la diéu kién can thiét cho viéc chan doan BTPN. Bén canh d6 1a ti 1é
LH/FSH ciing 1a mét ti 1€ duoc dé cao trong cac ti€u chuin chan doan BTDN
[36],[129]. Tir nhitng nam 90 trd di, cau hoi vé nong do LH ludn gay ra nhiéu
tranh cii cho cic nha khoa hoc vé vai tro thuc su cta né trong budng trimg da
nang dic biét lién qua dén chan doan. Qua rat nhiéu tranh cai tham luan va
cac cudc hoi nghi da dua ra tiéu chuan Rosterdam 2003 va 2007 cho réng
ndng d6 LH chi 12 mot trong sb cac tiéu chuan dé chan doan hoi chimg BTDN
[37][130]. Tuy nhién, LH ting cao ludn la mot trong cac dau hiéu dang cha y
ctia hoi ching BTDN, nguoi ta da ching minh duoc rang LH tiét ra theo nhip
xung, thay ddi trong ngay va cé su gia ting ca tan sé xung va bién do xung
LH & nguoi phy nit BTDN dan t6i su tang tiét LH trong 24h. Day 1a hau qua
clia viéc ting tin sd xung cta ving dudi doi tiét GnRH. Su ting LH dén toi
su gia ting san xuat androgen do céc té bao vo & budng trimg va kich thich

tang san xuat estrogen tao ra nhitng thay d6i mé hoc ciia budng trimg.

Gié tri trung binh cia LH trong nghién ctu cua chung t6i 1a 14,475
mUI/ml v&i ndng d6 LH > 10 UI/I chiém t6i 81,4%. Theo Sinh 1y hoc nong
do LH trung binh ngay 2 -3 cua chu ky kinh ¢ nguoi Viét Nam 1a 3,94 — 7,66
UI/L [40]. Nhu vy, ndong d6 LH trung binh ctia nhom bénh nhan BTPN cao
hon han gi4 tri LH sinh 1y & ngudi binh thuong.
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Bang 4.4: So sanh ndng d9 LH trung binh véi cac nghién ciru khac

Tac gia Nim | n Piéu tri | LH trung binh (UI/L)
Amer S AK[57] | 2002 | 161 CC 143 +7,1

Calaf Alsina J 2003 945 Puregon 8,83+ 5,15

[128] 50U1
Badawy A [16] 2009 | 218 Letrozol 11,2+ 1,8

220 CC 14,1+£22
Mohamad S 2011 LOD 14,1

Abdellah [117] (khang cc)

Lisa [31] 2011 38 Cham ctu 10,2
Gustavo [32] 2011 53 Met 11,06 £5,1
Bui Minh Tién | 2010 | 54 CC 11,26 + 6,25

[33] 54 Met 11,8 +6,17
54 CC+Met 13,29 +£5,36
J Chakrabarti 2013 16 8,9
[131]
FangWang [132] | 2016 | 2632 Gonal F 9,22 +7,6
TTT Hanh 2017 | 118 CC 14,47 £5,32

Khi so sanh ndng do LH trung binh vé6i cac nghién ctru khac thiy nong
d6 LH trung binh déu cao hon ngudng binh thudng nhung sy phan bd
néng do LH khong gidng nhau trong cic nghién ciru, tiy thudc cic dic
diém khac c¢6 lién quan nhu BMI, thoi gian mét kinh, tudi, cac dac diém

can lam sang khac.
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LH tang cao do ba nguyén nhan chinh: su ting hoat dong ctia tuyén yén
do kich thich tir GnRH tiét ra tir tuyén dudi ddi, do tac dong diéu hoa nguoc
duong tinh tir ndng d6 estrogen cao man tinh va do réi loan chuyén héa cing
béo phi lam thay d6i mo hinh tiét LH. Nguoi ta nhan thy rang GnRh khong
tang tiét mot cach rd rang ma c6 sy ting nhay cam cua tuyén yén voi tuyén
dudi d6i hodc cb su thay ddi qui luat ché tiét GnRh. Nhu vay, LH cao phan
anh mc do rdi loan kéo dai cta hé théng truc dudi ddi, myén yén, buéng
tring do nhiéu nguyén nhan khac nhau. Trudc hét phai néi téi dau tién 1a su
tang xung va cudng do ché tiét GnRh do tac nhan tryc tiép nhu gen qui dinh,
tac dong phan hdi duong tinh tir ndng do estrogen va progesterone ting cao.
Tuy nhién, khi nghién ctru Berga S va cong su (1993) va Anthony P.Cheung
(1997) dua ra ciu hoi liéu chi c6 duy nhat GnRh tac dong 1én sy ting LH hay
con nhan t6 nao khac khong [133],[134] 2

Berga S va cong su (1993) da tién hanh nghién ciru ndng d6 LH trén céc
bénh nhan BTDN ngay thtr 2 ky kinh c6 ddi ching va khi ¢6 can thiép dung
thudc tranh thai két hop, dinh lwong LH vao ngay 21 ky kinh va ngay thir 7
sau dimg thudc. Nguoi ta nhan thay su tiét LH theo dang xung cao hon han vé

tan sb va bién d6 & nhém BTDN trong 24h [133].
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Hinh 4.1: LH ngay thw 2 ky kinh ¢ ngwoi binh thwong va BTDN [120]

Nguon: Berga S, Guzick D, Winters S: Increased luteinizing hormone and a-
subunit secretion in women with hyperandrogenic anovulation. JClin

Endocrinol Metab 77:895-901, 1993 [133]

Trong trudng hop st dung thudc tranh thai két hop tc ché tuyén dudi
ddi van luon ton tai mot su ting cao cua LH ¢ ngay thu 21 khi dung thude
tranh thai va ngdy thir 7 sau dimg thudc (twong (mg ngay 2 cua vong kinh
nhan tao). Piéu nay dit ra cau hoi, ndng d6 LH ting cao & BTN liéu con c6

yéu t6 nao khac chi phdi bén canh sy diéu khién cia GnRh.
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Hinh 4.2: LH ngay 21 khi diing thuéc tranh thai két hop (on) va ngay thir 7
sau khi dirng thuédc (off) ciia bénh nhin BTPN va nhém ching [133]

Nguon: Berga S, Guzick D, Winters S: Increased luteinizing hormone and a-
subunit secretion in women with hyperandrogenic anovulation. JClin
Endocrinol Metab 77:895-901, 1993 [133]

D¢ nghién ctru vé su thay déi nong d0 LH va nhan t6 diéu khién,

Anthony va cong sy (1997) da tién hanh nghién ctru trén hai nhém gém 6

bénh nhan BTDN va 6 bénh nhan khée manh & nhom ching. Cac bénh nhan

duoc 1dy mau vao ngdy 2 ky kinh ¢ 2 chu ky trude can thiép. Sau d6 duoc

diéu tri GnRH agonist trong 14 tudn. Mau xét nghiém l4y tai cac thoi diém

tiém thudc tudn 12 va tuan 1, 2, 4 sau diéu tri [134].
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Bing 4.5: Nong do LH, FSH va ty 1¢ LH/FSH ban dau [134]

Tén Nhom BTDN Nhom chirng p
LH (UI) 24.48 + 4.56 8.52+ 1.59 0.0025
LH/FSH 2.16 £0.25 0.71+0.17 0.001
Bién d6 LH (U/l) | 14.41 £2.58 4.03 +0.58 0.0009
Tan s6 dinh LH 8.2 +0.58 6.5+ 0.34 0.036

Nguon: Anthony P.Cheung, John K.H.Lu and R.Jeffrey Chang (1997).
Pulsatile gonadotropin secrection in women with PCOS after gonadotropin —

releasing hormone agonist treatement. Human Reproduction. Vol.12 No6.

1156 — 1164 [134]

Nghién ciru thu duge két qua nhu sau:

12 wk of Rx 1 wk post-Rs 2 wk post-Rx
PCOS

Normal

16 188 10 12 14 16 188 10 12 14 16 188 10 12 14 16

urs. Clock Hours Clock Hours Clock Hours

Hinh 4.3: Nong dé LH truwdc can thigp, 12 tudn khi can thiép, 1 tuan, 2
tudn, 4 tudn sau ngirng can thiép GnRH agonist [134]

Nguon: Anthony P.Cheung, John K.H.Lu and R.Jeffrey Chang (1997).

Pulsatile gonadotropin secrection in women with PCOS after gonadotropin —

releasing hormone agonist treatement. Human Reproduction.
Vol.12 No6. 1156 — 1164 [134]
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Két qua nghién ciru thdy rang: su ting trd lai ndng d6 LH ban dau 1a do
su phuc hdi GnRH duoc thé hién & ca hai nhdm BTDN va nhém ching nhung
sau d6 c6 thém tac dong khac & nhitng bénh nhan BTDN nén c6 su tang cao
hon vé tan s6 va bién d6 ciing nhu néng d6 LH so v6i nhom chimg. Nhu vy
c4 hai nghién ciru trén co sé e ché tuyén dudi d6i tir 46 @re ché su ting san
xudt LH. Nhung cung thoi gian phuc hdi trd lai thi nhom bénh nhan BTDN
van ¢ sy ting tiét LH nhanh hon. Piéu ndy goi ¥ cac nha di truyén hoc
nghién ctru nguyén nhan do sy khac nhau vé gen chi phéi tc d6 dap tng nay.
Nghién ctru ctia Liu N va cong sy (2012) 13 mot trong cac nghién ctru dé cap
td1 nguyén nhan nay, tac gid da nghién cuu trén 315 phu nit BTDN va 212
nhom ching dé sang loc bién thé gen cia G1052A LH va da hinh
619963 18LHR. Két qua 14, cac bénh nhan BTDN cé tan s6 alen dot bién LH
G1052A nhiéu hon han nhém chimg (p = 0.001). Trong nhém BTPBN, bénh
nhan khong mang dot bién gen nay s& co6 kiéu hinh néng d6 LH thap hon va
mirc duong huyét khi déi cao hon [135].

Gia tri FSH trung binh 6,06 mUI/ml. Thap nhét 14 3,2 mUI/ml va cao
nhat 1a 9,8mUI/ml nam trong gidi han sinh 1y binh thuong cua chi s6 nay. Khi
mang két qua ctia nghién ctru so sanh véi cac nghién ctru khéc ta thu duoc két
qua tuong tu. Khong co su thay d6i dic biét vé ndng d6 FSH ¢ bénh nhan
BTDN.
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Bang 4.6: So sanh ndng d9 FSH trung binh véi nghién ctru khac

Tac gia Nim | n Méiu FSH trung binh (UI/l)
Calaf Alsina J [128] | 2003 | 945 | Puregon 5,93 +2,32
218 | Letrozol 4,1 +£3,1
Badawy A [16] 2009
220 CcC 5,1+22
54 CcC 6,77 £ 1,45
Bui Minh Tién
2010 | 54 Met 6,38 +£2,16
[33]
54 | CC+Met 7,03 +2,45
J Chakrabarti [131] | 2013 | 16 4,44
Seddigheh [17] 2014 | 175 6,6 £2,0
FangWang [132] | 2016 | 2632 | Gonal F 6,16 + 1,49
TTT Hanh 2017 | 118 CC 6,06 +=1,52
Nhan xét:

-Chi s6 LH/FSH trung binh: Chi s tiéu chuan da ting thong tri “chia

khoa vang” chan doan BTDN ting 1én dang ké trong nhém bénh nhan BTDN

ctia nghién ctru. Nong d6 LH trung binh cao, FSH binh thuong thi viéc dan

t6i tang chi s6 LH/FSH 12 tat yéu.
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Béng 4.7: So sanh chi s6 LH/FSH trung binh véi nghién ctru khac

Tac gia Nam| n Miu LH/FSH trung binh
Calaf Alsina J [128] | 2003 | 945 | Pureron 50Ul 1,64+ 1,01
Lisa [31] 2011 | 3.8 Cham cuu 2,2
54 CC 1,69 + 0,95
Bui Minh Tién [33] | 2011 | 54 Met 1,96 +1,07
54 CC+Met 2,03 £1,01
J Chakrabarti [131] | 2013 | 16 2,0
Seddigheh [17] 2014 | 175 1,4+1,5
TTT Hanh 2017 | 118 CC 2,49 +1,0

Bang 4.8: So sanh ndng d9 LH va chi s6 LH/FSH trung binh

& Viét Nam

Tac gia Niam | LH trung binh | LH/FSH ; % >1.5
Au Nhat Luén [101] 2001 2.05
Nguyén T Mai Anh [51] | 2001 13.7 73.6%
bang Ngoc Khanh [52] 2004 17.7
Nguyén Manh Thing [53] | 2004 12.56 58.2%
Nguyén Manh Tri [54] 2005 12.56
Vil Van Tam [55] 2009 16.6/16.54
Bui Minh Tién [33] 2010 17,5 78.57 %
Tran Thi Ngoc Ha[56] | 2010 13.1 69.8%
Tran Thi Thu Hanh 3017 | 14,47 +5,32 86,43
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Chi s6 LH/FSH trung binh 1a 2,49. Trong d6 64,4% bénh nhan co ty 1¢
nay l6n hon 2 va 86,43% co ty 1€ 16n hon 1,5. LH trung binh 1a 14,47 tuong
tu cac nghién curu cia Viét nam va ¢6 cao hon mot vai nghién ctru cua nudc
ngoai nhung tuong ty nghién ciru cua Shilpi Dasgupta trén phu nit Nam An
Do 1a 15,9 + 1,86 FSH hau nhu khong c6 bién ddi gi dic biét va kha dong
nhat trong cac nghién ctru nén ti 16 LH/FSH ting kha cao trong nghién ctru 1a
hoan toan phu hop [61]. Phai ching ngudi Viét Nam va chung toc Chau A voi

hoi ching BTDN ¢6 ndng d6 LH cao hon cua cac ching toc khac ?

Theo co ché bénh sinh, sy ting LH kéo dai 1am ting qué trinh tong hop
testosterone dan téi sy ting ndng dd testosterone, gia ting cac biéu hién
cudng androgen nhu rim 16ng, trimg ca. Bién d6i LH con kéo theo sy gia ting
noéng do estrogen kéo dai va gy thiéu progesterone twong ddi gy roi loan
rung trimg va gy su phat trién bat thuong niém mac tr cung 1am rdi loan
kinh nguyét. Cac dic diém 1am sang khac cua bénh nhan BTBN c¢6 lién quan
hay khong toi ndng d6 LH van con nhiéu tranh cii. Vi ty 18 78% bénh nhan
c6 dic diém ram long, 94,9% co rdi loan kinh nguyét, 78,81% co néng do
testosterone 16n hon 1 13 nhitng rdi loan 14m sang va can lam sang tuong ng
v6i tinh trang cuong androgen kha twong dong véi cac nghién ctu khac &
nhom nghién ciru cta ching toi. Tuy nhién, khi phén tich tim méi twong quan
giita ndng d6 LH voi cac dic diém bat thuong nay thi chung t6i khong tim
dugec mdi twong quan nao. Nguge lai, v6i chi sé BMI chi c6 20,33% bat
thuong voi 3,39% béo phi. Pay 1a diém khac biét trong nghién ctru va khéc
v6i hinh anh bénh nhan BTDN truyén thong va khi phan tich sau hon ching
t61 nhan thiy c6 mdi quan hé tuyén tinh ty 18 nghich gitta ndng ¢6 LH va c4n

nang cua bénh nhan BTDN theo phuong trinh:

LH = 22,83 — 0,167 x can nang (kg)
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Bénh sinh BTDN lién quan t6i hai co ché chinh 14 do tang nong d6 LH
hodc co ché khang insulin. Su phan bd khac biét vé& can nang, gﬁn 80% can
ning cua bénh nhan trong nghién ctru binh thudng va phan 16n can ning bat
thuong 13 gay, chi s6 BMI trong nghién ctru 20,86 cho thdy co ché bénh sinh
chinh trong nhom nghién ctru dong nhét khong lién quan dén khang insulin
ma do su ting cao ctia ndng do LH 1a 15 gii thich cho viéc nong d6 LH trung
binh trong nghién ctru cao hon hin cac nghién ctru khac. Phai chiang day la
dic diém khac biét cia bénh nhan BTDN ¢ Viét Nam hay noi rﬁng dic diém
chung toc khac nhau trong co ché bénh sinh ciia BTDN. Theo nghién ciru clia
Richard S va cong sy (2007) tong két 15 nghién ctru chimg minh c6 mbi lién
hé vé di truyén cho hoi chimg BTPN nhung chua dwa ra duge cac qui luat di
truyén phu hop [49]. Nghién ctru ciia Chen ZJ va cong su (2011) dua ra gan
100 gen c6 kha nang tham gia biéu hién 1am sang cia BTDN véi cic nhoém
chinh 1a: Nhém gen lién quan steroid budng trimg, nhom gen lién quan ndi
tiét t6 steroid, nhom gen lién quan gonadotropin, nhom gen tham gia hoat
dong tiét insulin, nhom gen lién quan téi nang lugng homeostasis, nhom gen

lién quan tinh trang viém man tinh va mot s6 gen con dang nghién ciru [50].

Nhu vay LH tang cao 1a mdt trong cac dac diém chinh va khac biét cua
nhom bénh nhan BTDN cua Viét Nam. Phan tich nghién ctru ctia ching t61
mudn khéng dinh vai tro thuc té ctia LH trong tién luong bénh nhan BTN,
mot dic diém khac biét ciia bénh nhan BTPN cua Viét Nam. Nghién ctru cua
Moran C va cong su ndm 2014 da khéng dinh c6 su tang cao LH & bénh nhan
BTDN cta nhém BMI dudi 25 hon so v6i nhdom BMI trén 25 va rat nhiéu
nghién ctru khac khang dinh khong c6 méi lién hé gitta sy ting LH véi ting

insulin [27][136].



91

12.0 24
B PCOS, BMI>25
B PCOS, BMI<25
Il CONTROLS, BMI>25
[l CONTROLS, BMI<25

~1.8

8.0 -

B B SN SE— L4
TEEE B B e

I ~0.6
0.0 ~0.0

LH levels (mlU/ml) LH/FSH

Hinh 4.4: So sdnh nong dp LH theo chi s6 BMI
Nguén: Moran C, Arriaga M, Arechavaleta-Velasco F, Moran S.

(2014). Adrenal androgen excess and body mass index in polycystic
ovary syndrome. J Clin Endocrinol Metab.; 100(3): 942-50 [136]

Nghién ctru ciia Pagan YL va cong (2006) ciing nhan thdy mdi lién quan
am tinh gitta BMI va ndng d6 LH, ty 16 LH/FSH bang cach ting GnRh trén
bénh nhan PCOS, LH bj tc ché khong tang néng dd & nhitng bénh nhén c6
BMI cao [137].

Tuong ty mdi lién quan tuyén tinh gitta cAn ning va ndong do LH chung
t6i dua ra vé ty 1¢ nghich giira ndong do LH v6i can ning bénh nhan BTPN,
Batista MC va cong su 2014 phat hién gen: rs 1800447/rs34349826 ma hoda
dot bién TRP28Arg/lle35Thr caa LB ¢6 lién quan t6i ting LH trong bénh sinh
BTDN va ty 1é nong do LH thap hon & nhém BMI cao [138]. Xu hudng
nghién ciru vé nguyén nhan cia BTDN do tang LH lién quan t&i gen qui dinh
téng hop chudi beta luteinizing hormone dang 14 xu huéng chinh thu hat cac

nha khoa hoc.
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4.2. LAm sang va cin lam sang bénh nhin khong dap vng véi phac do
diéu tri CC don thuin

Tudi bt dau c6 kinh trung binh ctia nhém khong dap tmg voi diéu tri CC
1a 14,51 + 1,75 nho nhat 1a 11 tudi va 16n nhét 1a 18 tudi. Theo nghién ciru
ctia Olga Karapanou (2010) tudi c6 kinh trung binh ctia cac nuée trén thé gisi
tir 12 — 13,5 nhu bang 4.4 [139]. O Viét Nam, tudi c¢6 kinh trung binh khoang
12 tudi. Nhu véy, tudi c6 kinh trung binh ctia nhém BTDN cao hon thdng ké
tudi c6 kinh trung binh cua tré gai. Theo nghién ctru cua Jessica Carrol (2012)
thdy rang v&i cac bénh nhan BTN tudi bat dau ra kinh luén cao hon khi so
sanh v&i nhém ching c6 cing BMI [140]. Vi thé, diéu nay minh ching nhitng
161 loan dau tién cia BTN xuét hién va biéu hién tir rat sém.

Perry (2009) nghién ctru va cong bd mot loat cac gen chi phdi tudi bat
dau co6 kinh, quan trong nhét 1a LIN28B va c6 rat nhiéu bién di [141]. Véi
bénh nhan BTDN, cac bién thé clia LIN28B trén nhiém sic thé sd 6
(rs314276-C, rs314277-C va 1s7759938-T) chinh 1a gen c6 nhiéu mdi lién
quan nhét t6i tudi bat dau ra kinh [140]. Nghién ctru dwa ra tudi c6 kinh trung
binh ctia bénh nhan BTPN mang gen TT la 12,6 + 0,09 va CC 1a 13,41 +
0,23, CT 1a 12,75 + 0,1 [141]. Cac tac gia con dua ra két luan vé mbi lién
quan giira tudi bit dau c6 kinh véi chi s6 BML Theo d6, cac gen tuong tac véi
BMI quyét dinh tudi bit dau c6 kinh ciia bénh nhan BTDN, gen tuong tac véi
BMI cao thi tudi bat dau ra kinh sém hon gen tuwong tic véi BMI thap. Diéu
nay hoan toan twong ddng véi nghién ctru cua chung t6i, chi s6 BMI thap va
binh thuong chiém da sé nén tudi ra kinh mudn hon cac nghién ctru khac véi
chi s6 BMI cao. Liéu c6 phai gen chi phdi tudi ra kinh cua cic bénh nhan
BTDN cua Viét Nam 13 t6 hop CC thi can phai c6 cac nghién ctru chuyén sau
két hop vai cac nha di truyén hoc.
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Bang 4.9: Tudi bit diu cé kinh trung binh ciia bé gii theo qudc gia

Tabde 1

A il T s ol s e e woirial "

Coumirmy, Db~ S
Ealy 1985120
Gresca 1999 123
Thmdasd 18559 17 5
Framos 006 12 6

S M2 12 &
Doprumarts 1998 130
L 1288132 0
Cmrremroeacan 1995510 137
Scain AdncEa 15890 13 2
Swelzeriared 193 134

Imaclen 1558 12 1
Hicerig Hiong 158712 4
LIS AN FAMES T 0 1
Jdapan 1982 128
Vensruela JF000. 1268
Fanlarsd 1953 13X 0
Balgeem 158513 1
Elarthemrlarsrds FOHD 13 3
Saanihan 1995 12 7
Gearrruprry 1058 135

125

! Aeciagpibedl from Rl [28]

rdnbonal Heath and Muron Esaminsbon Sueeey

Nguon: Olga Karapanou and Anastasios Papadimitriou. Determinants of
menarche. ReprodBiolEndocrinol.2010,8. [139]

Pa s6 cac bénh nhéan trong nghién ciru < 30 tudi (90,7%). Theo thdng ké
cua Téng cuc diéu tra dan sd ndm 2009 & Viét Nam tudi két hon 1an dau trung
binh & nit 1a 25,4 [142]. Nhu vay nghién ctru cta ching t6i vé d6 tudi trung
binh cua cac bénh nhan: 25,54 1a khong c6 su khac bi¢t voi cong déng. Mot
dic diém cia bénh nhan BTPN 14 rdi loan kinh nguyét chiém t6i 90%, day la
mot trong cac tridu tring 1am sang ngudi phu nit d& nhan biét dé di kiém tra
sttc khoe sinh san som nén tudi trung binh ciia dbi tugng nghién ciru gan voi
d6 tudi két hon. Pac diém kinh thua 1a ddu hiéu goi ¥ khién ngudi phu nit
quan tdm tdi viéc tham kham tim nguyén nhan nhung ciing 1a dau hiéu lam
lac xu hudng diéu tri, viéc diéu tri tap trung vao viéc diéu tri triéu chung tao
vong kinh theo nhu cau bénh nhan thuong khong giai quyét dugce van dé lién
quan dén sinh san va phéng nodn. Tudi trung binh ctia bénh nhan trong
nghién ctru cia chung t6i cling gidng nhu nghién ctru cua tac gia Bui Minh

Tién [33].
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Bing 4.10: So sanh tudi trung binh nhém nghién ciru

Tudi trung

Tac gia Nam Pic diém miu C& mau
binh (nam)
Atay V [30] 2006 | Biéu tri CC 100mg 55 262 +1,1
Legro [78] 2007 | Clomiphen, Metformin 209 279+4
2009 | Letrozol 218 27,1 +3,2
Badawy A [16]
Clomiphen 220 293+29
2010 | Khong dap ung CC, 32 27,5+ 495
Palomba S [143] diéu tri ché do luyén 32 26,5 + 4,26
tap va dn udng 32 28,43 +8,3
Lisa [31] 2011 | Cham ctru 40 26,0 £6,3
Gustavo [32] 2011 | Metformin 53 252+59
, 2011 | CC 54 24,5
Bui Minh Tién
Metformin 54 24,78
[33]
CC + Metformin 54 25,57
2015 | CC 35 25,8 +2,46
Sujata Kar [80] Met 35 25,2+ 347
CC + Met 35 26,62 + 3,54
Maryam 2016 150 27,96 £ 3,8
Eftekhar Khong dap ung CC 150 2721 +£4,13
[144]
TTT Hanh 2017 | Khong dap ung CC 41 25,59 £5,2

Tuong tu nhu vay, tudi trung binh cia cac nghién ctru nudc ngoai cao

hon Viét Nam vi tu6i két hon 1an dau trung binh cua ho cao hon.

BTDN 1l mot loai 16i loan phéng nodn nhém II va chiém 75% nguyén

nhan cta nhom nay. BTDN 1a mot bénh 1y phic tap bit ngudn tir cac gen di
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truyén [50][145][146]. Hodc bit ngudn tir su twong tac qua lai gitta kiéu gen

va mdi truong [147][148]. Nhiéu nha nghién ctru cho rang, nhitng bién doi bat

thudng & budng trimg bét dau xuat hién tir thoi ky phoi thai kéo dai toi thoi

ky day thi. Vi thé, khi bénh nhan bat dau c6 ¥ dinh mang thai la bat dau gap

kho khan khién bénh nhan phai dén cac co so y té. Piéu nay i giai ty 1& vo

sinh I ludn chiém ty 1é cao trong cic nghién ctru tir 65 -92% va nghién ctru

ctia chung t6i cling khong ndm ngoai qui luat do, trong s6 41 bénh nhén chi co

7 bénh nhan VSII va 34 bénh nhan VS I, ty 1€ v6 sinh I chiém 82,93% cao

hon ty 18 vo sinh II, sy khac biét co ¥ nghia thong ké vai p < 0,05, ty 18 twong

tu cac nghién clru trong va ngoai nudc.

Bing 4.11: So sanh phan loai vo sinh

ung CC

Téac gia Niam Miu n VeI vsll

(%) (%)

Amer S.A K [57] 2002 CC 161 65 35
Majedah Al- Azemi [29] | 2004 | CC,HMG | 270 | 656 | 344
Vuong T N Lan [34] 2009 | FSH25UI | 183 | 809 19,1
Bui Minh Tién [33] CC 54 74,1 25,9
2011 Met 54 759 | 24,1

CC+Met 54 759 | 24,1

Maryam Eftekhan MD LOD 150 90,7 9,3

[144] 206 Khong 150 | 92,7 | 73
FangWang [132] 2016 2632 | 79,67 | 20,33
T Hanh 2017 Khong d4p 41 | 8293 | 17,07
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Céc dic diém 1am sang ¢ bénh nhan BTDN cha yéu do co ché cuong

androgen. Néng do testosterone trung binh 1a 1,405 + 0,54 va ty 1¢ 80,49%

ndng d6 nay > 1 nmol/l 1a 15i giai thich gid tri cho cdc biéu hién 1am sang

cuong androgen cao cua bénh nhan khong dap g vaoi CC.

Bang 4.12: So sanh cac dic diém 1am sang

Ram

(e N Tring RLKN
1
Tac gia n (:ng cd % BMI o,
Yo
AmerS.A.K(2002) 161 33 33 93,0
[57]
Majedah Al-Azemi 270 28,55+5,5
(2004) [29]
Atay V (2006) [30] 258 +£1,77
Dewalilly D (2007) | 62/287/110 28,2/25,2/24,6 | 75,9
[149]
Badawy A (2009) 218 53,6 28,1 +£3,2 89,9
[16] 220 58,6 27,1 £3,1 86,3
Lisa (2011) [31] 40 67,5 50 30,1+7,0
Gustavo (2011)[32] 53 58,6 29,5+6,9
B Minh Tié 54 20,5 68,2
ui Minh Tién
(2011) [33] 54 20,4 95,1
54 20,4 97,4
JChakrabarti(2013) 16 16 27,51
[131]
Seddigheh (2014) 175 78,9 31,4 27,7+59 92,0
[17]
. 32 26,5+3,7
Sujata Kar (2015) 24 24545
[80]
24 272+3,7
Fang Gang (2016) 2632 23,6 £3,5
[132]
TTT Hanh (2017) 41 82,93 | 36,59 | 21,27+3,31 | 92,68
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Theo Ashlay Montagu (1989) thong ké nhén tric hoc thiy rang dic diém
phan bd 16ng 1a khac nhau giira cac chung tdc, dic biét 1a ngudi Chau A it
16ng trén co thé hon nguoi da tring Chau Au va nguoi da den [20]. Pic diém
ram 16ng ctia bénh nhan ctia chiing t6i thudng tap trung & ving mu, ron, mép,
chan va canh tay, hau nhu khong c6 ram 1ong ving nguc, lung, méng va cam.
Mot dac diém dé& nhan théy 1a chi s6 BMI & céc ching toc ma ching t6i vura
noéi t6i rat khac nhau trong cong dong chung va trong quan thé bénh nhan
BTDN noi riéng khi bénh nhan ¢c6 BMI cao, su tang tiét testosterone do su
khang insulin 1am ting cac biéu hién trén 1am sang lién quan tdi cuong
androgen nhu ram 16ng, trimg c4. Piéu nay giai thich sy khac biét trong céc ty
1¢ phan b thu dugc trong nghién ctru cua ching toi.

Tiép tuc voi chi s6 BMI khi so sanh BMI ctia nhém bénh nhan khong
dap ung diéu trj CC trong nghién ciru ctia ching toi véi nghién ciru trong va
ngoai nudc chung toi théy c6 su khac biét ndi tréi. Bénh nhan BTPN cua
cac nude khac ludn ¢ mot chi sd BMI cao khac hin véi Viét Nam, trong do
néu so sanh thay chi s6 nay thay doi theo ving trén thé gidi, rat cao & Chau
Au, thp hon & Chau A. Nghién ctru cia chung t6i trong nhom khong dap
{rmg diéu tri CC chi c6 4/41 bénh nhan c6 BMI > 25 twong duong véi 9,75%
va nhém BMI < 18,5 chiém t6i 9,75 % tuong tu trong nghién ctru cia tac gia
Vuong Thi Ngoc Lan (2009) 13 6,6% va 14,8% nhung khac han so vdi ty 18
tuong ty trong nghién ctru cua Majedah Al-Azemi (2004) 1a 55,9% va 0,7%
[34][59]. Ty 16 BMI trén 25 rat thip va nho hon 18,5 rat cao 1a dic diém
khéc biét 16n nhat so véi cac nude khac. Nghién ctru cua Partel K va cdng su
trén cac bénh nhan BTDN c6 BMI trung binh 35 bang cach gdy tang nong
d6 glucose va insulin trong mau c6 kiém soat va theo doi nhan thay nong LH

khong thay doi [48]. Nhu vay, co ché bénh hoc BTDN ¢ bénh nhan BMI cao
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1a co ché khong lién quan t6i nong d6 LH. Trong nhém nghién ciru cua
chiing t6i n6i chung, chi c6 4 bénh nhan c6 BMI cao trén 25 véi nong do LH
trong ung: 15.5, 10.2, 10.2, 16.6 mUI/l va ca 4 bénh nhan nay déu khong
dap tng diéu tri véi CC.

Néng d6 hormone LH, FSH va chi sd6 LH/FSH & bénh nhan BTDN
khong dap ung voi CC khi dugc so sanh gitta hai nhém dép ung, khong déap
rmg véi diéu tri CC khong thiy su khac biét va khong khac biét voi nong do
trung binh cac hormone nay cia nhém ban dau 118 bénh nhan. Vi vay khi so
sanh véi cac nghién ctru khac nhu phan 4.1 da 1am thi c6 diém khéc biét 1a
su tang cao trong ndong do trung binh LH ciing nhu chi s6 LH/FSH.

Nong d6 estradiol, testosterone
Bang 4.13: So sanh nong d9 Testosterone trung binh

voi nghién ciru khac

. Testosterone
Tac gia Nam | n Mau
trung binh (nmol/l)
Dewailly D [149] | 2007 | 457 63/284/110 0,58/0,48/0,36
Gustavo [32] 2011 | 53 Met 113,9 £ 46,9 (ng/ml)
Bui Minh Tién 2011 | 54 CC 1,65 +0,94
[33] 54 Met 1,88 +0,93
54 CC+Met 1,76 +£0,75
J Chakrabarti [131] | 2013 | 16 1,02
TTT Hanh 2017 | 41 | Khong d/w CC 1,41 + 0,54

Noéng dd testosterone trung binh ctua nhoém khong dap ng véi CC 1a
1,48 nmol/l, co6 td1 78,81% bénh nhan c6 lugng testosterone cao hon hoac

bang Inmol/l. O nit gidi, testosterone dugc san xuat ra tir budng trimg
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duéi tac dong ctia LH 1én té bao vo va mot lugng rat nho tir tuyén thugng
than. Trong co thé, testosterone duoc gén vo1 SHBG va testosterone tu do
s€ tao ra hoat tinh sinh hoc cua né. N6ng do cua no6 thay doi trong ngay,
cao nhét 13 budi sang va thip nhit 1a budi téi. Cac bénh nhéan cia ching
t6i déu dugc iy xét nghiém vao budi sang dé dam bao xic dinh dugc
néng d6 tbi da cua testosterone. Nhu vay, voi ti 1€ 81,4% néng do LH trén
10mUI/ml kéo theo 78,81% bénh nhan coé néng do testosterone trén 1
nmol/l 13 phu hop. Tuy nhién, khi ¢ ging phén tich tim mbi lién quan
gitra sy ting ndong d6 LH va ndng do testosterone thi ching t6i khong thay
co su khac biét vé néng do LH & nhom testosterone trén 1 va dudi 1.
Tuong ty nhu vay khi phan tich hdi qui don bién khong thiy mdi lién

quan vé nong do LH v&i nong do testosterone.

Khi néng d6 LH ting cao kich thich t& bao Vo san xuit
androstenedione dé chuyén thanh estrogen gay ra tinh trang ting estrogen
man tinh. Mit khac, ndng do testosterone ting gy ting tong hop estrogen
theo con duong ngoai bién. Tac dung feedback cua estrogen lai gy tang
LH. Vong xodn bénh 1y cia BTDN gay tinh trang (rc ché phong nodn kéo
dai. Dbi v6i ndong do estradiol chung toi tim thdy mdi quan hé tuyén tinh

voi ndng d6 LH biéu dién theo phuong trinh:
LH = 0,09x [estradiol] + 10,06

Mat khac, khi so sanh vdi cac nghién ctru khac trong va ngoai nudc

nhan théy:
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Bang 4.14: So sanh ndng dd estrogen

Tée gid Nim | n Miu Estrogen trung binh
(pg/ml)

Gustavo [150] 2011 | 353 Met 57,3+32,4
Bui Minh Tién [33] |2011 | 54 CC 170,7 £ 78,2

54 Met 177,8 +52,8

54 CC+Met 187,3 +144,1
J Chakrabarti [131] [ 2013 | 16 47,15
Batool Hosein 2016 | 52 cC 103,87 £ 22,27
-Rashidi [81] 44 rFSH 70,32 +£11,82
TTT Hanh 2017 | 41 | Khong d/w CC 46,83 + 17,36

Nong d6 E2 trung binh 13 46,83pg/ml véi gia tri nho nhit 13 10pg/ml va
gia tri 16n nhat 1a 120pg/ml. Su khong dong nhat voi két qua ndng do estrogen
cua tac gia Bui Minh Tién 1a do trudc day bénh vién PSTW dinh lugng néng
do estrogen téng hop, con hién nay xét nghiém cua bénh vién dinh luong
estradiol va nghién ctru ctia chiing t61 tuong tu nhu cac nghién ctru ctia céc tac
gid nudc ngoai khac khi dinh lugng estradiol [33].

Tuy nhién, ndng d6 Estradiol duoc tong hop tir t& bao granlulosa dudi tac
dong ciia men aromatase. Nong do trung binh ngay 2 ky kinh ciia estradiol
khoang 25 — 73 pg/ml. Nong d¢ estradiol s& thay doi theo chiéu hudng ting dan
trong qué trinh phat trién nang nodn t4i trudng thanh, sau do s& giam ¢ pha
hoang thé va thap nhét vao ngay 2 chu ky tiép theo. Trong hoi chimg BTDN,
ndng do estradiol thudng khong khac biét voi ngudi binh thuong, ma sy khac
biét 1a ty 1& nong do estron/estradiol (E1/E2) cao hon ty 1& nay & ngudi binh
thuong. Cu thé, ndng d6 E1 binh thudng nho hon E2, trong HC BTDN thi E1 lai
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16n hon E2 do co ché tong hop ngoai bién ting 1én tuong xtmg véi sy ting ndng
do testosterone. Nhu vy xét nghiém E2 thudng khong thé hién duoc sy bét binh
thuong nay dac biét trong cac truong hop BMI binh thuong.

- Hinh 4nh BTDN trén si€u am:

Bang 4.15: Si¢u 4m c6 hinh anh budng trimg da nang

Tac gia Nim | n Miu BTDN trén siéu Am
(%)
Bui Minh Tién | 2011 | 54 CcC 13,7
[33] 54 Met 24.4
54 CC+Met 15,8
Seddigheh [17] | 2014 | 175 89,1
TTT Hanh 2017 | 41 | Khéng d/w CC 63,41

Co6 55,1% céac bénh nhan BTPN c¢6 hinh anh BTDPN trén siéu am, sb
nang trung binh trén bé mit budng trimg 1a 10,44 nang. Hinh anh siéu am
budng trimg dugc goi 1a da nang khi ¢ sb nang trén bé mit budng trimg > 12
nang. Binh thuong trong quan thé c6 khoang 20 — 30% phu nit ¢6 hinh anh
siéu 4m budng tring nhidu nang. Ty 1& nay ting cao ¢ nhom bénh nhéan
BTDN 1a phu hop. Su ting LH kich thich t& bao Vo 1am ting andogene dan
tGi ting sy phat trién tir nang nguyén thuy thanh clia nang so cip va phat trién
som thanh nang tht cip. Su phat trién bat thudng lam ting AMH dan toi
ngimg phét trién nang noan ¢ giai doan thir cdp tao hinh anh “da nang” ta
quan sat dugc khi siéu am. Tuy vy, khi phan tich mdi lién quan giita bénh
nhan c6 hinh anh siéu 4&m BTPN véi kha ning dap tmg véi diéu tri CC thi ty
1¢ nay 1a nhu nhau (62,32% dap tGng diéu tri & nhom siéu am c6 hinh anh
BTDN va 69,34% dap Gmg diéu tri & nhom siéu am hinh anh budng tring
binh thuong).
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4.3. Su bién ddi nong d9 LH & bénh nhéin c6 dap tng va khong dip ving
v6i phac d6 CC don thuin va phac d6 CC két hop FSH

Qua trinh theo d&i va ghi nhan néng d6 LH 1an lugt qua ting giai doan
tr khi bat dau thu nhan bénh nhan, kich thich phéng noan lidu CC 50mg,
100mg, 150mg va diéu tri két hop CC va FSH chung t6i nhan thiy khi khong
c6 su phong noan hay goi 1a khong dap tmg diéu tri thi ndng d6 LH c6 su thay
ddi rat it sau khi dung thube voi néng d6 LH lan luot 14,UT/1, 13,1701/,
13,43U1/1. Dbi v6i nhom c6 phong nodn hay co dap tng véi diéu tri thi c6 su
giam nong do LH mot cach c¢6 y nghia thong ké: Véi lidu diéu tri CC 50mg:
néng do LH trudc diéu tri 14,10UI/1 sau giam Xuéng con 5,94UT/1, véi lidu
CC100mg ndng d6 LH trude didu tri 12,49U1/1 sau giam xubng 6,91UI/1,
tuong tu v6i diéu tri két hop FSH va CC twong tng 1a: 13,43U1/1 va 6,51 UI/L

Bang 4.16: So sanh bién d6i LH véi cic nghién ciru khac

L 3. i LH truéc diéu | LH sau diéu
Tac gia Diéutri | Nhom | n . .
tri tri
Gustavo (2011) PN | 30 11,06 5,1 7,07 +£3,42
Met
[150] K |23] 883+4,17 10,9 £ 5,96
Bui Minh Tién
CC 100 Chung | 54 | 11,35+6,75 10,54 £ 6,4
(2011) [33]
Lisa (2011) [31] | Chamcuu | Chung | 38 10,2 7,0
PN | 37| 14,10£5,06 5,94+2.50
CC50
TTT Hanh K 81| 14,64+5,46 12,87%5,46
(2017) PN | 35| 12,49 =543 | 6,91 = 3,37
CC100
K 46 | 13,17 £5,52 | 13,39£4,71
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Kiém dinh T test cho thay su khac biét cia nong d6 LH trung binh sau
diéu tri & nhom cé phéng nodn va nhém khong phong nodn cé y nghia théng
ké trong nghién ctru cua chung t6i v6i p < 0,05. Theo chu trinh hai té bao,
thoi gian ban huy ciia LH 1a 20 phat, khi kich thich budng trimg, nang noin
chuyén sang giai doan nang nodn trudéng thanh (loai 6), ting tiét estrogen ting
dan tac dung feedback tang tiét LH dat dinh dan t&i hién twong phong noan,
giai doan hoang thé xuat hién khong lam ting tiét LH [151]. Vi vay, xét
nghiém ndng do LH khi kich thich c6 phong nodn giam rd rang c6 ¥ nghia.
Nghién ctru cia tac gia Bui Minh Tién, sy thay d6i nong d6 LH trudc va sau
diéu tri khong c6 ¥ nghia thdng ké lién quan t&i viée phan tich két qua nghién
curu, tac gid da cong gop ca nhom cd phong noan va nhom khong phong noan
dé tinh trung binh. Nhu vdy, c¢6 sy giam LH xudng murc binh thuong mot cach
r0 rang khi c6 hién tuong phong noan & ky kinh trudce. Phai chang day la
nguyén nhan xét nghiém LH cua bénh nhan BTPN thu duoc binh thuong khi
chung ta xét nghiém noi tiét vo tinh ngay sau mot chu ky kinh cé phong nodn

tu nhién.

Trén bénh nhan BTPN c¢6 su gia ting ndng d6 LH dan t6i nong d6 FSH
bi thip mot cach twong d6i. Dudi tac dong ciia CC tranh chap thu thé estradiol
& ving dudi d6i gay tang tiét GnRh 1am ting FSH ndi sinh. Duéi tac dung cta
FSH, nang noan tdng kich thudc va lam tang receptor voi1 LH, lam giam
lrgng LH trong méau. Nho ¢6 su gin két véi LH nén ¢6 su chuyén androgen
thanh estrogen ting 1én theo sy 16n dan ctia nang nodn. Su ting estrogen
dan t6i uc ché tiét FSH va tang tiét LH tao dinh LH giy phong noan. Sau
thoi diém phéng nodn, c6 su ting progesterone két hop estrogen e ché
tuyén dudi d6i giam xung tiét GnRh din toi sy giam manh LH va FSH.
Piéu nay giai thich tai sao sau phong noan LH giam xudng mot cach rd rét

t&d1 mire binh thuong.
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Nghién ctru dién bién su thay d6i noi tiét trén bénh nhan BTPN di
duoc tac gia Konstantinos va cong su (2009) tién hanh theo ddi va so sanh
su bién thién cua céc néng do trén bénh nhan khi st dung FSH voi liéu
300U1I két hop véi Gonandorelin tir ngdy thi 6 c6 nhom chang 1a nguoi
binh thuong. Két qua thu duoc cho thiy su bién thién LH cua bénh nhan
BTDN c¢6 nhiing dic diém riéng nhung van diéu chinh gan twong duong
v6i ngudi binh thuong tuy ¢ ndng do co sé cao hon, estrogen ciing bién d6i
c6 su khéc biét twong tu LH nhu hinh 4.4. Diéu nay twong dong véi nghién
clru ctia ching t0i vé mdi quan hé tuyén tinh ghi nhan duoc cua ndng dod
estradiol véi néng do LH trung binh [152].
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Hinh 4.5: So' do biéu dién bién doi nong dg hormone[152]

Nguon: Konstantinos Dafopoulos, and all (2009). Ovarian control of
pituitary sensitivity of luteinizing hormone secretion to gonadotropin-

releasing hormone in women with the polycystic ovary syndrome. Fertility
and Sterility Vol. 92, No. 4, October 2009. 1378-1380 [152]
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Nhu vay, cac bién d6i ndng do cua LH trén bénh nhan BTPN gan
giong nhu cac chu ky binh thudng khi c¢6 can thiép diéu tri. Tuy nhién khi
khong can thiép thi hai hormone LH va estradiol 1a khong dién bién nhu
nhom chimg. Diéu nay phu hop véi nhan xét cua ching t6i khi co dap ung
diéu tri thi LH giam rd rét vé téi murc binh thudng & ky tiép theo sau diéu tri.

Trong két qua phan tich vé sy phan b6 nong d6 LH & nhom dap ung voi
didu tri va khong dap tmg véi diéu tri CC ching t6i khong thay su khac biét

ma hai nhém phéan bd nhu nhau vé nong d6 LH.
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KET LUAN

Nghién ctru thuc hién trong 4 nam theo dai 118 bénh nhan BTN diéu

tr1 tai khoa Kham Bénh - Bénh vién Phu san Trung uwong.
1. Nong dd LH 6 bénh nhéin v sinh c6 BTPN:

Nong do LH trung binh: 14,48 + 5,32

Nong do LH > 10 chiém 81,4%

Khong tim thidy méi twong quan giita ndng d6 LH vdi cac dic diém 1am

sang cuong androgen.

Nong d6 LH trung binh ctia nhém bénh nhén c¢6 hinh anh siéu am

budng trimg da nang (13,78 + 5,76) thap hon néng d6 LH trung binh

ctia nhom c6 hinh anh siéu 4m budng trimg binh thudng (15,45 + 4,5).

C6 mébi lién quan ty 1¢ nghich gitta ndng d6 LH va can ning:
LH=22,83 - 0,167 x can nang (kg) R=0,223 R?>=0,050
2. So sanh dic diém 1am sang & bénh nhan da tng véi bénh nhin khong

dap wng clomiphene citrate don thuan va mo ta dic diém can lam sang

ctia nhom khong dap wrng

= Khong tim théy su khac biét vé cac dic diém 1am sang ¢ hai nhém bénh

nhan dap tmg va khong dap ting voi kich thich budng trimg bang CC

don thuan voi céc gia tri nhu sau:

O

(@)

O

O

O

Tuoi ¢6 kinh trung binh: 14,51 + 1,75 (tudi)

Tudi trung binh nhom nghién ctru: 25,79 + 5,2 (tudi)

S6 ngay mat kinh dai nhat: 139 + 89 (ngay)

Chi s6 BMI trung binh: 21,27 + 3,31

Dic diém 1am sang c6 rdi loan kinh nguyét, c6 ram 16ng, c6

trimg cé chiém ty 1& 1an luot 1a: 92,68%, 82,93%, 35,59%.

= Nong do hormone trung binh cta nhom khéng dap img CC
v LH trung binh = 14,79 + 4,92
v" FSH trung binh = 6,23 + 1,57
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v' Ty 1é LH/FSH trung binh = 2,44 + 0,78

v’ Testosterone trung binh = 1,41 + 0,54

v' Estradiol trung binh = 47,05 + 19,45

v" Progesterone trung binh = 1,71 + 0,89
3. Sw bién d6i LH ¢ bénh nhan BTPN c6 va khong dap wing véi phac do
CC don thuan hoac két hop:

* Phan tich hdi qui don bién nhan thay c6 moi quan h¢ tuyén cé y
nghia thong ké giita nong do6 LH va nong d6 FSH, estrogen dugc
biéu dién theo cac phuong trinh sau:

[LH] = 0,09 x [estrogen] + 10,06 R?=0,094
[LH] =1,35 x [FSH] + 6,31 R?=0,148

= C6 mdi lién quan tuyén tinh gitta nong d6 LH va xac suit khong

dap tmg diéu tri qua phuong trinh sau:

Ln(-2-) =-0,881 + 0,017 x LH
1-p

_:e

p
1-p

-0,881+0,017xLH hay odd=e -0,881+0,017xLH

Theo d6, ctr ting LH thém 1 don vi thi xac suat khong dap ung véi diéu
tri ting 1én 1,017 1an hay c ting LH thém 10 don vi thi nguy co khong dap
g véi diéu trj ting 10,17 1an.

= (6 sy giam nong d6 LH mét cach c6 y nghia thong ké khi bénh nhan
c6 dép umg voi diéu tri kich thich phong nodn (c6 phéng nodn). Véi
nhém diéu tri CC 50 mg giam tir 14,10 + 5,06 UI/l xudng 5,94 +
2,50 UI/l, nhém diéu tri CC 100mg giam tir 12,49 + 5,43 U/l xudng
6,91 + 3,37 UI/l, N=nh6m diéu tri CC + FSH giam tir 13,40 + 4,74
U/l xubng 6,51 + 3,34 UI/L

= Nguoc lai, néu khong dap tng diéu tri thi ndng d6 LH hau nhu

khong thay di trude va sau diéu tri.
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KIEN NGHI

Nong do LH co so trude didu tri khong canh bao kha ning khong dap
{rmg véi clomiphene citrat trong diéu tri KTPN & bénh nhan BTDN.

Liéu diéu tri khoi dau cho bénh nhan BTPN nén sir dung véi liéu CC
100mg thay bang viéc sir dung liéu CC 50mg.

Bénh nhan BTDN trong nghién ctru ¢6 BMI cao déu khong dap ung didu
trj véi CC. Can c6 nghién ciru voi mau da 16n & nhom nay dé xem xét viée co
nén bo qua giai doan diéu tri CC dé rat ngan thoi gian didu tri giam chi phi

diéu tri cho bénh nhan.



