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SUMMARY

Polycystic ovary syndrome (PCOS) is a
heterogeneous condition, affecting 5-10% of
women of reproductive age, and characterized
by hyperandrogenism and metabolic
disorders. Obesity is a risk factor for the
development of PCOS. Simultaneously,
the development of PCOS can contribute
towards further overweight and obesity. The
association between obesity and PCOS is an
implicated synergistic interaction through
multiple mechanisms, leading to similar
outcomes in many respects, especially insulin
resistance, hyperinsulinemia, anovulation, and
infertility. Evidence from studies shows that
women with PCOS have lower postprandial
satiety and higher postprandial hunger than
weight-matched controls due to the inhibition
of ghrelin in the PCOS. Ghrelin levels were
found to be negatively correlated with androgen
and insulin levels, as well as insulin resistance.
Furthermore, GLP-1 secretion was also different
in women with PCOS and without PCOS with
the same body mass index. The GLP-1 receptor
agonist (GLP-1 RA) has been studied in women
with obesity and PCOS. Several studies have
shown that GLP-1 RA affects reproductive
parameters by many factors, by increasing LH
(Luteinizing hormone), reducing inflammation
and oxidative damage, increasing insulin
sensitivity, and reducing weight significantly,
decreasing testosterone, improving menstrual
cycle regularity in overweight, obese women
with PCOS and, as a result, increased
conception rates. In the future, the GLP-1 RA
may offer the opportunity to expand treatment
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options for infertility with PCOS, particularly
in women with advanced age and/or poor
ovarian reserve.

TOM TAT

Hoi chimg budng trimg da nang (PCOS —
Polycystic ovary syndrome) la bénh Iy khong
dong nhét, anh huong 5-10% phu nit trong do
tudi sinh san, duoc dic trung boi tinh trang
cudng androgen va réi loan chuyén hoa. Béo
phi 1a mét yéu t6 nguy co cho su phét trién
ctia PCOS. Pong thoi, su phat trién caa PCOS
ciing gop phan gy nén tinh trang thira can va
béo phi. Mbi lién hé giita béo phi va PCOS la
mot sy tuong tac hiép dong phirc tap théng qua
nhiéu co ché, ciing dan dén nhimg hé qua giéng
nhau & nhiéu khia canh, dac biét 14 tinh trang dé
khang insulin, ting insulin méu, ri loan phong
nodn va vo sinh. Bang chig tir cic nghién ctru
cho thiy, phu nit miac PCOS ¢6 cam gi4c no sau
an thap hon va cam giac d6i sau an cao hon so
v6i nhém chimg c¢6 cling can ning va diéu nay
duoc giai thich 1a do sur trc ché grelin & PCOS.
Nong d6 ghrelin dugc phat hién c6 mdi tuong
quan nghich v&i ndng d6 androgen va insulin
méu, cling nhu tinh trang khang insulin. Pong
thoi, sy tiét GLP-1 (Glucagon-like peptide-1)
ciing khac nhau & phu nit mic PCOS va khong
méc PCOS c¢6 cing chi s6 khdi co thé. Viée sir
dung chat dong van thu thé GLP-1 (GLP-1RA
— Glucagon-like peptide-1 receptor agonist)
don doc hodc két hop véi metformin da dugc
nghién ctu ¢ phu nit miac bénh béo phi va
PCOS. Mot vai nghién ciru cho két qua, GLP-
1RA anh hudng dén cac thong s6 sinh san theo
nhiéu yéu td, bang cach ting LH (Luteinizing
hormone), giam viém va ton thuong oxy hoa,
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lam ting do nhay insulin, giam can dang ké,
giam testosterone, cai thién tinh déu dan cta chu
ky kinh nguyét & phu nit thira can, béo phi mic
PCOS va két qua 1a 1am ting ty 1¢ thu thai. Trong
twong lai, GLP-1RA c6 thé mang dén co hoi mé
rong cac luya chon diéu trj danh cho bénh nhan
méc PCOS ¢6 vo sinh, dic biét & nhitng phu nit
tudi cao va/hodc du trir budng trimg kém.

Téc gia lién hé: Nguyén Thi Ngoc Han
Ngay nhan bai: 25/7/2023

Ngay phan bién khoa hoc: 30/7/2023
Ngay duyét bai: 15/8/2023

1. MOI LIEN HE GIUA HQI CHUNG
BUONG TRUNG PA NANG, THUA
CAN BEO PHI VA VO SINH

Hoi chimg budng tring da nang (PCOS
- Polycystic ovary syndrome) 13 rdi loan noi
tiét pho bién & phu nit trong d6 tudi sinh san,
v6i nhiéu biéu hién 1am sang khac nhau va
chiém dén 90-95% truong hop v6 sinh khong
do phéng noan [1]. Nhiéu dit liéu dich t& hoc
ghi nhan mdi lién hé chit ché gitra béo phi
va PCOS v6i phan 16n (38-88%) phu nit méc
PCOS thira can hodc béo phi, dong thoi béo
phi 1am ting thém tinh trang dé khang insulin
va lam nang thém cac tri¢u chimg ciia PCOS
[2],[3]. Trong mét thap ky tro lai day, béo phi
dat ra mdt thach thuc 16n voi stc khoe cong
ddng. Mot phan tich tong hop ghi nhan ty 16
thira cin, béo phi cua phu nit trong do tudi
sinh san tai cac qudc gia khu vire Nam A dao
dong trong khoang 11,8-36,3% [4]. Ca PCOS
va béo phi déu 1a nhiitng tinh trang phic tap
va mbi lién hé gitra PCOS véi béo phi ciing
thong qua nhiéu co ché phirc tap. Du nhiing
thay d6i khac nhau vé sinh 1y bénh, nhung
diém chung 16n nhét trong co ché gay vo sinh
ctia PCOS va béo phi 14 réi loan tiét LH/FSH,
tang androgen mau, khang insulin, ting tiét
insulin bu trir, cudi cing 1a rdi loan phéng
noan [5].

Su r6i loan chtic nang than kinh trong PCOS
do mot s6 nguyén nhan dan dén sy gia ting

6

LH. Nong d6 LH ting dan dén ting san xuét
androgen cuia té bao vo va kich thich budng trimg
san xudt estrogen, testosteron tao ra nhimng thay
d6i mo hoc ciia budng trimg. Mot s nghién ctru
cho thiy tinh trang khang insulin xay ra & 50-
90% phu nit mac PCOS [6],[7]. Nong do insulin
trong huyét twong ting lam ting tiét hormon giai
phong gonadotropin (GnRH — Gonadotropin-
releasing hormone) va tang tac dung phu thudc
LH 1én cac té bao vo cua budng trimg, dan dén
tang tong hop androgen va ngin chin sy phat
trién cua nang trimg so cap. Pong thoi, nong
do insulin huyét twong ting ciing lam ting ndng
do testosteron tu do, gidm sy luu hanh cua
globulin lién két véi hormon sinh duc (SHBG
— Sex hormone binding globulin), e ché sy
trudng thanh cua nang tring va dan dén hau
qua 1a r6i loan chu ky kinh nguyét va v sinh
[8]. Pac biét, khang insulin trong PCOS ciing
¢6 thé xay ra doc 1ap véi trong luong co thé
do céac khiém khuyét sau thy thé, khong chi &
cac mo dich ¢ dién cua insulin nhu gan, co
va md md, ma con tai cac mo dich khac nhu
tuyén yén va budng trimg [9].

Su hién dién déng thoi ciia béo phi lam tang
thém tinh trang cuong androgen, khang insulin
va 1am ndng hon biéu hién 14m sang cua PCOS.
Béo phi, ddc biét la béo bung, lién quan dén su gia
ting estradiol va mot s hormon sinh duc nam.
Pong thoi, tang androgen va leptin mau, ciing nhur
tang ndng do cac acid béo tur do va cac cytokin
nhu interleukin-6 ciing gop phan gdy nén tinh
trang khang insulin & mo ngoai bién. Dac biét, su
thom hoda cta androgen thanh estrogen tai mo
md ngoai vi lam nang hon tinh trang cuong
androgen. Mat khac, cuong androgen cling gay
kich thich su léng dong ciia m& ndi tang, lam
gia tang hon nita tinh trang dé khang insulin, tir
d6 1am nén vong xodn bénh 1y [10].

2. VAI TRO CUA TRUC RUQT NAO
TRONG BENH SINH CUA PCOS VA
THUA CAN/BEO PHI

Ruot, ndo va qua trinh trao ddi chat co moi
lién hé chat ch€ voi nhau trong bénh sinh cua
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béo phi ciing nhu trong PCOS. Hanh vi an
udng chiu su chi phdi cua hé than kinh trung
uong, hormon dudng ti€u hoa va truc rudt-
nao [11].

Grelin 1a mot hormon kich thich thém an
dién hinh, duoc san xuét boi cac té bao tiét
grelin & duong tiéu hoa, dac biét 1a da day.
Nong do grelin ting trudc bita an va giam
sau khi dn, c6 chirc nang nhu mot peptid dan
truyén than kinh trung vong, déng vai tro diéu
chinh sy thém 4n ciing nhu ty 18 phan bd va
st dung nang lugng. Grelin dugc phat hién
c6 mdi twong quan nghich véi cac thong sb
vé cudng androgen, ndng do insulin va khang
insulin [12]. Két qua tir mot nghién ciru ghi
nhén, & nguoi khong méc PCOS, néng do
grelin khi d6i tang 70% so v6i muc co ban (p
= 0,011); dong thoi nong do ghrelin lac d6i &
nhém khong méc PCOS ting cao hon & nhom
méc PCOS 16n hon (57,5 so véi 34,0%, p =
0,033) va sau khi giam can, nong do grelin
sau an & nhom khoéng mac PCOS ciing gidm
nhiéu hon so v6i nhém méc PCOS (-144 +
58,4 so voi -28,9 + 14,2; p = 0,020). Nghién
clru nay ciing cho thay, sau bita an thir & tudn
0 va 16, nguoi mic PCOS ¢ cam giac it no
hon (p = 0,001) va d6i nhiéu hon (p = 0,007)
so voi ngudi khong c6 PCOS. Phy nit méc
PCOS c6 cam giac no sau an thap hon va cam
giac doi sau an cao hon so voi nhom chiing co
cung can ning va diéu nay dugc giai thich 1a
do rdi loan tiét grelin & PCOS [13].

Trong s cac peptid dudng tiéu hoa, GLP-
1 (glucagon-like peptide-1) 1a hormon incretin
dugc tong hop boi cac té bao L & doan xa rudt
non va dugc tiét ra & dap tmg voi luong thirc
an dua vao. Tac dung gay chan an cua GLP-1
duoc thuc hién thong qua trung gian bdi day
than kinh phé vi, tao nén sy lién lac gitia h¢
tiéu hoa va hé than kinh trung wong, lam cham
qué trinh 1am rong da day va giam nhu dong
rudt. Ngoai dong vai trd quan trong trong can
bang ndng d6 dudng huyét va diéu chinh hanh
vi an ubng, thy thé GLP-1 con phan bd rong rai

tai nhiing t& bao khac nhau, nhu hé sinh san,
dit ra gia thiét vé vai tro ciia GLP-1 trong diéu
hoa truc ha ddi-tuyén yén-tuyén sinh duc va tac
dong nay c6 thé vuot ra ngoai van dé giam can
don thuan [14].

Khi d4nh gia vé nhip tiét GLP-1 ¢ nhiing
nguoi phu nit mic PCOS, nghién ctru thuc
hién nghiém phap dung nap glucose dudng
ubng (OGTT — Oral glucose tolerance test)
trén hai nhom, gdm nhom bénh 1 nhitng ngudi
PCOS khong thtra can/béo phi, nhom chiung 1a
nhimg phu nir khée manh tuong dong vé tudi va
chi s khdi co thé. Két qua ghi nhan, & giai doan
dau sau OGTT, ndng d6 GLP-1 ¢ nhom mic
PCOS va nhom chung tuong tu nhau; tuy nhién
& phit 180, nong do GLP-1 thép hon déng ké
6 nhom PCOS so v6i nhom ching (p < 0,002)
[15]. Két qua cua nghién ctru cho thiy co su
r6i loan nhip tiét GLP-1 & nhitng ngudi méc
PCOS ngay cé khi khong thtra can/béo phi va
day c6 thé 1a tin hiéu cua tién dai thao duong
tip 2 & nhom ddi twong nay.

Bén canh viéc cai thién dd nhay insulin va
giam trong lugng co thé, & cip do trung uong,
GLP-1 ¢6 tac dung diéu chinh sy giai phong
GhRH (growth hormone-releasing hormone)
dong thoi voi sy bai tiét GnRH thong qua
kisspeptin. O ngoai vi, GLP-1 gitp diéu chinh
su tang sinh nang tring va hién tuong thoai
hoa nang do su chét theo chuong trinh cua té
bao hat, mot budc quan trong trong qua trinh
chon loc nang troi [16]. Tir nhitng co ché do,
GLP-1 va dong van thu thé GLP-1 (GLP-1RA
- Glucagon-like peptide-1 receptor agonist)
g6p phan vao su truong thanh cua nodn bao
trong PCOS.

3. VAI TRO CUA PONG VAN THU
THE GLP-1 TRONG CAI THIEN CAC
THONG SO VE CHUYEN HOA VA
KHA NANG SINH SAN O PHU NU
PCOS PEN TU CAC BANG CHUNG

V6 sinh do réi loan phong nodn 1a van dé
phé bién va nghiém trong nhat & phy nit mac
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PCOS, ddng thoi khang insulin dd dugc chimg
minh dong vai tro quan trong & nhiing nguoi
PCOS v6 sinh [8]. Do dé, cac thude kich thich
rung tring va tang sy nhay cadm vdéi insulin
la nhitng chién luge didu tri dau tay 0 phu
nit PCOS v6 sinh. Cac chat kich thich rung
trimg c6 dién, bao gdm clomiphene citrate va
letrozole dugc str dung rong rdi & nhiéu quc
gia va co cac co ché hoat dong khac nhau. Bén
canh do, can thiép 16i sdng dugc khuyén nghi
cho tat ca cac ca nhan PCOS, dic biét la nhitng
ngudi bi béo phi va/hoic khang insulin. Dong
thoi, cac thude c6 thé 1am ting sy nhay cam
voi1 insulin nhu metformin, thiazolidinediones
va GLP-1RA duoc nghién clru st dung nhu
mot trong nhimg phuong phap diéu tri wu tién
cho phu ntt PCOS v0 sinh.

Vé chuyén héa

Mot s6 nghién ctru di so sanh liraglutide
1,8mg/ngay so voi gia duoc trong 26 tudn va
chimg minh hiéu qua cao hon vé& mit giam
trong luong co thé va chu vi vong bung ¢ nhom
liraglutide [17],[18]. Trong RCT & phuy nit mic
PCOS voi chi s6 khdi co thé >25kg/m? vi/hodc
khang insulin, Frossing va cdng su da chi ra
rang 26 tuan diéu tri liraglutide 1,8mg/ngay so
voi gia dugc khong chi lam giam trong luong
co thé 5,2kg (5,6%), ma con 18% md md ndi
tang va giam dang ké duong huyét luc doi ciing
nhu HbAlc [18]. Hon nita, nghi€n ctu can
thiép ngau nhiéncta Elkind-Hirsch va cong su
da chiing minh, ngoai hi¢u qua gidm can ciling
nhu giam dudng huyét doi va HOMA-IR, nhém
duge diéu tri béng liraglutide liéu cao 3,0mg/
ngay trong 32 tudn con giam ndng do duong
huyét sau tai duoc do bang OGTT, tang chi sb
nhay insulin sau OGTT [19].

Vé cwong androgen, chu ky kinh nguyét
va kha ndang sinh san

Ngoai tac dung lién quan dén cén ning,
GLP-1RA con cac tac dung co lgi lién
quan dén sy gia ting dang ké SHBG, giam
testosteron ty do va cai thién kha nang sinh
san. Két qua tir nghién ctru cua tac gia Elkind-

Hirsch cling cho thz‘iy, du chua ghi nhan sy
thay d6i vé nong d¢ testosteron, tuy nhién c6
su gia ting nong d6 SHBG, do d6 giam chi s6
androgen tu do va cling cai thién chu ky kinh
nguyét [19]. Nghién ctru cua tac gia Nylander
thuc hién trén nhitng bénh nhan PCOS diéu
tri voi liraglutide lidu 1,8mg/ngdy so sanh
véi gia duoc, danh gia cac bién sé két cuc vé
chu ky kinh nguyét, ndng do hormon trc ché
Miillerian, hormon sinh dyc, gonadotropin va
hinh thai budng trimg. Sau 26 tuan, nhom six
dung liraglutide giam trung binh 5,2kg, cai
thién chu ky kinh nguyét, taing SHBG, giam
testosteron va thé tich budng trimg so voi gia
dugc [18]. Nhiing phat hién nay ung ho gia
thiét, sy gia ting ndong d6 SHBG do GLP-
1RA c6 thé gop phan lam giam nguy co phat
trién hoi chimg chuyén héa trong PCOS, ciing
xem xét tac dung cia SHBG trong viée tic ché
truc tiép tinh trang viém va tich tu lipid trong
cac dai thuc bao va té bao md.

Vé dénh gia ty 1¢ mang thai ty nhién, Liu
va cdng su thuc hién mot thir nghiém lam sang
trén 176 phu nit thira can/béo phi mic PCOS
duoc phan ngau nhién thanh hai nhém, mot
nhom sur dung exenetide 20pg/ngay va nhom
con lai ding metformin 2g/ngay trong 12 tuan
dau tién. Sau d6, tat ca bénh nhan duoc diéu
trj tiép tuc bang metformin don thuan trong
12 tuan tht hai. Trong 12 tudn thi hai, ty 1¢
mang thai ty nhién & nhém duoc diéu tri bﬁng
exenatide cao hon c6 ¥ nghia thong ké so véi
nhém diéu tri bing metformin (43,60% so véi
18,70%; p<0,05) [20]. Mot nghién ctru nhan
mo ng?lu nhién duoc thuc hién trén 28 bénh
nhan PCOS béo phi v6 sinh véi tudi trung
binh 31,07 + 4,75, chi s6 khéi co thé 36,7 +
3,5 kg/m?, trong d6 11 bénh nhan dugc diéu
tri voi metformin 2g/ngay va 12 bénh nhan
diéu tri v6i metformin 2g/ngay két hop véi
liraglutide lidu thap 1,2mg/ngay trong 12 tuan.
Sau 12 tudn, bénh nhan dugc ngung thudc 4
tuan va duogc diéu tri tiép tuc v6i phac do kich
thich budng trimg. Ty 16 mang thai trén mdi lan
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chuyén phéi & nhém st dung liraglutide phdi
hop voi metformin cao hon dang ké & nhom sir
dung metformin don thuén véi ty 1€ 1an luot 1a
85,7% so véi 28,6% (p < 0,030). Ty 1¢ mang
thai tich lity trong thoi gian 12 thang ¢ nhom
str dung phdi hop 14 69% so v&i 36% & nhom

st dung metformin [22]. Nhiing phat hién nay
c6 thé goi y tac dung cua liraglutide di véi cai
thién tinh trang cuong androgen va kha nang
sinh san khong chi phu thudc vao viéc giam
can, no cling c6 thé xay ra & lidu thap va co thé
c6 tac dung hiép ddng voi metformin.

Bang 1. Cac nghién ctru 1am sang vé sir dung GLP-1RA & phu nit PCOS

P o Thoi £ X
Tac gia Can thi¢p gian Keét qua
Frossing |1) LIRA 1,8mg/ngay(n = 48) - LIRA: giam m& gan 44%, giam md&
vacs |2)Gia duoc (n=24) tuan |ndi tang 18%, giam di 1/3 ty 1€ mac gan
[17] nhiém m& khoéng do ruou, SHBG tang
19% va testosteron tu do giam 19%.
Nylander |1)LIRA 1,8mg/ngay (n = 44) - LIRA: SHBG, testosteron tu do va thé
vacs |2)Giadugc (n=21) tuan |tich budng trimg gidm, cai thién chu ky
[18] kinh nguyét.
Elkind- |1) LIRA 3,0mg/ngay (n=55) - LIRA: giam dudng huyét doi va ting su
Hirsch |2) Gia dugc (n =27) tuan |nhay cam véi insulin; tang SHBG, giam
va cs [19] chi s0 androgen tu do va cai thién chu ky
kinh nguyét.
Liu 1) MET 2g/ngay (n = 88) - Cai thién chu ky kinh nguyét ¢ ca hai nhom.
vacs |2) EXE 20pug/ngay (n=288) | tuan |- EXE: tang ty 1€ c6 thai tu nhién, giam
[20] % chat béo co thé, giam hsCRP, giam
HOMA-IT va nong d¢ insulin hon nhom
dung MET.
Salamun |1) LIRA 1,2mg/ngay + MET - LIRA + MET: ty & mang thai trén mdi
vacs |2g/ngay (n=12) tuan |lan chuyén phoi va ty 1¢ mang thai tich
[21] 2) MET 2g/ngay (n=11) [y sau 12 thang cao hon nhém dung
MET don doc.

Ghi cha: MET — Metformin, LIRA — Liraglutide, EXE — Exenatide, SHBG — Sex hormone

binding globulin.

4. KET LUAN
Bing chimg tir cac nghién ctru cho thiy,
GLP-1RA c6 thé giai quyét cic van dé lién
quan dén can ning, bat thuong chuyén hoa,
cuong androgen, céi thién chu ky kinh nguyét
va kha nang sinh san, mang dén co hoi ¢é mo
rong cac lya chon diéu tri danh cho nguoi
mic PCOS, dic biét & nhiing phu nit tudi cao
va/hodc duy trit budng trimg kém.
Tuy nhién, cac dir li¢u sdn cO van
chua cung cap nhitng bang ching chic
chén trong diéu tri. Cau hoi duoc dit ra 1a,

liéu vai tro cia GLP-1RA phu thudc hoan
toan vao sy cai thién trong lugng co thé
va chuyén héa hay anh huong tryc tiép 1én
truc ha ddi-tuyén yén-tuyén sinh duc trong
PCOS. Ngoai ra, trong phan 16n cac nghién
ctru RCT néi trén, liraglutide dugc st dung
& liéu thap hodc trung binh, trong khi mot
sb tac dung cua GLP-1RA, dac biét 1a tac
dung giam can, phu thudc vao lidu luong.
Do d6, liéu sir dung ciing nhu thoi gian sir
dung thudc dé phat huy hiéu qua t6i da van
con 1a diéu dang bo ngo.
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