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Tom tat

Diéu trj hé tro sinh san cho phu nii hdi chiing bubng tring da nang (HC BTPN) thira can — béo phi gap nhiéu théch thic
nhu cén dung liéu gonadotropin cao hon, dé sy thai va giam ti Ié thai sinh séng. Dt metformin duoc ké toa réng réi cho
phu nit HC BTDN, hiéu qua cua thubc nay con gay nhiéu tranh céi. Trong khi dé, nhiéu tha nghiém Idm sang cho thay
thuéc déng van thu th€ GLP-1 (liraglutide va exenatide) gitip phu nit HC BTDN thira cdn — béo phi giam can dang k€,
giam mé tang, giam androgen mau, cai thién chu ki kinh nguyét, tang ti 1é dau thai khi diéu trj thu tinh trong 6ng nghiém
cling nhu gia tang ti 1€ cé thai tu nhién. D& vdi tré gai HC BTPN di khéng béo phi thi tinh trang cudng insulin méu song
hanh véi cuong androgen ciing khéng phai la hiém gdp, va lién quan véi du thtra m& gan — m& tang. Phéi hop ba thuéc
(SPIOMET) lam giam ddng k€ ti Ié m& tang, giam androgen mau bén viing hon, va nang ti Ié rung trirng cao gap ba lan
s0 vdi thubc vién ngtra thai phéi hop.

Tur khéa: Hi chirng bubng trirng da nang, thubc ddng van thu thé GLP-1, SPIOMET.
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Abstract

Assisted reproductive therapy for overweight and obese women with polycystic ovary syndrome (PCOS) faces many
challenges, e.g., requirement of higher doses of gonadotropins, increased risk of miscarriage, and reduced live birth
rates. Although metformin is widely prescribed for women with PCOS, its effectiveness is still controversial. Recently,
many clinical trials have shown that GLP-1 receptor agonists (liraglutide and exenatide) helped overweight and obese
women with PCOS significantly lose weight, reduce visceral fat, suppress androgen level, and improve their menstrual
pattern, increase the pregnancy rate during IVF treatment as well as achieve higher rate of natural conception. For non-
obese adolescent girls with PCOS, hyperinsulinemia and hyperandrogenism are not uncommon and are associated with
excessive accumulation of hepato-visceral fat. Triple-drug combination (SPIOMET) significantly decreased hepato-
visceral fat, repressed free androstenedione level in a more sustainable way, and increased ovulation rates three times
higher than combined oral contraceptives.
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1. DAT VAN DE

Ho6i chiing buéng trimg da nang (HC BTDN) dugc Stein
va Leventhal mo ta [an dau tién vao nam 1935 [1]. Ngay
nay, day la mot trong nhiing bénh réi loan noi tiét — chuyén
hoa phé bién nhat trén phu nir trong do tudi sinh dé, vai
tilé tlr 4 — 10% [2]. Tiéu chi chan doan Rotterdam (2003)
khoéng bao gém roi loan bai tiét LH/FSH va cuong insulin
mau, mac du ti [é dé khang insulin ¢6 thé chiém tir 1/3 dén
2/3 phu nir HC BTDN [3]. Cuong insulin mau thudng song
hanh véi cudng androgen. Diéu tri céc rdi loan chuyén

hoa — noi tiét nay sé cai thién dugc két qua sinh san, déng
thai giam bét anh hudng tiéu cuc 1én sirc khoe phu nir HC
BTDN & hé tim mach va nhirng co quan khac [4].

Theo dit liéu chua duge céng bo tai IVFMD - Bénh
vién My Birc, hang nam c¢é hon 1000 phu nir HC BTPN
dén kham va diéu tri tai IVFMD. D tudi trung binh: 29,8 +
4,3 nam. 30% co6 thlra can, béo phi, dac biét 67,5% nhirng
phu nir nay cé roi loan dudong huyét déi, r6i loan dung
nap glucose hay dai thdo duang (DTD) tip 2. Trén the gidi
noi chung va tai Viét Nam noi riéng, diéu tri ho trg sinh
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san cho nhitng phu ni¥ nay gap nhiéu thach thire nhu can
dung liéu gonadotropin cao hon, ti & sdy thai cao trong
khi ti |é thai sinh s&ng thap hon.

Thay d&i I16i s6ng la phuong phap béo vé strc khoe
can ban cho phu nir HC BTPN, véi hiéu qua giam dé
khéang insulin va tdng nong dé sex — hormone binding
globulin (SHBG) khéng thua kém metformin [5]. Mac
du metformin la thudc dugc ké toa réng rai cho phu ni
HC BTDN, nhung hiéu qua ctia metformin chi dirng lai &
ki€ém soat dudng huyét tét hon, va giam nguy co qua kich
budng trirng & phu nir HC BTDN cé BMI = 26 khi diéu tri
thu tinh trong 8ng nghiém (TTTON) [6]. Khéng c6 béng
ching rd rang la thudc cé thé cai thién tinh trang vé kinh,
giam cudng androgen hay phuc héi kha ndng sinh san.
Dung metformin cling khéng cai thién duoc ti [é sdy thai
hay tang dugc ti 1é thai sinh séng [7]. Diéu dé dét ra nhu
cau phai cé nhirng thuéc diéu chinh dugc céac r6i loan
chuyén héa - noi tiét, dong thoi cai thién duoc két cuc
vé san phu khoa — diéu tri hi€m muodn cho phu nir HC
BTDN. Trong pham vi bai nay, ching t6i sé lan lugt phan
tich céc thtr nghiém thuéc méi trong diéu tri phu nir HC
BTDN thira can — béo phi, va phdi hop thudc lam tang ti
Ié rung trérng & phu nir HC BTPN khong béo phi.

2. CAC POT PHA TRONG DPIEU TRI PHU NO'HC BTPN
THUA CAN - BEO PHI

DGi vai phu nit thira can — béo phi, giam can rat quan
trong, vi gidm can sé tang ti l1é cé thai tu nhién, va tang
kha ndng thanh céng khi diéu tri hd trg sinh san. Céc
nghién ctru da ching minh tac dong tiéu cuc cla béo
phi Ién kha nang thanh cong trong diéu tri ho trg sinh san
(ART). Cu thé, béo phi c6 thé lam kéo dai thdi gian cam
(rng rung trimng, tang liéu gonadotropin, giam sé lugng
nang noan trudng thanh, giam so lugng triing thu dugc,
tang ty [& hay chu ky, gidm ty 1é thu tinh, ty |& thai [am t6 va
thai 1am sang va tang ty |é sy thai [8-11]. Do vay, giam
can duoc xem nhu mot muc tiéu diéu tri & nhirng phu ni
PCOS.Muc tiéu giam can dugc khuyén céo la 5 = 10%
can nang trong 6 thang [4]. Can nang thudng giam nhanh
vao thoi gian dau sau khi thay dai |16i s6ng, tuy nhién sé di
vao giai doan ding can hodc tang dan trd lai [12]. Khi do,
bién phap dugc ly trén nén thay dai 16i séng sé gilp giam
can nhiéu hon va ngéan nglra tinh trang tang can trd lai.

Hién nay, c6 ba loai thubc c6 tac dung giam céan
da duoc thir nghiém trén phu nir HC BTPN, bao gom
orlistat, thuéc dong van thu thé GLP-1 va empagliflozin
(e ché thu thé SGLT2). Chi dinh thudng gép trong céc
thr nghiém 1dm sang néi chung la phu nir HC BTDN cd
BMI = 30 kg/m?, hodc = 27 kg/m? kém it nhat mét bénh
ly lién quan béo phi. Cac thuéc nay hién nay déu da co
mat tai Viét Nam.

2.1.Thuéc déng van thu thé GLP-1

Khi thire an dugc tiéu hoa trong rudt, chat dinh dudng
sé kich thich t€ bao K va t€ bao L (la nhirng t€ bao ndi tiét
& rudt) bai tiét ra GIP va GLP-1. Cac hormone nay dugc
goi chung la incretin (INtestine seCRETtion Insulin).
Chung c¢6 tac dung kép giam duong huyét va giam can
qua nhiéu co ché khac nhau, bao gom (i) kich thich tuyén
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tuy bai tiét insulin va giam tiét glucagon, (i) giam san
xuat glucose tai gan, (i) lam da day co bép cham lai tao
cam gidc no va (iv) tdc dong Ién ndo giam cam giac them
dn. Van dung hi€u biét vé sinh ly ndi tiét nay, cdc nha
nghién ctru da ché tao va thir nghiém thanh céng dong
thu6c dong van thu thé GLP-1 (GLP-1 RA) trong diéu tri
DTD va gidam cén. Ngay nay, GLP-1 RA chiém vi tri quan
trong trong phac dé diéu tri DTD, dong thoi cling duoc
FDA (Hoa Ky) phé duyét diéu tri cho ngudi bénh béo
phi (kém hodc khéng kém réi loan duong huyét). bay la
thudc tiém dudi da, moét — hai [an méi ngay hodc mot [an
moi tuén (d6i v6i nhiing phén t&r thudc thé hé sau) [13].

Trong hai thap ky qua, dd cé nhiéu th&r nghiém [am
sang vé hiéu qua giam can cua exenatide va liraglutide
(hai thanh vién ctia dong thudc GLP-1 RA) trén phu nir HC
BTDN thira can — béo phi. Phan tich gép cho thay 3 thang
diéu tri vdi liraglutide c6 thé giam BMI thém 1,65 kg/m?
trén phu n&r HC BTDN béo phi [14] . M6t thdr nghiém 1am
sang ngau nhién, str dung liraglutide 1,8 mg tiém dudi da
mdi ngay, c6 ddi chirng gia duoc trén 72 phu nir HC BTDN
trong 26 tuan cho thay liraglutide gitp gidm can nhiéu hon
so véi gia dugc (- 5,2 kg), giam thém 44% lugng md gan,
18% luong m& tang va cai thién 2/3 sé truong hop bénh
gan nhiém md& khéng do ruou. Liraglutide con cai thién
cudng androgen sinh héa, véi nong dé SHBG sau diéu tri
tang 19% va ndng do testosterone tu do giam 19% [15].
Thé tich budng tring giam 1,6 mL va chu ki kinh nguyét
cling cai thién t6t hon trong nhém tiém liraglutide [16].

Trong thr nghiém lam sang chia ngau nhién va nhan
m&, kéo dai 12 tuan trén 28 phu nir HC BTPN c6 béo
phi, tiém liraglutide ligu thap 1,2 mg mdi ngay phdi hop
vGi metformin lam tang ti 1é cé thai khi TTTON cao hon
so v&i nhom udng metformin don thuan. Ti 1é dau thai
trén mot [an chuyén phoi trong nhém phéi hop cling cao
hon dang ké so véi nhém chi uéng metformin (85,7% so
vGi 28,6%; p<0,05) [16]. Day la nghién ctru th&r nghiém
dau tién véi cd mau tuong d6i nhd nhung cung cdp
bang ching cho thady can thiép tién thai ngan han véi
liraglutide liéu thap két hgp metformin vugt tréi hon so
vGi metformin don tri trong viéc tang ty 1é mang thai trén
mdi chu ky chuyén phoi va ty I& mang thai tich |Gy & phu
nir HC BTDN vo sinh c6 béo phi. Vai trd chinh xac cla
liraglutide trong ma&i quan hé gitra truc GLP-1 va hé sinh
san nir van can dugc lam séng td.

Trong mot thdr nghiém lam sang khac, 176 phu nit
HC BTBN thira can — béo phi dugc chia ngiu nhién vao
nhém exenatide 10 pg tiém dudi da hai lan méi ngay
hodc metformin 1000 mg udng hai [an méi ngay trong
12 tuan dau, tiép theo la 12 tuan uéng metformin don
thuan & ca hai nhém. Ti 1é c6 thai ty nhién trong nhom
da tiém exenatide cao hon déng ké so véi nhom chi uéng
metformin (43,6% so v&i 18,7%; p<0,05) [18].

Mot phan tich gop gan day chi bao géom céac thi
nghiém lam sang, véi mau gop xdp xi 300 phu nir HC
BTDN cho thay thuéc dong van thu thé GLP-1 (du phéi
hop véi metformin, hodc don tri) déu lam giam céan va
vong eo hiéu qua hon so vdi diéu tri metformin don thuan
[19]. Bai hoc tlr nghién clru nay la trong truang hop dung



metformin don thuan khong gidm can cho phu nir HC
BTDN, thi phdi hop gilra metformin véi thuéc dong vén
thu th& GLP-1 la chon lua t8t hon cho ho.

Tac dung phu thudong géap cua GLP - 1 RA bao gom
bubn nén, 6i mdra va tiéu chay hodc tdo bén. Tac dung
phu hiém gép la ha duong huyét, viéem tuy cap hoac
tdng san té€ bao C & tuyén giap [13]. Thudc bi chéng chi
dinh trén ngudi co tién sir ca nhan hoic gia dinh mac
carcinoma tdy tuyén gidp, hodc ngudi bénh bi u tan sinh
da tuyén noi tiét tip 2 (MEN 2).

2.2. Orlistat va empagliflozin

Orlistat la thu6c giam céan thong qua tac dung trc ché
men lipase tai ru6t non, ngdn can hap thu triglyceride
tir bira an. D& co6 8 nghién clru vé hiéu qua cla orlistat
trén phu nir HC BTDN thira can — béo phi, véi c& mau
gop 1én dén 712 ca. Orlistat giam tir 5 — 8% BMI, dat
hiéu qua gidam cén cao hon so véi thay dai 16i s6ng don
thuan [20, 21]. Thu6c duoc udng ngay truée moi bira an
chinh, pht hop véi nguoi cé ché do an véi lugng chat
béo < 30%. Khong dung cho ngudi khéng an hodc &n rat
it chat béo. M6t phéan tich t6ng hop hé théng so sanh
gilra orlistat véi metformin cho thay ca hai thuéc cé tac
dung tuwong tu nhau trong viéc giam BMI, HOMA, néng
do testosterone va insulin & phu nir HC BTDN thira can/
béo phi [22]. Tuy nhién trong m6t thtr nghiém [am sang
so sanh vé ti |é thu thai, 90 phu ntr HC BTDN dugc chia
ngau nhién vao nhém uéng orlistat, hodc metformin,
hodc thay dai I16i séng don thuan. Ti 1é thu thai trong
nhém da uéng orlistat la cao nhat (lan lugt 1a 40%, 16,7%
va 3,3% véi p<0,05) [23].

Empagliflozin la thudc giam dudng huyét bang céach
ngéan tai hap thu glucose trong dich loc cau than. Co
ché la do thuéc e ché protein dong van chuyén natri
- glucose tip 2 tai 6ng lugn gan (SGLT2). Thudc da
duoc phé duyét cho diéu tri DTD tip 2, va budc dau dugce
nghién ctru trong mot thar nghiém 1d8m sang nhan mg
trén phu nir HC BTPN béo phi. Ho dugc chia ngau nhién
vao nhdm uéng 25 mg empagliflozin (n=19) hodc nhom
udng 1500 mg metformin (n=20) méi ngay trong 12 tuan.
Empagliflozin gidam dang k& can nang, BMI, vong eo va
khoi lvgng mé& so véi metformin (p<0,05), nhung khéng

thay dGi vé ti s6 androgen tu do trong thai gian ngan [23].

3. HIEU QUA CUA SPIOMET TRONG PHUC HOI RUNG
TRUNG TREN TRE GAI HC BTDN KHONG BEO PHi

Phu nit c6 HC BTDN thuong du thra m& gan — m&
tang ngay tur tudi vi thanh nién. Du thira m& tang gay dé
khang insulin, dan dén cuong insulin mau. Cuong insulin
mau lién quan chat ché vdi cudng androgen, vi insulin
kich thich t& bao vd clia nang noan (theca cells) san xuat
androgen nhiéu hon [3]. Trén co s& do, Pon vi Noi tiét cla
bénh vién truong dai hoc SJD & Barcelona (Tay Ban Nha)
da thdr nghiém phaoi hop céac thudc lam gidam m& tang
dé xem liéu co cai thién rung trirng va cudng androgen
trén tré gai HC BTDN hay khong. Phoi hop thudc duoc
chon lua la spironolactone - pioglitazone — metformin
(SPIOMET) véi liéu lan lugt la 50 - 7,5 = 850 mg mobi
ngay. D&i chirng la thuéc ngtra thai phoi hogp (COC) gom
20 g ethinylestradiol va 100 mg levonorgestrel trong 21
ngay va gia dugc trong 7 ngay cudi [25]. Pioglitazone 1a
thudc thudc nhdém Thiazolidinediones dung dé diéu tri dai
thdo duong tip 2, dugc chiérng minh c¢é thé lam tang ty
I& rung trérng va cai thién kha nang mang thai & phu ni
c6 HC BTDN thong qua mot s co ché nhu thay d6i bai
tiét steroid bdi t€ bao hat va vo clia bubng tring; tdng do
nhay insulin & co va t€ bao md va giam téng hgp androgen
bang cach tai phan b6 m& co thé [26)].

Spironolactone la thuéc c6 hoat tinh khang androgen
phtrc tap qua mét s6 co ché nhu lién két véi thu thé
androgen nhu mot chat déi khang, irc ché mét phan qua
trinh hinh thanh steroid & buéng trirng va tuyén thuong
than, ngan chan 5a-reductase va 17-hydroxysteroid
dehydrogenase & buéng tring va tuyén thuogng than.
Thudc con lam tang hoat tinh cGla men aromatase va
lam tang SHBG [27].

Téng cong cb 62 tré gai HC BTDN dugc chia ngau
nhién vao nhém uéng SPIOMET hodc COC trong 12
théng, sau dé ngung thudc va theo déi trong 12 théng
tiép theo. Nhom ching gém 52 tré gai khong cé HC
BTDN va duogc két xing theo tudi. Cac két qua chinh
dugc tém tat trong bang dudi day.

Nhém HC BTDN

Thay déi (A) Thay d6i (A)

Thong s6 Nhém ching chung 1d 2.‘Atha’n.g sau 12 tt}éng sau
iéu tri COC diéu tri SPIOMET

Tudi (nam) 16,3(0,2) 15,8(0,2) - -
BMI (kg/m?) 21,3(0,3) 24,2(0,5)*** 0,7(0,3) -0,2(0,3)"
Vong eo (cm) 74(1) 77(1) 2(1) -3(0,8)f
Diém ram léng (FSG) - 17(1) -3(1) -5(1)f
Tilé m& gan (%) 10(1) 17(1)*** 2(1) -8(1)f
Insulin mau ldc déi (pmol/L) 49(7) 76(7)*** 21(7) -27(7)f
HOMA-IR 1,5(0,1) 2,3(0,2)%** 0,4(0,2) -0,9(0,3)"
SHBG (nmol/L) 63(3) 30(2)** 30(4) 2(2)f
Testosterone (nmol/L) 0,7(0,1) 1,4(0,1)*** -0,6(0,1) -0,7(0,2)

*** n<0,007 gitta nhém HC BTPN va nhdm ching.

f p<0,05 gitra thay d6i sau diéu tri SPIOMET so vdi thay d6i sau diéu trji COC.
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So v6i nhém chirng, tré gai HC BTPN c6 trung binh
BMI cao hon so véi nhom chiing du BMI nay van trong
gi¢i han binh thuong. Ti 1é m& gan va néng do insulin
mau, chi s6 dé khang insulin (HOMA-IR) va nong do
testosterone déu cao hon trong khi néng d6 SHBG
thap hon. Diéu tri COC lam gidm noéng dé céac androgen
nhanh hon SPIOMET, tuy nhién tang bat lai sau khi ngung
thuéc. Ngugc lai, nhém udng SPIOMET gidm androgen
mau cham hon, sau 12 thang twong dong véi nhom udng
COC nhung dac biét it tang lai sau khi ngung dung thudc
[28]. Sau thang sau diéu tri, ti 1é rung trimg trong nhém
udng SPIOMET cao gép ba lan so vgi nhém udng COC
(25,28). Ti lé rung trirng tuong quan c6 y nghia thdng ké
vGi gidam md gan (r2 = 0,27; p < 0,005). Nhu vay, diéu tri
SPIOMET trén tré gai HC BTDN khong béo phi lam giam
m3 tang va cai thién dé khang insulin, kéo theo ti & rung
trirng nhiéu hon so véi thuéc vién ngtra thai phoi hop.

4. KET LUAN

Diéu tri ho trg sinh san cho phu nir HC BTBN thlra
can - béo phi gap nhiéu thir thach nhu can dung liéu
gonadotropin cao hon, ti 1é sdy thai cao, ti |& thai sinh
song thap hon. Du metformin thuong dugc ké toa cho
phu nitr HC BTBN, khéng cé bang ching rd rang la
thuGc cé thé giam ti & sdy thai hay tang duoc ti 1é thai
sinh song. Trong khi dé, thuéc dong van thu thé GLP-1
(liraglutide va exenatide) mang lai nhiéu lgi ich cho phu
nir HC BTDN thira can - béo phi, bao gom giam céan
dang k&, gidam md tang, cai thién cuong androgen sinh
héa gitp cai thién chu ki kinh nguyét, téng ti I& thanh
c6ng khi diéu tri TTTON ciling nhu gia tang ti & ¢é thai tu
nhién. DGi vdi tré gai HC BTDN khéng béo phi, tinh trang
cuong insulin mau khong phai la hiém géap va lién quan
voi du thira m& gan — m& tang. Phéi hop ba SPIOMET
lam giam dang ke ti &€ m& tang, giam androgen mau bén
ving hon, va ti 1é rung trirng cao gép ba lan so véi dung
thudc vién ngtra thai phsi hop.
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