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TONG QUAN

Hoi ching budng tring da nang (Polycystic
ovary syndrome — PCOS) 1a mot bénh ly anh
hudng gan nhu sudt quiang doi ngudi phu
nit tit khi cdn trong bao thai, dén tudi day
thi (rAm 16ng, bat thudng kinh nguyét), sau
dé tudi sinh san (vo sinh, rdi loan dung nap
duong), cudi ciing cic vin dé tim mach, dai
thdo duong khi vé gia'2. Céc rdi loan cu thé
duge Norman va cdng sy nam 2004 thé hién
trong hinh 1.

Viéc diéu tri bénh nhan PCOS tap trung
vao vin dé chu, thuong duge chia lam 3
nhém chinh: triéu ching cudng androgen, vo
sinh va céc r6i loan vé chuyén héa. Bénh hoc
ctia PCOS chua duge hiéu 16, song hon 20
nam qua, cic bing chitng déu chi ra co ché
trung tAm trong bénh hoc caa PCOS la su dé
khang insulin va ting tiét insulin bu trit.

Tinh trang d& khéng insulin gip & 20 —
30% phu nit PCOS khong béo phi va 70 —

80% & phu nit PCOS béo phi’, hay gan 50%
bénh nhan néu khong phan biét BMI*. Do
d6, doi hoi mot chién luge diéu tri phtt hop
dé quan ly d& khang insulin. Hiu hét moi
ngudi sé bat dau véi céc liéu phép gidm can,
nhung hiéu qua rit tiy thudc vao dong luc
noi tai ctia bénh nhan, tit d6 cac thube hé trg
1a can thiét. Cac thudc ting nhay cam insulin
da duge st dung rong rai trén [am sang dé
diéu tri PCOS. Metformin da dugc st dung
tit nhitng nam 1994, khong chi gidp diéu tri
cac rdi loan vé chuyén héa, ma con cai thién
tinh trang vo sinh, cudng androgen, va gitp
bénh nhan gidm can’¢. Du dugc st dung rdng
rai trén lam sang, nhung nhing lo ngai liéu
ring metformin cé that sy hiéu qua va dbi
tugng nao sé duge hudng loi nhidu nhit vin
la nhiing tranh cai chua c6 hoi két.
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Hinh 1. Biéu hién hai ching buéng tring da nang & cac dé tudi khac nhau'.
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thuan vé lidu ding tbi wu ctia metformin,
nhung liéu thuong diing nhét 14 1.500 — 2.000
mg mbi ngay trong 6 thing dé can bing gitta
loi ich va tac dung phu. Mot nghién citu cua
Morgante va cOng sy ndm 2020 thyc hién
trén 108 phu nit PCOS, cho thiy véi phu nit
thita cAn thi liéu ding tham chi can dat 2.500
mg mdi ngay dé dat chi s HOMA index (chi
s6 khang insuline, dugc tinh dya trén ndng
do Insuline va Glucose mau khi d6i) muc tiéu
< 2,57

C6 dén 30% phu nit ¢6 PCOS than phién
vé cac tac dung phu cta metformin, gdm:
triéu ching da day ruodt, day bung, non 6i,
tiéu chay. Nhung may mén, chiing phu thuoc
lidu nén c6 2 céch gidi quyét duge dua ra:

— St dung dang metformin XR phéng thich
kéo dai (7 gio so vGi 2 — 3 gio clia dang phéng
thich nhanh), khién ndng d6 metformin dat
dinh ldc ngt sau bita tbi.

— Cii thién kha ning dung nap ctia bénh
nhén bing viéc ting dan lidu tit 500 mg dén
2.000 mg trong 4 tuan dau®.

Mic di hiém, toan acid lactic 1a mot bién
ching nguy hiém, ty 1é t& vong 1én dén 50%.
Toan acid lactic ¢6 thé gip trén ngudi cé
bénh nén suy giam do loc loc cAu than, bénh
gan, suy tim®.

Céc béc silam sang ciing can luu ¥ nguy co
thiéu vitamin B12 do gidm hép thu, biéu hién
lam sang thuong gip gdm: té, di cam, thay
ddi hanh vi, thiéu mau hdng ciu to’. Dé khic
phuc diéu nay, theo MHRA 2022, ta nén tam
soat tinh trang thiéu vitamin B12 trén céc
nhém nguy co (nhu dung metformin kéo dai,
lidu cao, hodc ngudi cé tinh trang gidam hip
thu B12 nhu viém rudt, an chay, hay dung
céc thude e ché bom proton, colchicine), va
6 thé diing c4c ché pham B12 dang ubng hay
xit dudi lugi dé diéu tri thiéu vitamin B12°.
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METFORMIN TRONG DIEU TRI

VO SINH

Theo mdt bai phan tich gdp trén Cochrane
2019'° tit 41 nghién cttu, ngudi ta nhan thiy:
- So v6i nhém gia dugc, nhém st dung
metformin tt 3 — 6 thang chitng minh ting ty
1é rung tring, ting ty 1& ¢ thai [Am sang va
lam chu ky kinh thuong xuyén hon, nhung
céc bang ching cai thién ty 18 sdy thai, ty 1é
tré sinh sdng lai chua 16 rang. Chi 1 RCT
2010 trén 171 phu nit PCOS ¢6 BMI = 32
kg/m? ghi nhan metformin don ddc that bai
trong viéc ching minh loi ich diéu tri, nén
nhin chung metformin van c6 loi néu so véi
nhém gia dugc!.

— So véi clomiphene citrate (CC) don ddc,
& phu nit PCOS béo phi (BMI = 30 kg/m?),
metformin kém hiéu qua hon hin CC don
doc trong viéc gay rung tritng; con v4éi nhom
khong béo phi, ty 1é nay ngang nhau.

- Néu so gitta nhém diéu tri metformin va
CC ¢6 ty 1é ¢6 thai cao hon nhém diéu tri CC
don doc bat ké mic BMI trude dé.

Song néu xem ty 1é tré sinh séng 13 muc
tiéu cudi ciing can dat, phac dd6 metformin
don doc hodc phéac dd phdi hgp metformin
va CC lai chua chitng minh sy vugt trdi khi
so sanh véi CC don doc. Giai thich cho diéu
nay, d mac do bing chiing con thip, nhung
9 nghién cttu da ghi nhan phac dd metformin
va CC lam ting ty 1é sy thai so véi CC don
doc. Do céc phac dd6 CC hoic letrozole don
doc mang lai hiéu qua vugt trdi vé rung tring,
ty 16 mang thai, ty 1é tré sinh séng nén viéc
dung meformin don doc khong duge khuyén
cdo dau tay cho muc dich diéu tri vo sinh, du
didu tri nay c6 thé mang lai hiéu qua®™®.

O mot gée nhin khéc, cic didu tri CC doi
hoi nhiéu cdng stc quan Iy hon so véi diéu
tri metformin nhu viéc theo déi liéu CC, thoi
gian st dung, phai tai kham thuong xuyén &



phong kham hiém muon. Hay CC vén con
dugce lo ngai do ¢6 thé lam moéng nodi mac ti
cung, khién phoi khé lam t6, hay nguy co da
thai'?. Theo nghién cttu Richare va cong su
nam 2008 trén 626 phu nit PCOS diéu tri vo
sinh sau 6 thang, ty & thai ky da thai la 6% &
nhém dung CC, 0% & nhém dung metformin
va 3,1% & nhém dung két hop 2 thube!!.

Hién van thiéu cdc nghién citu truc tiép so
sanh letrozole va metformin®.

Hién nay, c6 gan 20% s phu nit c6 PCOS
vO sinh khang tri voi CC? Dinh nghia khang
CC vAn chua thdng nhéit, da s& moi nguoi
ddng thun tiéu chuin khong rung tring sau
3 — 6 chu ky diéu tri CC liéu téi da 150 mg/
ngay. Cac nghién ctu dé phu nit c6 PCOS
khing CC, st dung metformin tir 2 tudn dén
1 théng, sau d6 dung CC 150 mg/ngay két
hop ching minh hiéu qua'l. Mot phuong
phap khéac cing 4p dung cho nhém nay la
ndi soi dbt diém budng tring (Laparoscopic
ovarian drilling — LOD), lgi ich vuot trdi cta
LOD so véi diéu tri két hop metformin va CC
la gidm dugc ty 1é thai ky da thai”. Nhung
néu lua chon LOD, ngudi bénh sé déi mit
vGi nguy co dinh vung chiu va giam duy tri
tring sau mo™. Gan day, bai viét Cochrane
2020 tong két tir 38 nghién ctu RCTs dua
ra két luan diéu tri két hop metformin va
CC cai thién ty & tré sinh sbng nhiéu hon
phuong phap LOD truyén théng, ddng thoi
khong khac biét vé ty 1é ¢4 thai 1am sang, say
thai’®. Tham chi, chi phi diéu tri thudc két
hop con ré hon nhiéu so véi LOD. Tt d6,
diéu tri thube két hop metformin va CC nén
duoc xem la diéu tri dau tay cho nhém PCOS
khang CCP.

METFORMIN TRONG PIEU TRI
CUONG ANDROGEN VA
RAM IONG

bé khang insuline va ting tiét insuline

bt trit sé kich thich budng tring tiét ra
androgen, nén vé& mit dugc Iy, viéc 1am gidm
ndng do insuline mdu sé 1am giam ndng do
androgen. 6 nghién cttu RCTs da dugc thuc
hién dé danh gid hiéu qua cta metformin
trong diéu tri rAm l6ng, két qua thu vé& déu
cho thiy khong c6 khac biét gitta nhém diéu
tri metformin va giad duge, bit ké BMI'®.
Tuong ty, 9 thit nghiém 1am sang ctng cho
thiy metformin khong cai thién diém s6 ram
16ng so v&i nhom ching!’.

METFORMIN TRONG DIfEU TRI

CAC ROI LOAN VE CHUYEN HOA

TREN PHU NU PCOS

Kiém soat can ning

Nguoi ta thiy rang chi can gidm 5 — 10%
can ning thi cic triéu ching lAm sang cua
PCOS sé cai thién (v6i nhém béo phi, con
sb cAn dat 1a 25 — 50% dé c6 hiéu qua tuong
tw)?. Nghién cttu cua Velazquez va cOng su
nam 1994 1a nghién cttu quan sat dau tién
cho thiy metformin gitp phu nit PCOS giam
can®. Nhung cac nghién ctu RCTs sau d6 lai
dua ra cac dit kién khong thdng nhéit vé hiéu
qua nay®, song céc diéu tri hién tai vin khuyén
phu nit PCOS diéu tri két hgp metformin va
ché d6 an gidm can dé gidm 5 — 7% cAn ning
sau 6 — 12 thang diéu tri'®.

Kiém soat nguy co dién tién thanh

dai thao duong type 2

C6 59% phu nit PCOS ¢6 16i loan dung
nap duong dugc du béo sé dién tién thanh
dai thao dudng type 2 sau 6 ndm hay ty & nay
la 8,7% mdi nam". Pay dugc xem 13 nhém
dbi tuogng tiém ning nhét sé hudng loi tur
metformin nhim ngin chin hoic lam chim
tién trién thanh dai thdo duong type 2 va lam
giam nguy co tim mach lau dai’.

Theo khuyén cdo, tht cid phu nit dugc
chin doan PCOS nén dugc tAm sodt bing
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nghiém phap OGTT 75 g dudng mbi it nhit
2 nam hodc sém hon tuy danh gid 1am sang,
va khodng cach nay sé thu lai con 1 nam néu
da méc rdi loan dung nap duong. Tit nhing
bang ching rit dang tin cay dugc cdng bd
bdi Diabetes Prevention Trial, metformin sé
lam gidm nguy co tién trién thanh dai thao
duong type 2 & nhém PCOS ¢6 rdi loan dung
nap dudng lén t6i 30% sau thoi gian theo doi
trung binh 43 thang!®. Nhung hiéu qua lau
dai ctia metformin trong dy phong déi théo
duong type 2 dang gién tiép hoic suy ra tit cac
nghién ctu trén nhém da méc rdi loan dung
nap duong trude dé, nén céc bang chiing vé
hiéu qua dai han chua ro rang®.

Kiém soat nguy co mic bién cb tim

mach (Cardiovascular disease — CVD)

Nguy co CVD & phu nit PCOS dugc danh
gid bang nhiéu markers nhu nong do CRE,
homocysteine, siéu am do bé day 16p noi
trung mac dong mach canh. Ty 1& méic rdi
loan chuyén héa & phu ni PCOS la 43%%,
g6p phan day ho thanh dbi tuong nguy co cao
méc CVD sau nay. Nhung cic bang ching
hién tai lai khong chitng minh dugc PCOS
sé [am tang nguy co CVD?. Do d6, mic du
stt dung metformin [am cai thién ching nang
ndi md mach mau & phu nit ¢6 PCOS sau 6
thang diéu tri, hién vaAn chua c¢6 nghién ctu
RCTs nao danh gid hiéu qua metformin va
céc bién ¢b CVD trén phu nit c6 PCOS®.

Kiém soat nguy co

ung thu ndi mac t cung

Réi loan khong phéng noan kéo theo thiéu
tiép xdc progesterone & 16p nodi mac tt cung,
két hgp véi tinh trang dé& khéng insuline
lam ting nguy co gy ung thu ndi mac ti
cung & phu nit ¢6 PCOS?. V@& mit Iy thuyét,
metformin tdc dong c6 loi trén ndi mac ti
cung thong qua 2 co ché:
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- Kich thich phéng noan.
— Tang cudng mach mau va luu luong dong
chay dong mach tit cung’.

Nhung hién diéu nay chi méi duoc kiém
ching trén cac dit liéu in vitro, con thuc
té chua c6 nghién ctu dénh gid didu tr
metformin va nguy co ung thu ndi mac tl
cung, nén van khé dé dua ra khuyén céo 1am
sang stt dung metformin dé dy phong ung thu
ndi mac t cung vi cic rao can kinh té va
chua c6 céc bing chitng khuyét phucts.
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