TON THUONG NIEM MAC TU CUNG O
PHU NU HOI CHUNG BUONG TRUNG PA NANG

BS. Nguyén Thanh Nam
Bénh vién My Dic

Hoi chiing budng triing da nang 1a mot tap
hop céc 16i loan mang tinh chit hé thdng,
anh hudng dong thoi nhiéu hé co quan.
Trude day, rbi loan phéng noan hoic khong
phong nodn thudng dugc coi la nguyén nhan
cua tinh trang hiém muon trong da sb céc
trudng hop. Tuy nhién, ngay cang c6 nhiéu
bang ching vé anh hudng cta cic yéu tb
khac ngoai budng tring 1én chic ning sinh
san cua phu nit hdi ching budng tring da
nang. Bén canh cht lugng noén, tén thuong
niém mac tit cung 1a mot yéu 6 duge dé cap
nhiéu trong nhitng nim gan day, bao gdm su
thay d6i vé ciu tric mo hoc va tinh tiép nhan
ctia niém mac tlit cung vdi phoi.

BUC TRANH TOAN CANH VE

TON THUONG NIEM MAC

TU CUNG O PHU NU HQOI CHUNG

BUONG TRUNG DA NANG

Co ché tén thuong va bang chitng vé céc
thay d6i ctia niém mac tit cung & phu nit hoi
ching budng tring da nang dugc trinh bay
tém tit trong Hinh 11, Hinh 22 va Bang 13,
bao gdm bbn hién tugng chinh dudi day:
— Thay déi con duong thu thé steroid
(estrogen, progesterone, androgen va cic co—
activators).
— Thay déi tinh tiép nhan niém mac ti cung
va qud trinh mang rung hoéa.
— Thay d6i con dudng thu thé insulin, yéu tb
tang trudng va cic kénh van chuyén glucose
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— Thay déi xAm nhép tién trinh viém va té
bao mién dich.

CHAM SOC SUC KHOE

NIEM MAC TU CUNG CHO

PHU NU HOI CHUNG

BUONG TRUNG PA NANG

Thay déi niém mac t cung dé dat trang
théi tiép nhan phoi va biét héa nguyén bao
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Hinh 1. Niém mac td cung binh thuong
va trong héi ching budng tring da nang’.
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sgi mO dém (qué trinh mang rung héa) gidp
diéu hoa phan tng mién dich can thiét cho
su lam t8 ctia phoi 1a budc quan trong quyét
dinh thanh cong cta thai ky*. Bat thuong qua
trinh mang rung hoa la co so sinh ly bénh

cua thit bai lam 3, sdy thai, tién san giét
va sinh non’. Gan day, nhiéu gidi phap can
thiép bit dAu dugc quan tAm trong nd luc cai
thién tinh tiép nhan niém mac tit cung va ty
1& lam 8 & phu nit hoi ching budng tring

Bang 1. Thay d8i niém mac tJ cung pha t&ng sinh, ché tiét va tinh trang t&ng sinh néi mac tU cung & phu nd

hdi chiing budng tring da nang®.

SE (in vitro) ¥ (Piltonen 2015)

PEV,HPV (Li 2015), PEV (Fornes 2010);
PEV (Zhai 2012%); PEV (Ujvari 2014%)

PEV (Fornes 2010); PEY (Ujvari 2014*)
PEV (Kim 2010*); PE'V (Piltonen 2013*)

PEA (Piltonen 2013*); SE (in vitro) A (Piltonen 2015)
PEA (Piltonen 2013*)

PEA (Piltonen 2013*); SE (in vitro) A (Piltonen 2015)
SE (in vitro) A (Piltonen 2015)

SEA (Matteo 2010%)

SE (in vitro) A (Piltonen 2015)
SE (in vitro) A (Piltonen 2015)

SE'V (Taylor JCEM)

PEA (Piltonen 2013*); SEA (Quezada 2006 FS*);
PEA, HPA (Li 2015); HPA (Villavicencio 2006)

SEA (Margarit 2010%)

PE ¢ (Piltonen 2013*); PE+ (Kim 2010%); SEA (Gregory 2002);
PE?A va HPA (Villavicencio 2006); SEA (Quezada 2006 FS*);
SEA (Margarit 2010%)

SE+~(Quezada 2006 FS*); PE? A va HPA (Villavicencio 2006)

PEVY (Kim 2010*); SEVY (Quezada 2006 FS*);
V Diéu trj progestin (Lopez 2014)

SEA Nhém c6 phéng noan déy,
V¥ Nhém réi loan hoéc khéng phéng noan (Margarit 2010%)

PE?A (Villavicencio 2006); SEA (Gregory 2002)
SEA (Gregory 2002)

Thay déi PE SE HP Ngudn
Chuyén héa glucose

IGFBP -1 v
GLUT 4 v

IRS -1 v

Hoat déng glucose v

Y&u t8 viem

IL-6 A A
CCL2 (MCP -1) A

IL-8 A A
RANTES A
TE& bao uNK A
MMPs

MMP2 A
MMP3 A
Hoat ddng steroid

HOXA10 v
AR A A
PR A
ERa Ao A
ERb A o
(avb3) integrin v v
MUC1 AV
Co - activators cUa steroid

AlBI A A
TIF2 A
NCoR “

PE?+ (Villavicencio 2006)

Chu thich: PE (prolifeartive phase): Pha tang sinh; SE (secretory phase): Pha ché tiét; HP (hyperplasia): Tinh trang tang sinh niém mac tJ
cung; ¥: Gidm; A: Tang; < Khéng khac biét; *: Khéng khac biét theo BMI. IGFBP1 (insulin-like growth factor binding protein 1); GLUT 4
(glucose transporter type 4); IRS-1 (insulin receptor substrate 1); IL-6 (interleukin 6); CCL2 (MCP-1) (chemokine CC ligand-2 Monocyte
chemoattractant protein-1); IL- (interleukin 8); RANTES (mét loai cytokine thanh vién cla interleukin-8); T&€ bao uNK (t& bao natural
killer trong tU cung); MMPs (matrix metalloproteinases), MMP2 (matrix metalloproteinase 2); MMP3 (matrix metalloproteinase 3); HOXA
10 (homeobox protein); MUC1 (Mucin 1); AIB1 (amplified in breast cancer 1); TIF2 (transcriptional mediators/intermediary factor 2); NcoR

(nuclear receptor co-repressor).
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Hinh 2. Co ché t6n thuong niém mac td cung trong héi chiing budng tring da nang?

Bang 2. Cac chién lugc tiém n&ng cham soc suc khde niém mac tU cung cho phu ni hdi chiing budng tring da nang

va muc dé ching cu hién tai®.

Can thiép

MUc d6 ching cu

Dién giai

Thay d6i 16 s6ng 3 Dya trén céc nghién ciu doan hé tién ciu

Thuéc gidm can 5 Dya trén co sd ly thuyét

Thuéc tdng nhay cdm Insulin 41 Duya trén béo céo loat ca cia metformin

Tai tao kinh nguyét bang thusc -§ Chua dU bang chung

Téac nhan gay phong noan -§ Chua dU bang chung

Néi soi dét diém bubdng tring B Dya trén co sd ly thuyét

H& trg hoang thé -§ Chua d0 bang chung

Thuéc d8i khang androgen 4 Dya trén béo céo loat ca

Cét da day phau thuat 3 Dya trén cac nghién clu doan hé tién clu

Banh gia budng td cung 5 Dya trén co sa ly thuyét

Gay t6n thuong niém mac tU cung 5 Dya trén co sa ly thuyét

Chuyéin phai 1D chon lc 3 Liong ming dunang o8 mng 45 E23 3000 pymL

Danh gia di truyén 5 Dya trén co sd ly thuyét

Vitamin D 5 Dya trén co sd ly thuyét

Coenzyme Q-10 5 Dya trén co s ly thuyét

N-acetyl-cysteine 5 Dya trén co sd ly thuyét

Alpha-lipoic acid 5 Dya trén co sd ly thuyét

Resveratrol 30 DuE trén(céc nghién CU}J df)én hé tién cUu 6 phu nT héi chiing
bubdng tring da nang co6 béo phi

Seminal plasma 5 Dya trén co sd ly thuyét

Ch thich: Cau hdi nghién ciu “Can thiép nay c6 hiéu qué khong?”

- MUc dd 1: B&ng chiing ti tdng quan y van cla cac nghién cdu thd nghiém [am sang ngau nhién cé nhém ching (Randomized
controlled trial — RCT).

- Mdc d6 2: B&ng ching tu nghién cdu RCT don [é ho&c nghién cdu quan sat lon.

- MUc dd 3: Bang chung tU nghién ciu doan hé/tién ciu khéng ngau nhién.

- MUc dd 4: Bang chung tU nghién clu bao céo loat ca, nghién cdu bénh ching.

- MUc dd 5: Bang chiing dya trén co sé ly thuyét.
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da nang. Tuy nhién, chua c¢é nhiéu thanh tyu
dot phé trong linh vie nay duge bdo cdo dén
thoi diém hién tai. Cac chién lugc cai thién
sttc khoe niém mac tit cung duge dé xuit da
phan c¢6 miac do ching ct chua da manh,
chua c6 nhiéu bang chiing tit cac thit nghiém
lam sang ngiu nhién c¢6 nhém chiing hoic
cac tdng quan hé théng (Bang 2)°.

Nhin chung, nguyén tic dau tién va quan
trong nhit cta tAt cA moi can thiép la tap
trung giai quyét cdc bt thudng thuc thé hién
hitu trén nguoi bénh, ching han nhu tinh
trang béo phi, rdi loan chuyén héa (rdi loan
lipid mau, dai thio duong), khang insulin
va 16i loan phéng noan hodc khong phéng
noan. Khuyén céo don gian va dau tay cho
phu nit hoi ching budng tring da nang 1a
ting cudng mic dd va tin suit hoat dong thé
luc. Nghién cttu trén nhém phu nt hoi chiing
budng tritng da nang béo phi thyc hién thu
tinh trong 6ng nghiém cho théy tan sut hoat
dong thé luc thudong xuyén gidp cai thién ty
1¢ thai, mic di c6 thé chua tic dong thay
ddi cAn ning. Céc can thiép thay doi 16i sdng
bang liéu phap dinh dudng hoic céc chuong
trinh tip luyén dé gidm cAn & nhém phu nit
thita cAn hoidc béo phi da duge chitng minh
cai thién ndng d6 mRNA ERo, ERa36 va ty
1é mRNA ERo/ERP trong pha ting sinh, gidp
phuc hoi chu ky kinh nguyét cho mot s& phu
nit’. Tuong tu, gidm cAn gitp tai cin bing
chuyén héa dudng va md, do dé thay déi tich
cuc qué trinh mang rung héa té& bao mod dém
niém mac tit cung®, hd trg giai doan ctra sd
lam t&°. Nghién ctu cta Ujvaril va cdng su
chitng minh sau gidm cn, con dudng tin hiéu
insulin tai niém mac t cung dugc cai thién
16 rét & ca muc do protein va mRNA, bing
ching 1a sy gia ting sb luong thu thé insulin
receptor substrate 1 (IRS1) va cic kénh van
chuyén glucose trén niém mac tt cung trong
65% trudng hop'®. Ngoai ra, hit thube 14 chu
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dong va bi dong 1a mot trong nhitng nguyén
nhan lam suy giam chic ning niém mac t
cung va chét luong noan. Do dé, phu nit hoi
chiing budng triing da nang va chdng nén
duge khuyén ngiing st dung thube 14 dé cai
thién cac két cuc diéu tri.

Cai thién tinh trang khang progesterone
1A mOt muc tiéu quan trong trong chim séc
sttc khde niém mac tt cung & phu nit hoi
chiing budng tritng da nang. Tuy nhién, déng
tiéc ring viéc st dung progesterone lidu cao
hon liéu co ban dugc bdo cédo khong mang
lai hiéu qua ngay t nhing nghién ctu so
khai dau tién. VAn dé cua phu nit hoi ching
budng tritng da nang khong phai & sy thiéu
hut ndng do progesterone ma & tinh trang dé
khang progesterone va thay ddi con dudng
biéu hién gen sau thu thé progesterone,
twong tu tinh trang gap phai & nhing phu ni
lac ndi mac tit cung. Phan tich vé& phac dd
chufin bi niém mac tit cung chuyén phoi tri,
chu ky nhan tao truyén théng thuong duoc
stt dung trén phu nit hoi ching budng tring
da nang ton tai nhidu diém bét loi. Mot sb
béo cdo vé phac dd nay ghi nhan hién tuong
giam tinh tiép nhan niém mac t& cung, ting
nguy co huyét khdi, ung thu, anh hudng bat
loi dén két cuc thai ky va so sinh. Ngoai ra,
su vang mit san pham bai tiét ctia hoang thé
trong phac dd nay c6 thé lam gidm chitc ning
banh nhau, ting thém nguy co ting huyét 4p
thai ky, tién san giat va san giat von di da cao
& thai phu hoi chiing budng tring da nang'’.
Nguoc lai, néu st dung phéac dd giy phéng
nodn cht dong bang FSH ngoai sinh (hMG,
hp-hMG, rFSH) dé dam bao sy xuét hién cta
hoang thé, phu nit ¢6 thé dbi mit véi tinh
trang phét trién da nodn, ting nguy co da
thai va hoi ching qua kich budng tring. Lam
ting FSH noi sinh nhd clomiphene citrate
(CC) han ché nguy co phét trién da noan
nhung c6 thé tc ché chon loc hoat dong thu



thé estrogen tai niém mac tit cung; tuong tu
chu ky nhén tao, tdc dong bat loi lam gidm
tinh tiép nhan niém mac t& cung. Letrozole
1a sy Iva chon phtt hgp dang dugc nghién ciu
trong khoang hai thap ky gan day. V@& co ché,
trai nguoc véi CC, letrozole khong lam can
kiét thu thé estrogen, co ché phan hoi trung
tam dugc bao tdn nguyén ven. Khi nang trdi
phat trién, ndng do estrogen ting 1én, phan
hoi 4m binh thuong xay ra & viing trung tam,
din dén su sut gidm ndng do FSH noi sinh
va cdc nang nodn dang phét trién nho hon
thodi trién tu nhién, ddn dén sy phét trién
don noan trong hau hét cac truong hgp, han
ché nguy co hoi chiing qué kich budng tring.
Phéng nodn trong phac dd letrozole tao ra
hoang thé va céc chét tiét ty nhién ctia hoang
thé “bao gdm relaxin, yéu td ting trudng ndi
moO mach mau (vascular endothelial growth
factor, VEGF) va hoat tinh tan tao mach cta
estrogen”, ddm bdo chitc ning banh nhau
binh thudng, mot trong cac yéu t quyét dinh
sttc khoe me va thai'?. Ngoai ra, letrozole [am
gidm ndng do cla estrogen trong mau va ndi
mo budng tring, diéu hoa duong lam ting
s& luong thu thé estrogen, gitp niém mac tu
cung nhay cam hon véi estrogen trong pha
tang sinh. Theo ly thuyét, vi thoi gian ban
hty cta letrozole ngin (khoang 42 gio), tac
dong e ché san sinh estrogen tam thoi trong
giai doan dau st dung letrozole khong anh
hudng nhidu dén t6ng thoi gian tiép xtc cua
niém mac t cung véi estrogen, do d6 van
bdo ton chic ning sinh Iy binh thuong cta
pha ting sinh. Bing ching la ty 1& hiy chu
ky do niém mac t& cung méng trong phéc dd
stt dung letrozole dugc ghi nhén thap, khong
khéc biét so vdi cac phac do con lai’’. Hon
nita, loi dung dic diém vé ndng do estrogen
thip, mot s6 nghién cttu tng dung letrozole
trong chufn bi niém mac t cung cho phu ni
¢6 hién tugng ting nhu dong tt cung phai

hay chu ky trong phéic dd chu ky nhén tao
trude do, két qua Ia letrozole cai thién ty 1é
thai lam sang va tré sinh séng'. Tuong tu,
nghién ctu cua Lin va cdng su (2019) cling
ghi nhén ty 1é thai ngoai t& cung thip hon
& phu nit dugc chuin bi niém mac ti cung
bang letrozole!®. Cubdi ciing, da ¢ nhiéu biang
ching ching minh letrozole cai thién tinh
tiép nhan niém mac t& cung bing cach ting
téng hop cac yéu t thiét yéu trong giai doan
ctra 56 1am 8 ctia niém mac t cung, bao gdm
avB3 va HOXAI10 integrin, yéu tb tc ché
bach ciu (LIF), L-selectin va sy hinh thanh
céc pinopode.

Nghién ctu tién ctu ctia ching t6i thuc
hién tai Pon vi HS trg sinh san IVEMD —
Bénh vién My Ditc, tién hanh trong thoi gian
2 niam, theo doéi két cuc tré sinh séng trong
phéc dd chufn bi niém mac ti cung stt dung
letrozole cho phu nit hoi chitng budng tring
da nang ngudi Viét Nam!¢. Két cuc chinh cta
nghién cttu ghi nhan duoc [a 58,1% tré sinh
song, chitng minh letrozole ¢6 hiéu qua trong
chufn bi niém mac t cung cho nhém phu nit
nay. K&t cuc phu ctia nghién ctu [a dic diém
cta chu ky chuin bi niém mac t& cung st
dung letrozole, bién ching thai ky va két cuc
san khoa va so sinh. Nhin chung, chu ky st
dung letrozole c6 dic diém la gay phat trién
va phéng noan don noan, thoi gian chuin bi
niém mac t cung ngin va ty 1é hay chu ky do
nang noan khong phét trién hodc niém mac
tit cung mong thip (Hinh 3). Tuy nhién, vin
can thém nhiéu bang chitng tit nhitng nghién
cttu 16n hon dé khing dinh nhing két luan
nay'e.

Metformin la thudc ting nhay cam insulin
da dugc ching minh qua nhiéu thtt nghiém
dudi 1am sang va 1am sang cho théy tinh hiéu
qua trong cai thién sttc khde niém mac tit cung
& phu nit hoi chiing budng tring da nang. Téc
dong hé théng cta metformin gidp cai thién
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ndng do AMH va hinh anh budng tring dang
danang (ha thip ndng do estrogen), tinh trang
cuong androgen, chitc ning phong noan va
chu ky kinh nguyét, giam can, ting nhay cam
insulin va giam dap G¢ng viém toan than. Tai
niém mac tit cung, metformin tidc dong trirc
tiép 1én con dudng steroids thong qua co ché
diéu hoa biéu hién thu thé, co—activators va
con dudng sau thu thé cua steroids (estrogen,
androgen, progesterone), didu hoa hoat dong
chuyén héa glucose thong qua tic dong lén
con dudng tin hiéu insulin va cic kénh van
chuyén duong, tic dong khang viém/mién
dich ciing nhu tii phan b6 mach méu trong
co va dudi niém mac t cung®. Mic du ¢6 rét
nhiéu thtt nghiém ching minh tinh hiéu qua
vé mit sinh Iy ctia metformin, tdng quan hé
théng'? va mot sé RCT gan day chua ung ho
quan diém v& hiéu qua lam sang thuc sy cta
metformin 1én két cuc thai ky, dic biét trén
khia canh gidm ty 1¢ sy thai.

Mot vai phuong 4n khac da ting dugc
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Hinh 3. Letrozole Ung dung trong chuan bj
niém mac tJ cung chuyén phéi tr
& phu nT héi chdng bubng trdng da nang.
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dé cap dya trén co sé ly thuyét ban dau vé
tén thuong niém mac t&t cung & phu nit hoi
chiing budng tritng da nang, nhim muc tiéu
cai thién ty 1& lam 8 & phu nit thyc hién thu
tinh trong 6ng nghiém, tuy nhién da phan
khong thuc sy ching minh dugc tinh hiéu
qua qua cic thit nghiém 1am sang. Mot vi du
dién hinh la phuong phép giy ton thuong
niém mac tit cung chu dong (cao niém mac
t&t cung). Co ché gid dinh cta phuong phap
nay 12 tao ra mdt chudi nhitng phan tng sinh
hoc ctia ddp tng viém lam ting s& lugng
macrophages/té bao dendritic va cytokines
tién viém gitp phoi lam t6 tbt hon. Tuy nhién,
dang tiéc rang ky thuat nay cho t6i thoi diém
hién tai vin chua ching minh duoc tinh hiéu
qua thuc sy 16 rét'®) tham chi, nguge lai c6
thé gay hai cho niém mac tt cung. Vi nhitng
hiéu biét hién tai v& mit co ché phan ti, chéc
chén ring trong tuong lai, viéc thay d6i biéu
hién gen bing liéu phap gen hoic liéu phap
té bao gbc sé duge thit nghiém dé tim hudng
di méi trén ching duong chim séc stc khoe
cho phu nit hoi ching budng tring da nang
day gian nan va thach thic nay.

KET LUAN

Nhiéu ching ct khoa hoc truc tiép va
gian tiép da chi ra anh hudng ctia tdn thuong
niém mac tt cung dén chtc ning sinh san &
phu nit hoi chitng budng tring da nang va
tiém ning cta nhiéu chién lugc chim séc
sttc khoe niém mac tt cung cho phu nit hoi
ching budng tring da nang véi kiéu hinh
khac nhau. Tuy nhién, cho dén thoi diém
hién tai, vin chua c¢6 bat ky huéng din 1am
sang cu thé va théng nhit nao vé vin dé nay.
Do dé, cac bac si lam sang can phai tinh té
trong viéc két hop Iy thuyét co ché phan tu,
bang ching y hoc va kinh nghiém thuc t& dé
ap dung trén ngudi bénh. Vi tinh chit phic
tap va tAm quan trong cua hd trg sinh san



trong hoi ching budng tring da nang, viéc

chiam séc sttc khoe niém mac tt cung cho

phu nit hoi ching budng tring da nang thuc

su 1a mot nghé thuit, va bac s 1am sang hd

trg sinh san thuc su 13 mot nghé si.
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