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GIOI THIEU

Suy budng tring sém (primary ovarian
insufficiency — POI) 1a mot tinh trang 1am sang
phtc tap, con chua c6 sy thdng nhit r6 rang vé
thuat ngt va dinh nghia. T khi tic gia Fuller
Albright va cong su m6 ta vé POI nim 1942, ¢6
nhiéu bai bio khéc nhau duoc cong bb vé nhing
vAn dé xung quanh tinh trang nay véi nhiéu
thuat ngtt khic nhau nhu: premature ovarian
failure, premature menopause, early menopause,
premature ovarian aging,... bé théng nhét vé
thudt ngit st dung, Vién Stc khée Qubc gia
Hoa Ky (National Institutes of Health — NIH)
da dé xuét st dung thuat ngit primary ovarian
insufficiency — POI dé mo ta tinh trang trén, va
ESHRE ciing dong thuin véi tén goi nay trong
khuyén cdo ctia minh nam 2015. Theo ESHRE,
POI [2 mdt hoi ching [Am sang, dinh nghia bdi
tinh trang budng triing mét chic ning trudc nim
40 tudi, dic trung bdi ri loan kinh nguyét (kinh
thua hoic vo kinh) két hop véi tinh trang ting
gonadotropin va ndng do estradiol thap!!. Theo
udc tinh, c6 khoang 1/250 ngudi nit dudi 35 va
1/100 ngudi nit dudi 40 tudi bi POL C6 hon 90%
s& trudng hgp POI chua rd nguyén nhén, vi vy,
viée didu tri dic hiéu la hoan toan khong thé,
va cdc phuong phép diéu tri dén thoi diém hién
tai déu 1a didu tri triéu ching. Vi POI x4y ra &
dd tudi sinh san, vi vy, cAu héi lam thé nao dé
ngudi phu nit bi POI ¢6 thé c¢6 con van la mot
vAn d& héc baa trong ky thuat hd trg sinh san.

NGUYEN NHAN

Di truyén

Nhiéu nghién cttu cho thiy nhing dot bién
gen trén ca nhiém sic thé thudng va nhiém sic
thé gidi tinh déu c6 thé gay POI. Nhitng dot bién
thudng dugce dé cap bao gdm chuyén doan gitta
nhiém sic thé thudng va nhiém sic thé X, hoi
ching Turner, trisomy X, dot bién va tién dot
bién (premutation) ctia nhitng gen lién két véi
nhiém sic thé X...

Réi logn di truyén lién quan dén

nhiém sdc thé X

Hoi chitng Turner chiém ty 1¢ khoang 1/2.500
bé gai dugc sinh ra. Mot trong nhing dic diém
ctia hoi chitng Turner 1a POL. O bao thai mang
hoi ching nay, bit dau tir thang tha 3 cua thai
ky, qué trinh chét theo chuong trinh ctia noan bi
day nhanh, va chi ¢6 10% phu nit c6 hoi ching
Turner ¢6 thé c¢6 biéu hién day thi, va mot sb
hiém c6 thé c6 thai ty nhién. Mot sb gen khac
cing c6 lién quan dén POI bao gdm Zinc finger
X — chromosomal protein (ZFX), ubiquitin
specific peptidase 9 X-linked (USP9X) va Bone
Morphogenetic Protein 15 (BMP15). Nhiing
gen nay nam trén nhanh ngin cta nhiém sic thé
X (Xp). Mot sb dot bién cAu tric khac nhu thém
hoiic mét doan, lip doan, ddo doan nhiém sic
thé X cing c6 thé gay POL Bt thuong vé sb
luong nhu thé tam nhiém X ciing ¢6 bing chiing
cho thiy c6 lién quan dén POI Mot sb nghién
cttu khéc ciing cho thdy méi lién quan gitta dot
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bién di hop tit BMP15 va POL Protein nay dugc
ma hoa bdi gen Xp11.2, va khi loai bd gen nay &
budng tring ctia chudt, ngudi ta thiy cé sy phat
trién trd lai ctia nang noan'?.

Tién dot bién héi chitng X dé gay (fragile X)

Hoi ching X dé giy gay ra bdi dot bién gen
FMRI1 ma héa protein FMRP. Protein nay gitp
san xult nhitng protein khéac, déng vai trd quan
trong trong sy phét trién cta cic diém nbi
(synapse) than kinh. GAn nhu tht ca cdc dot bién
fragile X déu la do lap doan ctia bd ba CGG, nim
trén gen FMR1. Binh thudng, bd ba nay chi dugc
lip lai tit 5 dén 40 1an. Trén ca thé mang dot bién
FMRI1, b ba nay duogc lip lai hon 200 lan. Sy
lip lai nay lam gen FMRI bi bt hoat, din dén
khong san xuit dugc FMRP. FMRP bi thiéu hut
din dén rbi loan hoat dong ctia hé than kinh,
dua dén cac biéu hién cua hoi chiing X dé& gay.
Nhing c4 thé ma bo ba CGG chi lip lai tit 55
dén 200 [An dugc goi la c4 thé mang tién dot
bién fragile X. Vi mot Iy do chua biét 16, céc tién
dot bién FMR1 lai ddn dén sy san xuét qui mic
mRNA dich ma cho FMRP ¢6 chita viing lip lai
ké trén. Nguoi ta cho rang su san xuét qua mic
nay sé khién cdc mRNA gin két vao céc protein
khéc, khién céc protein nay bi bit hoat?!. Bén
canh POI, céc ca thé nay c6 thé cé biéu hién thé
nhe cta hoi ching X dé gay hoiic ¢6 thé ¢ cac
biéu hién trdm cam hodc lo 4u hodic nhing biéu
hién hanh vi twong ty nhu ty ky (autism-like),
do sy san xuét cia FMRP bj giam di'*!.

Céc nguyén nhan khac

Khong chi nhitng dot bién trén nhiém séc
thé X ma nhitng dot bién trén nhiém sic thé
thudng cing c¢6 thé gay POI, bao gdm: dot bién
thu thé FSH va LH, galactosemia, Forkhead Box
protein L2 (FOXL2), Newborn ovary homeobox
gene (NOBOX), Growth/differentiation factor
9 (GDF9), Splicing factor 1(SF1), Inhibin alpha
(INHA), ... (Hinh 1). Dayla cdc gen c6 lién quan
dén su chiéu md so cAp nang noan (NOBOX),
su ché tiét FSH (INHA) hoic su biét héa té bao
hat (FOXL2).
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Thiéu hut enzym va protein cé lién quan
dén qué trinh san xuit steroid sinh duc, vi du
17a-hydroxylase va aromatase ciing c6 lién quan
dén POL.

Céc bénh Iy tu mién chiém 15 — 20% nguyén
nhan gay POL Céc bénh nay bao gdm: bénh
Addison, bach bién, nhuoc co, hoi ching
Sjégren, lupus ban do hé théng, bénh celiac, ...

Mot s6 bao céo don 1¢ cho thiy c6 mébi lién
quan giita tiém ngita vaccine HPV, nhiém CMV,
varicella zoster va POI, tuy nhién, day Ia nhiing
nghién cttu nho 1¢ va chua da ching ci dé dua
ra két luén cubi cting!?’.

Nhiéu tai liéu cho thiy héa tri hoic xa tri ung
thu c6 thé gay POL Héa tri c6 thé giy chét té
bao theo chuong trinh cia doan hé nang nguyén
phat, t6n thuong vé md budng tring, ting qua
trinh thodi héa nang nodn. Cic nhém thubc
héa tri c6 thé gay doc trén budng tring dugc
liét ké trong Bang 1. Hau hét cdc héa chit gy
doc manh nhét dén sinh san déu thudc nhém
tac nhan alkyl h6ab!. Chinh vi vy, bénh nhan
ung thu trude khi diéu tri héa xa tri nén dugc tu
van k¥ ludng vé nhitng tic hai c6 thé c6 1én kha
ning sinh san, dic biét 1a & nhitng bénh nhan tré
tudi, chua c6 con (Hinh 1).

Yéu t6 méi trudng: mot sd béo cdo cho thiy
c6 mbi lién quan gitta hit thube 14 va do tudi
man kinh ty nhién, va ciing ¢6 thé 13 nguyén
nhan cia POI Thanh phan trong thubc 14 c¢6
chita nhiéu hydrocarbon thom da vong (PAH),
con té bao hat va noan chita thu thé véi PAH.
Su gin két gitta PAH va thu thé sé kich hoat
gen BAX (Bcl-2-associated X protein), lam khdi
dong qua trinh chét theo chuong trinh ctia noan.
Bén canh thubc 14, khéi (do dbt nhién liéu héa
thach), dioxin cting chita PAH!®' (Bang 1).

CHAN POAN

DPé chin doan xac dinh POI, cin ¢ 2 tiéu
chufn: (i) kinh thua/vd kinh trong it nhit 4
thang lién tuc va (i) ndng do FSH huyét thanh
> 25 mIU/mL, dugc do tai hai thoi diém cach
nhau it nhat 4 tuan'".
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Té bao hat

Hinh 1. Cac gen cé lién quan dén co ché bénh sinh cda PO,

Khi chdn doan mot trudng hop POI, cin
phan biét 16 rang véi chin doan giam dy trit
budng tring (diminished ovarian reserve —
DOR), vi tién lugng bénh khic nhau. Giam
du trit budng tring dic trung boi chu ky kinh
nguyét déu va ¢ su gidm sit vé cdc xét nghiém
danh gia du trit budng tring (xét nghiém nodi tiét
co ban, AMH hoic AFC). Phu nit don thudn c6
giam du trit budng tring vain c6 kha ning mang
thai ty nhién du khong cao, tuy nhién, thuong
c6 lién quan dén céc két cuc x4u sau diéu tri thu
tinh trong &ng nghiém (it/ khong tring/ phoi,
giam ty 1& lam 8, giam ty 1é thai, ting ty 1é siy
thai,...)™". Phu nit POI, bén canh nhiing tic
dong dén kha ning sinh san, cdn ¢6 nhing anh
hudng lau dai dén sitc khoe do tinh trang thiéu
hut estrogen kéo dai gay ra.

Trong trudng hop chin dodn nguyén nhan,
bénh nhan nén thyc hién cic xét nghiém di
truyén, thy didu kién va kha ning cta bénh
nhén va trung tAm nhu: nhiém sic thé do, dot
bién SRY, xét nghiém tién dot bién fragile X.
ESHRE khong khuyén cdo thuc hién cdc xét

nghiém tim dot bién trén nhiém sic thé thuong
mot cach thuong quy trén tit ca cdc bénh nhan
POI. Trong trudng hgp POI chua loai trit nguyén
nhan do céc bénh Iy tu mién, cdc xét nghiém
dénh gid autoimmune polyendocrine syndrome,
tu khang thé té bao steroid nhu ty khang thé
21-hydroxylase (210H-Ab), khang thé khéng
gidp (TPO-Ab) nén dugc thuc hién. Trong
trudng hop c6 bt thudng vé& cic xét nghiém
mién dich hay bénh Iy ty mién, bénh nhan nén
duge hudng dan dén kham bac si noi tiée!!.

CAC HUONG DIEU TRI HIEN TAI

TREN BENH NHAN MONG CON

Bdi vi tinh chit phic tap ctia POI, hién tai
vAn chua c6 mot phuong phéap diéu tri hiéu qua
trén nhom bénh nhan nay. Nhing phuong phap
didu tri hién tai bao gdm cai thién chét luong
cudc sdng va xin noan dé mang thai véi k§ thuat
thu tinh trong 6ng nghiém.

Theo mot phan tich trén 358 phu nit dugc
chan doan POI chua 6 nguyén nhan, trong vong
1 niam sau khi dugc chan dodn POI, ¢6 t6i 25%
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Bang 1. Cac nhém thudc hda tri va muc do gay tén thuong trén budng tring.

Thuéc Nhém

Chéc chan gay t6n thuong budng tring
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Nitrogen mustard

L-phenylalanine mustard

Mechlorethamine (Tac nhan alkyl hoa)

Mechlorethamine (Tac nhan alkyl hoa)

— Chlorambucil Mechlorethamine (Tac nhan alkyl hoa)
— Cydophoaphamide Mechlorethamine (Tac nhan alkyl hoa)
— Melphalan Mechlorethamine (Tac nhan alkyl hoa)
- Busulfan Alkylalkane sulfonate

Procarbazine
Dacarbazine

Doxorubicin

Cé thé gay tén thuang budng tring

Vinblastine

Cytosine arabinoside (Ara-C)

Substituted hydrazine
Tac nhan alkyl hda

Anthracydine

Vinca alkaloid

Dac t& bao (Antimetabolite)

— Cis-platinum Kim loai nang
— Carmustine Nitrosourea (Tac nhan alkyl héa)
— Lomustine Nitrosourea (Tac nhan alkyl héa)

Kha nang tén thuong budng tring thap

vP-16 (etoposide)

Imatinib

Methotrexate
Fluorouracil (5-FU)

6-mercaptopurine

Podophyllotoxin

Chaét Uc ché Tyrosine Kinase

Dac t€ bao (Antimetabolite)
Doc t& bao (Antimetabolite)

Dac t& bao (Antimetabolite)

- Vincristine Vinca alkaloid

— Mitomycin Khang sinh (Tac nhan alkyl hoa)
Khong ré

- vM-26 Podophyllotoxin

- Bleomycin Peptide

— Daunorubicin Anthracydine

Melphalan
Decarbazine

Vindesine
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Chloroethylamine
Substituted hydrazine

Vinca alkaloid



c6 dAu hiéu hoat dong trd lai cta budng tring,
biéu hién bang it nhAt 2 [An hanh kinh lién tuc
hodc c6 thai. C6 thai ty nhién dugc ghi nhan &
4,8% cac trudong hop. Cac yéu tb tién dodn cho
kha ning c6 thai ty nhién sau khi duge chin
doan POI bao gdm ndng do estradiol, inhibin
B, va sy hién dién ctia nang tha cAp trén siéu
am; ndng do6 AMH khong c6 lién quan dén tién
lugng ¢6 thai trén phu nit POI®.

Nhiéu phuong phap diéu tri dugc thit nghiém
nhu bd sung estrogen, gonadotrophin, hay
corticoid véi hy vong phuc hdi kha ning c¢6 thai
ty nhién. Mic dit mot sb thit nghiém [Am sang
ngiu nhién c6 nhém ching cho thiy cé thé c6
cai thién kha nang phéng noan trd lai khi dung
ethinylestradiol so véi gid dugc (4/25 so véi 0/25
trudng hop, p < 0,005”") hay dexamethasone
so v6i gid duge (6/29 so véi 3/29 trudng hop, p
= 0,00219), tuy nhién, c& miu nho va nhitng
chitng ct chua dd manh dé c6 thé dua ra mot
khuyén cdo. Trong huéng dan vé POI, ESHRE
nhén dinh khong c6 phuong phap diéu tri nao
lam ting ty 1é c6 thai tit nhién trén nhém bénh
nhan POI (khuyén cdo mitc do A)!,

Xin nodn la phuong phap hiéu qua nhét dbi
v6i nhitng phu nit POI mong con. Trudng hgp
mang thai thanh cong dau tién sau xin noin
duge bao cdo nam 198411 ké tit d6, xin noan
trd thanh huéng diéu tri duoc dp dung nhiéu
nhét dbi v6i nhém bénh nhan POI mong con.
Tuy nhién, nhing bién ching trong qua trinh
mang thai & bénh nhan POI nhu cic bénh ly
tang huyét ap thai ky, tién san giat, siy thai, bing
huyét sau sinh, thai chim ting trudng trong ti
cung... dugc ghi nhin ting tan suit & nhém
bénh nhan POI so véi dan s6 chung. Vi vy, qué
trinh theo déi va chidm soc sau khi mang thai &
nhém bénh nhan POI ciing 1a mot van dé 16n
can dugc quan tam.

Bén canh viéc diéu tri trén nhém bénh nhan
mong con, nhitng diéu tri gidp cai thién chit
lugng cudc sbng va ngian ngita cac bién chiing
do viéc thiéu hut noi tiét trén nhém bénh nhan
POI cing duge khuyén cdo trong rit nhiéu

huéng din vé liéu phap hormone thay thé cua
ACOG va ESHRE!.

CAC HUONG BI TIEM NANG

TRONG TUONG LAI

Té& bao gbe

Té bao gbc trong thoi gian gin day ndi [én
nhu mot phuong thite diéu tri tiém ning trong
rAt nhiéu linh vuc. Nguoi ta hy vong ¢6 thé thu
duoc nhitng noan trudng thanh va cé tiém ning
tit nhitng nang noan it 6i con lai trong budng
tring & nhitng phu nit POI sau khi diéu tri véi
té bao gbe.

Trong mdt nghién cttu ndm 2018, trén chudt
bi suy budng tring, viéc truyén té bao gbc tir tay
xuong gidp ting trong luong budng tring va sb
mach mau nudi dén mo budng tring, gidm qua
trinh apoptosis va ting s6 lugng nang c6 hbc, sb
lugng noan MII va noan thu tinh so v6i nhém
chiing. Trén nhém chudt didu tri bing té bao
gbc, nhém nghién cttu ghi nhan 3 trudng hop
c6 thai™. Bén canh t& bao gbc tit thy xuong,
rat nhiéu dong té bao gbc da duoc thit nghiém
nhu té bao gbc c6 ngudn gbc tit phdi thai
(embryonic stem cell — ESCs), té& bao gbc trung
mo (mesechymal stem cells — MSCs), té& bao gbc
van niang cam tng (induced pluripotent stem
cells — iPSCs),... Nhitng thtt nghiém nay hau
hét méi chi duge thuc hién trén chuot va két
qua van con khic nhau giita cac nghién cu!™.
Mot trong nhitng mbi quan ngai khién cac thu
nghiém nay van chua duge thuc hién trén nguoi
la tinh an toan cta né. Mot sb thtt nghiém trén
chuot cho thy nhing bién d6i bAt thuong vé
thugng di truyén va gidm phan & nhitng té bao
duoc phan chia tit t& bao gbe. Mot sb thit nghiém
cing cho thiy kha ning tao thanh khéi u khi st
dung té bao gbc.

Vi vay, mic dit duge nhan dinh 12 mdt hudng
di tiém ning, nhung vi co ché chua dugc hiéu 16,
cling nhu tinh an toan chua dugc chitng minh,
nén sé can nhiéu thoi gian va nghién cu nita
trude khi té bao gbec duge tng dung trén nhing
phu nit POL
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Hoat héa noan trong éng nghiém

(In vitro activation — IVA)

Hoat héa noan nguyén thiy [a qud trinh ma
cdc nang noan nguyén thay ti tinh trang nga
yén di vao qua trinh chiéu m¢. Chi mdt vai nang
nodn sau qua trinh chiéu md duge “stt dung”,
hau hét di vao qué trinh thodi héa. Hoat héa
noan trong 6ng nghiém (In vitro activation —
IVA) duoc cho 1a mot hudng di tiém ning méi
cho nhitng bénh nhan POI. IVA hoat dong dya
trén céc tin hiéu diéu hoa nhu tin hiéu Hippo va
phosphatase, tensin homolog (PTEN)/phospha-
tidylinositol-3-kinase (PI3K)/protein kinase B
(AKT) /forkhead box O3 (FOXO3). Viéc tim ra
duoc cac con dudng truyén tin hiéu nay gidp cac
nha khoa hoc c6 thé kich hoat cdc nang noan
nguyén thay di vao qué trinh chiéu mo. IVA da
duoc dp dung thanh cong trén mot sé bénh nhan
POI, nhitng ngudi chi con lai mot sb lugng it i
nang nodn nguyén thuy trén budng tring. IVA
cing 13 mot phuong phép tiém ning trong bao
ton kha ning sinh san cho nhitng bénh nhan
ung thu tré tudi, chua day thi. Tinh dén nam
2019, da c6 hon 10 em bé sinh séng sau phuong
phap nay duogc bao céo!™!. Nghién cttu dau tién
dugc thuyc hién bdi Kawamura va cong su. Trong
nghién ctu nay, phu nit POI dugc md noi soi
dé cit mot phan vo mo budng tring, nhiing mod
nay sau d6 dugc cit thanh nhitng miu mo nho
hon (1 x 1 em?, day 1 — 2 mm). Sau d6 cic nha
khoa hoc sé tién hanh nhuém mot sé miu mo dé
xéc dinh cé noan nguyén thuy hay khong, nhiing
mAau md con lai duge trit ddong. Sau khi x4c dinh
duge miu md budng tritng d6 con ton tai noin
nguyén thiy, nhitng miu mo con lai sé duge ra
dong va tiép tuc cit nho thanh nhing miu cé
kich thudc 1 — 2 mm? 1di cho vio mdi trudng
IVA trong 48 gid, sau d6 cdc mAu md nay dugc
rita sach va cly vao 16p thanh mac cta dng din
tring!®l.

Mic di duge ky vong 1a mot trong nhiing
phuong thitc didu tri méi cho bénh nhan POI,
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mot trong nhitng rao can khién IVA chua duge
4p dung rong rai d6 1a ty 1& thanh cong con thép,
khoidng 9%, so v6i 5% & nhiing phu nit POI
khong diéu tri va ¢ thai ty nhién. Bén canh dé,
mbi lo ngai v& IVA ¢6 thé gay ung thu khién
phuong phap mdéi chi dugc thuc hién rit de
ching trong mot sb nghién cttu dudi su cho phép
va gidm sdt chit ctia hoi dong dao dic nghién
ciull,

Nhu vay, mic du van chua c6 phuong phap
nao ching minh dugc tinh hiéu qua va an toan
cho bénh nhan POI, nhitng huéng di méi ké
trén cling md ra hy vong cho nhitng phu nit nay,
va hy vong trong thdi gian tdi sé cé thém nhiing
budc tién mai.
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