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Bénh vién My Dic

Trudng thanh noan trong éng nghiém
(IVM — in vitro maturation) 1a mot k§ thuat
ton tai gAn mot thé ky, dugc md ta lan dau trén
tho ndm 1935 va trén ngudi vao nam 1944
b&i Rock va Menkin!!. Hién nay, IVM duogc
4p dung chu yéu dé diéu tri hd trg sinh san &
phu nit ¢6 hoi chiing budng tring da nang,
phu nit c6 hoi ching dé khang gonadotropin
va bao ton kha sinh san & bénh nhan ung
thu. IVM dem lai nhiéu lgi ich dbi véi bénh
nhan nhu: khong tiém hay tiém thudc rat
it, khong can theo déi nhiéu, gidm thoi gian
diéu tri va chi phi diéu tri, loai bd nguy co
hoi chiing qua kich budng tring (OHSS —
Opvarian hyperstimulation syndrome); tit do,
tang tinh an toan va than thién trong diéu tri
cho nguoi bénh.

SINH LY TRUGNG THANH NOAN

VA NGUYEN TAC CO BAN

CUA IVM

Vai trd ctia bao toan sy toan ven

ctia khéi té bao quanh noan — noan

(COCs — cumulus — oocyte complexes)

Quy trinh IVM bao gdm: thu thap nhing
noan chua trudng thanh & giai doan GV va
nudi cly trudng thanh noin dén giai doan
trung ky giam phan II (MII), ddng thoi ddm
bao su nguyén ven cta phic hop té bao quanh
noan — noan (COCs). Sy toan ven ciia COCs
]2 nén tang thanh coéng ctia IVM; trong do, té

bao cumulus (CCs) ¢6 vai tro 1a t& bao sinh
dudng hd trg su phat trién va trudng thanh
cia noan. COC 1a mot mang ludi té& bao
phtc tap, 3 chiéu, bao gdm té bao mam va
té bao soma, dugc xay dung xung quanh mot
mang ludi phic tap céc lién két xuyén mang
trong subt (TZPs — transzonal projections).
TZPs gitp trao d6i céc vi chit chuyén héa,
cac phan tit diéu hoa quan trong nhu cAMP/
c¢GME, cho phép CC cung cAp mRNA cho
noan (Hinh 1).

Loai bé COC khoéi nang noan lam t6n
thuong va pha hiy cic mang ludi truyén tin
hiéu gitta té bao hat-noan qua TZP va GJC,
lam suy yéu kha ning phat trién ctia noan.
Viéc duy tri tin hiéu giita té bao hat va noan
sau choc hit ¢ thé tién hanh bing céch tc
ché gidm phan, ngin chin pha v& tdi mam
(GVBD — GV breakdown), duy tri mang
lusi TZP/GJC bing cAMP va/hoic cGMP dé
ngin chin sy hoat héa 3 — alpha — phosphodi-
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Hinh 1. Sy toan ven ca COC
l& y&u t6 quyét dinh dé IVM thanh cong.
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esterase ctia noan, ngin GVBD sém. Do do,
bao ton duge mang ludi két ndi t& bao hat —
nodn, day 1a nén tang co ban cta IVM 2 pha.

O phéc dd IVM khong mdi hCG trude
day (standard IVM), COCs dugc nudi chy
trudng thanh trong moi truong cd protein,
FSH, hCG, EGE estradiol,... ma khong c6 su
toan ven cta khdi t& bao quanh noan, thiéu
su dong bd trong trudng thanh nhan va té
bao chit (Hinh 2). Mbi trudng nudi ciy nay
khong sinh 1y vi noan tit cdc nang > 6 mm
trudng thanh ty phét trong dng nghiém ma
khong c6 tin hiéu phtt hgp nhu noan trong co
thé. Didu nay c6 thé giy anh hudng lén két
cuc thai & cac chu ky nay.

TZPs

Hinh 2.
(A) Phuc hgp t€ bao quanh nodn - noan (COCs);
(B) Hinh &nh mang ludi phic tap cta cac phic hop
lién két xuyén mang kéo dai tU cac t& bao hat dén
noan bao.

Céc thach thic sinh hoc chu yéu

cua IVM va giai phap
— Nodn tit cdc nang c6 héc nhé chua phat
trién hoan toan: c¢6 thé ding FSH ngoai sinh
gitp trudng thanh nodn trong co thé. Tuy
nhién, can dit lidu tit cdc nghién ctu thiét
ké chit ché dé kiém ching diéu nay. Hién
tai, chiing t6i dang tién hanh mot nghién ctu
thtt nghiém 14m sang so sanh hiéu qua cua
mdi so véi khong moi FSH & céc chu ky diéu
tri [VM.
— Noan thudng trudng thanh ty phat sau
khi bi liy ra khoi nang: diing cc chit tc ché
giam phan ngin chin qué trinh trudng thanh
tu phat ctia noan.
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— Noéan trudng thanh trong 6ng nghiém
khong duge tiép xdc day du véi dong théc
tin hiéu tit budng tring nhu qué trinh trudng
thanh ty nhién trong co thé. Natriuretic
peptide type — ¢ (CNP) Ia chét tc ché trudng
thanh noan ti t& bao hat; CNP kiém so4t
téng hgp cGMP & té bao hat, thong qua dé tc
ché phosphodiesterase, diéu hoa AMP vong
trong noan cting nhu GVBD (Hinh 3A); LH
khong tac dong truc tiép 1én COCs ma hoat
hoéa dong thic cac yéu tb ting trudng biéu bi
(EGFp) trong trudng thanh noan (Hinh 3B).
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Hinh 3. Cac co ché uc ché gidm phan cla noan.

SU PHAT TRIEN CUA IVM

Tién bo quan trong nhit trong k§ thuat
IVM Ia hé théng nudi cAy 2 pha (biphasic
IVM system — CAPA IVM) dugc nghién citu
trong nhiéu nim va chinh thic cong bd két
qua 4p dung nam 2020. Hé théng nay gdm
hai pha:

— Pha 1: t@c ché gidm phan bing CNP

— Pha 2: kich hoat qu4 trinh gidm phan gidp
giai quyét dong thoi céc théch thic sinh hoc
cua [VM.

Hé théng nuoi cAy 2 pha gidi quyét phan
16n céc thach thic sinh hoc ctia IVM bing
cach ngin chin qui trinh giam phan ty phat
cta nodn sau choc hidt va bao tdn mang luéi



TZP/GJC. B sung CNP vao pha 1 khi noan
dang trong qua trinh phién ma, tit d6 hoan
thién sy dong bd trudng thanh nhan va té
bao chit ctia non trude khi giim phan hoan
thanh & pha 2 gitp giai quyét thach thic dau
tiéen ctia IVM. Céc gia thuyét hién tai cho
rang hé théng IVM 2 pha dem lai hudng tiép
can sinh Iy hon, bao vé mang lusi GJC & giai
doan td4i mam.

UNG DUNG IVM TREN LAM SANG

IVM trong héi chitng budng trimng da nang

Nodn thu duge tit cdc nang ¢6 héc nho,
vGi dudng kinh 2 — 10 mm. DAy [a kich thudc
nodn Iy tudng cho IVM. Trén thuc té, khoang
80% nang nodn & budng tritng cic phu nit hoi
ching budng tring da nang ¢6 dudng kinh <
6 mm khi dugc choc hat. Mdi FSH trude khi
thu thap noan vi cic nang noan nhé (2 - 6
mm) biéu hién nhiéu thu thé FSH, va FSH
ting cudng sy phat trién clia nang noan cing
nhu ting tdng hop estradiol. Mdi hCG chi ¢6
lgi cho COC tit cic nang noan 16n khi thu thé
LH duoc biéu hién trén té bao hat. Khi hCG
kich hoat céc tin hiéu khong pht hop trén
cdc nodn c6 té bao chét chua trudng thanh
c6 thé gy tdn hai téi su phat trién noan, cit

dat cdc mang lusi TZP va GJC. Mbi hCG

IVF/ICSI
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trong hoi chitng budng tring da nang khong
6 hiéu qua dang ké & cdc bénh nhan khong
duge dung FSH truge do, ty 1é thai lAm sang
mbi chu ky chi khoang 26% sau chuyén 2 —
4 phoi. Dang chd ¥, khi ding FSH liéu thap
don doc & cac bénh nhan hoi ching budng
tritng da nang, ty & thai [Am sang khoang
39,7% v6i luong phoi chuyén thap hon (1 -2
phoi). Khi két hop mdi FSH va hCG & bénh
nhan hoi ching budng tring da nang, ty 1é
thai lam sang 14 38,8% khi chuyén 2 — 4 phoi.
Khong ghi nhén sb luong phoi thu duge hay
ty 1& thai 1Am sang dugc cai thién & nhém
mdi hCG khi thyc hién IVM. Mot nghién
ctu trén bénh nhan hoi chitng budng tring
da nang chtng minh 4p dung hé théng IVM
2 pha thu dugc nhiéu noan trudng thanh hon
IVM tiéu chufn, dic biét & cdc nang noan
< 6 mm, tit d6 ting ghp doi luong phoi cb
thé chuyén cho bénh nhén, ting s phoi chét
lugng t6t, tang ty 1é cé thai.!™

Ap dung IVM & bénh nhan méc

hoi chitng budng tritng dé khang

gonadotropins hozc bat thudng trong

giam phan

V6i nhing bénh nhan dé khiang FSH
noi sinh va ngoai sinh, cdc nang noan hiém
khi phat trién xa hon giai
doan nang c¢6 héc nhd.
Nguyén nhan cé thé do
bat thudng di truyén hoic
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Hinh 4. Cac kiéu thyc hién ky thuat IVM hién nay.

tu mién. Trudc khi IVM
duge 4p dung cho nhém
bénh nhan nay, phuong
4n duy nhét khi diéu tri hd
trg sinh san 13 xin noan.
Tuy nhién, nho IVM, t6i
nay da cé nhiéu hon 10
tré khde manh dugc sinh
ra nho ki thuat IVM & cac
bénh nhan nay. Diéu nay
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c6 ¥ nghia dic biét vi gitp mang lai co hoi
lam me di truyén cho bénh nhan, nhit [a &
cac qubc gia khong cho phép xin noan'?.
Bén canh d6, trong thuc hanh lam sang
ciing c¢6 nhiéu trudng hop khong thu duoc
noan MII. Nhitng bénh nhan nay c6 sinh ly
bénh khong 16 rang nhung thudng cé bat
thuong di truyén, din dén khong thé vuot
qua tc ché gidm phan. Do d6, IVM ¢6 thé
duge chi dinh cho nhém bénh nhan nay.

IVM nhim bao tdn kha ning sinh san

& bénh nhan ung thu

Dé bao ton kha ning sinh san cho bénh
nhan ung thu, ¢6 thé phiu thuit liy mod
budng tring dé trit hodc choc hit noan non
qua nga Am dao. So vdi cac hé théng IVM
trude day, mot nghién ctu gin day cho théy
ky thuat CAPA — IVM c6 ty 1é trudng thanh
noan cao hon IVM tiéu chudn, ciing nhu ty
1¢ hinh thanh phoi nang. Do d6, c6 thé duge
4ap dung dau tay cho nhém bénh nhéan nay vi
it ton thoi gian, khong ting ndng do estradiol
phi sinh Iy, chi phi thap, c6 thé didu tri song
hanh véi cic mo thic diéu tri ung thu khéc.

Trudng thanh noan non nhu diéu tri

b6 sung cho cac chu ky thu tinh éng

nghiém (IVF)

Céc béo cdo gan day vé IVEM chu ky tu
nhién® & cac phu nit Trung Qubc tré tudi
cho thiy phan 16n cdc COCs tit céc nang
noan (8,3 + 4,8 noan) c6 kha ning phat trién
thanh phoi binh thuong. Sau khi chuyén
2,8 = 0,8 phdi, ty ¢ thai [Am sang mdi chu
ky chuyén phoi 1a 34,5% va ty 1& sdy thai 1a
27%. Nghién cttu khac ciing ghi nhan tiém
ning phat trién thanh phoi tbt va tré sinh ra
khong c6 sy khéc biét vé ty 1é di tat bAm sinh
so v4i tré sinh tit nang noan vugt trdi. Thu
thap COC:s tlt nang noan nho ¢6 ty 1é tré sinh
sbng 1a 12,8% trong cac truong hop khong
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tim thiy noan trong cdc nang vuot troi (hoi
chiing nang tring trong).

Trudng thanh cic noan non nhu mot
didu tri bd sung cho IVF c¢6 kich thich
budng tritng

Trong phac d6 IVF thudng quy, kich thich
budng tritng bang gonadotropins dugc tién
hanh trong 7 — 12 ngay, sau d6 khéi dong
trudng thanh noan bing hCG hoic GnRH
ddng van. Cac noan thu dugc sau 36 gidy cé
mic do trudng thanh khac nhau (MII, MI,
GV). Ty 1é¢ noan khong trudng thanh thuong
<15%. Doi khi ty 1é noan khong trudng thanh
cao khién cac nha phoi hoc lua chon “rescue
— culture” cic noan GV. Phan tich nhiém séc
thé ctia noan khong trudng thanh sau kich
thich budng tritng ghi nhén tan suit léch boi
cao, cing nhu bat thudng té bao chit va gen
16 rét. Do d6, rescue IVM & ngudi con bi hoai
nghi vé ting dung 1am sang va tinh an toan.

IVM & céac bénh nhan ¢6 phéng noan

SauerbrunCutler va cdng sy!*! da nghién
ctu IVM (c6 mdi FSH) trén 1026 phu nit
c6 chu ky kinh nguyét binh thuong, AFC
va AMH binh thudng. Két qua ghi nhan ty
16 noan thu dugc thip hon (4 — 12 noan).
Luong noan thu dugce thdp hon so véi bénh
nhéin c¢6 hdi chitng budng tring da nang, sb
phoi chuyén duge thip hon; dan téi ty 1é
thai 1am sang thip hon mdi chu ky (15,1% —
26,4%) sau khi chuyén 2 — 3 phoi. Mic du ty
1é mang thai tt IVM & bénh nhan ¢6 phéng
noan binh thuong con thip (15 — 30%), hy
vong céc tién bo trong cong nghé nudi cly cé
thé khuyén khich bénh nhan i loan déng
méau, bénh nhin c6 nguy co ting dong cao,
da ting thit bai véi IVF khong 16 nguyén
nhén, hién nodn hoic c4c phu nit khde manh
mudn trit noan lya chon IVM véi vu diém
vé su than thién va tinh an toan cta phuong
phép nay.



IVM & bénh nhan khong phéng noan
c6 ké hoach gay phéng noan két hop
bom tinh tring vao budng tt cung (Ol

- 1UI)

OI/OI — IUI c6 thé dugc chi dinh cho
bénh nhan hoi chiing budng tring da nang
3 — 6 chu ky stt dung letrozole (dau tay) hoic
clomiphene citrate. Nhitng bénh nhan thit
bai diéu tri gdy phéng noan véi thubc ubng
c6 thé duge chuyén sang gonadotropins.
Gay phéng noan bing FSH cho hiéu qua thu
thai cao hon so v6i clomiphene citrate & cac
bénh nhan rdi loan phéng noan do hoi ching
budng tring da nang. Tuy nhién, tAn sut da
thai ctia OI/OI - IUI [én t6i 30%, dic biét khi
dung gonadotropins. IVM ¢6 thé ¢6 loi cho
céc bénh nhan thét bai véi OI/OI — IUI bing

thudc udng vi tinh than thién, an toan.

IVM & céac bénh nhan dap tng kém véi

kich thich budng tritng

Dii rescue — IVM ¢6 thé gitp tang s6 lugng
phoi chuyén va mot sb it thai ky dién tién, ky
thuét rescue IVM khong thay déi ty 1é 1am t8
va mang thai & cac bénh nhan diéu tri IVF dap
ting kém véi kich thich budng tring. Két hop
kich thich budng triing va rescue IVM dudng
nhu khong cai thién két cuc & bénh nhan dap
tng kém, c6 thé dung k§ thuat IVE/M chu ky
nhan tao thay thé & nhém bénh nhan nay. O
cac bénh nhan dap dng kém, noan ty nhién
cho hiéu qua tuwong duong véi noan do kich
thich, va ndi mac & cac chu ky khong kich
thich c6 co hoi chdp nhan phdi cao hon. Do
d6, IVM khong dugce chi dinh & cac truong
hop dép tng kém kich thich budng tring, véi
du trit budng triing thip.

HIEU QUA IVM TREN LAM SANG

Hiéu qua ctia IVM tiéu chuin kém hon
IVF trong diéu tri hd trg sinh san lién quan
dén hoi ching budng tring da nang, bao gdm

ty 1é thai cong don thip hon vi su thét tho4t
c4c noan non trong qua trinh nudi cAy cing
nhu gidm tiém ning cic noan thu tinh cé
thé phat trién thanh phdi nang. Do d6, bénh
nhan c6 it phoi du ra dé trit dong so véi cac
bénh nhan diéu tri IVE Ty 1¢ lam t8 thip sau
chuyén phéi twoi khong duge ghi nhan trong
cac ca IVM duogc mdi FSH va hCG. Phuong
phap nay cho phép ndi mac ting sinh day da
v6i estradiol, va hCG gitp hoang thé hoat
dong tbt hon dé hd trg phoi, din dén ty 1é
lam t8 dat 26%. Do d6, chuyén phdi tuoi
trong cc chu ki IVF rit gon c6 thé duoc lua
chon.

V6i hé théng IVM tiéu chuin hoic
CAPA-IVM (2 pha), chién lugc trit dong
toan bd dugc xem 1a bit buoc dé tbi wu hoa
hiéu qualP®. Dit liéu tit cAc nghién ctu mdi
nhét vé ky thuat CAPA — IVM trén cac bénh
nhan hoi ching budng tring da nang ghi
nhan ty 1& lam t6 35 — 47%719. Nhing dit
liéu nay nén dugc xem xét k§ dua vao ky vong
lam sang theo thoi gian, cAn nhic su khéc
biét vé chiing tdc, tudi, giai doan ciing nhu sb
lugng phoi chuyén & céc trung tAm khéc. Tuy
nhién, c6 thé két luan ring: trudng thanh
noan trong 6ng nghiém 1a mot Iva chon hip
din déi v6i cdc bénh nhan cé ganh ning vé
tai chinh va gidp gidm liéu thubc ciing nhu
céic tac dung phu lién quan.

TINH AN TOAN VA

CAC VAN BE SUC KHOE DAI HAN

DPén nay, chua c6 cic bt thuong diu 4n
gen dugc phat hién trong mau cudng rén va
vi nhung mao banh nhau cua tré sinh ra t
IVM c6 mdi hCG"?. Sitc khoe céc tré sinh ra
nhd IVM (cht yéu & cic phu nit hoi ching
budng tring da nang) cho thay két cuc chu
sinh binh thudng, nhung it nghién ctu c6
so sanh v6i nhom chitng. Nhin chung, cic
dit liéu cho théy sy phat trién tAm than, vin
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dong cta tré sinh ra sau [IVM khong c6 khac
biét dang ké so véi cac phuong phép hd trg
sinh san truyén théng. Mot nghién ctu gin
day khong ghi nhan bt ky hé qua tiéu cuc
nao tit k§ thuat IVM khi so sanh tré duoc
sinh ra nho ky thuat CAPA — IVM so véi cac
tré dugc thu thai ty nhién cho dén 66 thang

tudil'l.

Ciéc khuyén céo hién tai vé IVM
Khuyén cdo ciia Hiép héi Y hoc sinh san
Hoa Ky (ASRM) ndam 202112
— Trudng thanh nodn non trong 6ng nghiém
duge chinh thitc cong nhan 1a mot k§ thuat
hé trg sinh san thuc thu.
— Khong con duge xem 1a mot ki thuat didu
tri & giai doan thit nghiém.
— Ké&t qua nhiéu trién vong ciua IVM cho
thiy tiém ning Gng dung ngay cang rong rai
trong tuong lai trén nhiéu nhém bénh nhan
khac nhau.
Huwéng dan quéc té ddanh gid va qudn ly
hoi chitng budng tring da nang duwea trén
y hoc bang chitng nam 202313
— IVM ¢6 thé dugc chi dinh & phu nit ¢6 hoi
chiing budng tring da nang nhu diéu tri thay
thé IVF/ICSI ¢6 kich thich budng tring, phoi
duge luu trit cho céc chu ky chuyén phoi tiép
theo, hoan toan triét tiéu nguy co hdi chiing
qué kich budng tring, tuy nhién ty 1& tré sinh
sbng cong don thip hon.
— (6 thé can nhic chi dinh diéu tri dau tay
bang IVM va ICSI.
Khuyén cdo vé bdo ton khd ning sinh
sdn cua Héi Sinh sdn Ngwoi va Phéi hoc
chau Au nam 2020
— IVM nén dugc xem la nhu mdt phuong
phép bao ton kha ning sinh san mai.
— IVM nén dugce thuc hién bdi cac chuyén
gia khi cAn trit dong noan trong trudng hop
kich thich budng tring khong kha thi.
- Trudng thanh noan dugc thu thap tit budng
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tritng ngodi co thé c6 thé duge 4p dung.

KET LUAN

DPon gian héa trong diéu tri vo sinh bing
IVM la phuong phép tiém ning cho phan
16n céc cip vo chong hiém mudn. IVM giam
dang ké thoi gian diéu tri va nhu cu st dung
thudc, doc lap véi chu ky kinh nguyét dé
thu thap nodn, khong c6 bién ching va tic
dung phuy, gid thanh thip hon IVF truyén
thdng nhit 13 & nhém phu nit ¢6 hoi ching
budng tring da nang va du trit budng tring
binh thudng hodc cao. Trong mot sb trudng
hop, IVM chitng minh hiéu qua va wu diém
vuot trdi ctia minh nhu hoi ching dé khang
gonadotropin va bao ton kha ning sinh san.
V6i nhing hiéu biét ngay cang sdu sic vé
sinh Iy nang noan cling v4i nhitng cai thién
trong nudi ciy trudng thanh noan, IVM hia
hen sé 1a k§ thuit hd trg sinh san phd bién
cta tuong lai khong xa.
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