05

10

12

19

27

30

34

38

42

46

50

53

57

STuc lllc Y HOC SINH SAN TAP 53 — QUY 1/2020
CHAN DOAN TIEN SAN - Y HQC BAO THAI

DPanh gi4 nguy co di truyén trudec mang thai 62 Xét nghiém tién san & thai ky sau chuyén phoi
BS. Thai Doéin Minh, BS. Hd Ngoc Anh Vi da duoc xét nghiém di truyén tién lam t8

N .~ N A ) N . ThS. BS. Nguyén Khanh Linh
Gi4 tri cta siéu Am tam soat di tat thai & quy 3

BS. CKI L¢ Phudc Héa 65 Phoi kham trong giai doan phat trién tién lam t8
CNSH. Hd Lan Tram, ThS. Luu Thi Minh Tam,

Siéu Am d4nh gia tuyén e thai nhi )
ThS. Nguyén Ngoc Quynh

BS. Nguyén Vin Hién, BS. V6 T4 Son

70 Chéan doén tién san phoi tién lam t6 khong xAm 1in
dot pha hay thiéu kha thi?
BS. Nguyén Ha Ngoc Thién Thanh, ThS. BS. Than Trong Thach

Gié tri ctia siéu 4m Doppler 6ng tinh mach
trong siéu Am thai

TS. BS. Nguyén Thi Hong, PGS. TS. Lé Hoang,

GS. TS. Phan Trudng Duyét 74 Hb trg sinh san & phu nit 16n tudi

C1As ax BS. Mai Drc Tién
NIPT va sang loc di bdi dau tay

con nhitng rao can nio!? 78 Thuong di truyén (epigenetics) va nhitng vin dé
BS. Nguyén Ha Ngoc Thién Thanh, ThS. BS. Than Trong Thach lien quan dén cong nghé hd trg sinh san (ART)

. o o N N ThS. Lé Thi Thu Thao, CNSH. Nguyén Thi Minh Anh
Danh gid sém nguy co dai thao dudng thai ky:

sang loc két hop quj mot va phong ngita 83 Viéc tuan tha ché do an Dia Trung Hai va ty 16
BSN'T. TrAn Huy Phan, TS. BS. TrAn Nhat Thang thanh cong thu tinh dng nghiém & nhitng phu nit
mong con khong béo phi (ky 2)

BS. CKI Tang Quang Thai, BS. Trin Chiéu Thién Phic

ThS. BS. TrAn Bao Ngoc

Hoi ching truyén méu song thai cho nhan

BS. TrAn Doan Ta

K§ thuat can thiép bao thai bing kep tic day rén
& céc cip song thai mot nhau cé bién ching
ThS. BS. Pham Coéng Toan, ThS. BS. Trinh Nhuyt Thu Huong,
TS. BS. Tran Nhat Thing, TS. BS. Nguyén Hong Hoa

Du phong tién san giat bing Aspirin liéu thip:
khuyén cédo cAp nhat  BS. CKI Bui Quang Trung

Nhau tién dao: chin doan va quan Iy Jam sang
dya trén sifu Am  BS. Lé Pt Vinh, BS. Vo T4 Son

Phu thai  BS. CKI Le Tiéu My

Chan dodan trude sinh hoi chitng Joubert
BS. V& T4 Son, TS. P& Ngoc Han,
TS. Giang Hoa, TS. BS. Trin Nhat Thing

PGT-A trén bénh nhén l6n tudi: nén hay
khong nén  BS. Lé Khéc Tién, BS. Lé Thi Ha Xuyén

¢ PIoi viét bai Y hoc sinh sdn >

Y hoc sinh san tap 56 - Quy 1V/2020
Chu dé “Thoi diém va cac bién phap
chim dit thai ky”

Vui long nép bai trude 30/5/2020 Vui long nép bai trude 30/8/2020




PGT.A TREN BENH NHAN LON TUOL
NEN HAY KHONG NEN?

IVEMD Pht Nhuin

MG PAU

Léch boi 1a yéu td chinh giy nén nhitng bt
thudng nhu thit bai trong thu tinh éng nghiém,
sdy thai hodic thai luu. Nhitng tic dong nay lén
tam Iy va sttc khoe cta ngudi phu nit 1én dén
mic cic chuyén gia ctia American College of
Obstetricians and Gynecologists (ACOG) va
Society for Maternal-Fetal Medicine khuyén cdo
rang khong c¢6 mot nhém tudi hoic bbi canh
lam sang nao nguy co phoi léch boi du thip dé
khong thuc hién sang loc!'. Hau hét cdc bat
thudng vé léch boi ctia phoi c6 ngudn gbe tit qua
trinh phan chia bit thudng ctia noan, va hién
tuwong nay thudng xay ra & nhing phu ni 16n
tudi. Ky thuit chan doan di truyén tién lam t&
cho léch boi (Preimplantation genetic testing for
aneuploidy — PGT-A) ra doi gitip sang loc céc bat
thudng vé sb luong nhiém séc thé cta phoi, gitp
chon lua phdi tbt hon, rit ngén khoang thoi gian
tit khi diéu tri dén khi thanh cong, giam nguy co
say thai, thai luu va mang dén co hoi c¢6 bé khoe
manh binh thuong cho céc cip vg chdong 16n
tudi. Mic du ¢6 nhiéu lgi ich, nhung dén nay,
nhitng ciu hoi xoay quanh hiéu qua thuc sy ctia
k¢ thuit nay vin con tranh cai. Bai viét sé cung
cAp céi nhin da chiéu v& PGT-A, tit d6 hy vong
céc béc si sé hiéu rd hon vé diém manh va diém
yéu ctia k¥ thuat nay, va c6 thé ty rit ra két luan

cho riéng minh.

QUAN PIEM UNG HO

Dé c6 vat liéu di truyén thuc hién PGT-A,
phdi can phai trai qua budc sinh thiét 16p té
bao 14 nudi (Trophectoderm — TE). Viéc sinh
thiét phoi din dén cac lo ngai vé anh hudng lén
tiém ning séng va phét trién cta phoi. D kiém
ching lo ngai nay, tdc gia Scott va cdng su da
tién hanh mot th nghiém lam sang ngu nhién
c6 nhém ching (Randomized Control Trial
— RCT) bét cip, ding trén tap chi Fertility &
Sterility nim 2013. Két qua nghién cttu cho thiy
sinh thiét phoi ngay 3 lam giam 39% kha ning
sbong ctia phdi, trong khi sinh thiét phoi ngay 5
thi kha ning sbng ctia phdi gan nhu khong bi
anh hudng”. Hién nay, cdc trung tAm hd trg
sinh san déu c6 kha ning nudi phodi ngay 5, vi
vay, viec PGT-A trén phdi ngay 5 1a hoan toan
kha thi. Gan day, mot xu huéng méi dang dugce
chd ¥ 1a sinh thiét phoi khong xam 14n (NiPGT),
khi st dung cell-free DNA trong mdi truong
nudi ciy hoic dich nang dé thuc hién sang loc
di truyén tién [am t8. Nghién ctu bude dau khi
so sanh do tuong dong ctia NiPGT-A st dung
cell-free DNA tit méi truong nudi cdy va PGT-A
trén té bao TE cho thiy do tuong ddng kh4 cao.
Cu thé, xét nghiém NiPGT-A cho két qua do
nhay 81,6%, do dac hiéu 48,3%, gi tri tién doan
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duong 1a 82,6% va gia tri tién dodn Am 46,7%"!.
Mic dit nguy co anh hudng dén phoi 1a téi thiéu,
chi phi thip hon va it doi hoi cdc k§ ning vi thao
tdc hon nhung tdng quan hé théng vé NiPGT
m&i nhét vin cho thiy ky thuit nay con nhiéu
gi6i han nhu tap nhiém, do chinh xac chua cao
va thé kham. Cin nhiéu nghién cttu hon nita dé
kiém tra hiéu qua cta ky thuét nay cho dén khi
n6 dugc chinh thic chip thuan stt dung rong réi.

Nhiéu nghién cttu cho thdy PGT-A c6 thé
cai thién céc két cuc ctia diéu tri thy tinh trong
bng nghiém. Mot tdng quan hé théng cta cac
RCT ding ndm 2015 trén tap chi Fertility and
Sterility da cho thdy PGT-A gitp cai thién ty 1&
lam t8 cta phoi, véi RR = 1,39 (KTC 95%, 1,21
—1,60)., Mot RCT niam 2017 cta tac gid Rubio
va cOng sy trén nhém phu nit 16n tudi (38 — 41
tudi), so sanh hiéu qua gitta 2 nhém: chuyén
phoi ngay 5 khong thuc hién PGT-A va chuyén
phoi binh thuong sau khi thuc hién sinh thiét
phoi va PGT-A. Két qua cho théy ty 1¢ sinh séng
trong mdi chu ky chuyén phoi (52,9% so véi
24,2%, P = 0,0002) va mdi chu ky diéu tri (36%
s0 v6i 21,9%, P = 0,031) ctia nhém PGT-A déu
cao hon ¢6 ¥ nghia théng ké so véi nhém con lai.
Trong sb cac phoi duge thuc hién PGT-A, chi

c6 97,2% phoi c¢6 két qua sinh thiét, va c6 dén
78,6% cac phoi duoc tra vé két qua bat thudng,
v6i hon mot nita trong sb d6 1a thé don nhiém
(monosomy) P!,

Mai day, mot RCT da trung tAm thuc hién tai
4 qubc gia My, Anh, Canada va Uc trén nhém
bénh nhén tudi tit 25 — 40 tudi, so sanh ty 1&
thai dién tién gitta 2 nhém chuyén phoi trit don
phdi, 1 nhém chuyén phoi PGT-A binh thuong
va 1 nhém chuyén don phdi dya vao lua chon
ttt hinh thai hoc. Két qua cho thiy ty 1é& thai
dién tién gitta 2 nhém la tuwong duong nhau
trong mdi chu ky chuyén phoi (50% [137/274]
so vGi 46% [143/313]). Tuy vay, phan tich hau
dinh (post-hoc analysis) cho thiy phu nit tudi
tit 35 — 40 chuyén phoi PGT-A ¢6 ty 1¢ thai dién
tién trong mdi chu ky chuyén phoi cao hon (51%
[62/122] so v&i 37% [54/145]) .

Phén tich vé chi phi hiéu qua cta Somigliana
va cdng sy ding trén tap chi Fertility and
Sterility nim 2019 cho thiy chi phi — hiéu qua
cua chién luge thue hién PGT-A uwu thé hon khi
do tudi va sb lugng phoi nang ctia bénh nhan
tang lén, va nhém tudi 38 — 42 tudi 12 nhém
tudi 6 loi hon vé& mit chi phi — hiéu qua néu
71, Mic du chi
phi — hiéu qua cua diéu tri thu tinh trong 6ng

4p dung chién lugc nay

nghiém va sinh thiét phoi 1a khéc nhau tiy theo

1 Blastocyst

—e— 2 Blastocyst

—e— 3 Blastocyst

—e— 4 Blastocyst

A la mé hinh udc dodn khi chi phi chuyén phéi trit ndm & muc 2.496 USD (tuong duong 58 triéu dong)
B la mé hinh tuong Ung vdi chi phi chuyén phéi tri la 1.248 USD (tuong duong 29 triéu dong).
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ting trung tam va khu vuc, va nghién ctu trén
13 mot nghién cttu m6 hinh Iy thuyét, tuy nhién,
chi phi dugc phan tich trong nghién ciu cing
kha tuong tu véi chi phi diéu tri thuc té tai Viét
Nam. Tiép can & mot hudng thuec té hon, nghién
cltu cua tic gia Neal va cOng sy ding nim 2016
trén tap chi Fertility and Sterility phan tich hon
11.000 chu ky chuyén phoi thuc té c6 thuc hién
PGT-A va so sanh chi phi diéu tri ctia nhém nay
véi nhém bénh nhan khong thuc hién PGT-A.
Chi phi diéu tri dugc dinh nghia [ chi phi dén
khi bénh nhan sinh hoic chi phi dé bénh nhan
chuyén hét sb phoi hién cé. Két qua cho thiy
& chu ky ¢6 PGT-A, bénh nhan sé tén kém céc
chi phi phét sinh cho viéc nuéi cdy, sinh thiét,
PGT-A va trit phoi néu c6 phdi ding boi binh
thuong. Bénh nhén chuyén phoi khong PGT-A
sé ton chi phi cho cac 1an diéu tri va sdy thai
nhiéu hon. Téng hop lai, chi phi diéu tri cho
viéc thuc hién PGT-A sé thip hon néu bénh
nhén c6 trén 2 phodi nang c6 thé thuc hién sinh
thiét phoi duogc.

Theo b4o cao nam 2015 ctia Hiép hoi San phu
khoa Nhat Ban (JSOG), & phu nit tudi 40 — 45,
ctt khoang 87.000 phoi duoc chuyén (da phan la
chuyén don phoi chon loc — eSET) thi ¢6 8.700
em bé sinh séng va c¢6 khoang 6.900 trudng hop
sy thai sém. Nhu vay, c6 dén 90% cac phoi duge
chuyén khong thé hinh thanh dugc thai, va ty 1é
sdy thai & nhém tudi ndy ciing rit cao, chiém
khoang 44%. Say thai gy nén ap luc tAm I ning
né véi nguoi phu nit, khién ho khé déi mit hoic
bét an hon trong 1an mang thai tiép theo. Véi Iy
giai cho nhitng nguyén nhan sy thai sém phan
16n lién quan dén phoi léch boi, va PGT-A md ra
giai phap mdi gitip céc cip vo chong hiém mudn
c6 thai va dam bao thai ky an toan hon. Cu thé,
RCT thyc hién nim 2017 cua tic gid Rubio va
cong sy da dé cip & trén cho thiy ty 1é sdy thai &
nhém phu nit 38 — 41 tudi sau khi chuyén phoi
c6 thuc hién PGT-A giam 14 [an so véi nhém
ching (2,7% so v6i 39,0%) P,

Ciing tuong dong két qua véi nhém cta téc
gia Rubio, nghién cttu ctia tic gid Chang va cdng
su da dé cap & phan trén cing cho thiy ty 1é
sdy thai sdm, sy thai |am saing & nhém FET c6
PGT-A thip hon c6 § nghia so véi nhém ET
(18,3% so v&i 46,2%, 12,1% so véi 50,0%, p <
0,01)®!. Nhu v4y, & nhém bénh nhan I6n tudi,
thuc hién PGT-A c6 thé gidm bdt nguy co sy
thai, thai luu giGp bénh nhan an tAm hon khi
diéu tri va mang thai.

QUAN PIEM KHONG UNG HO

Tinh twong ddng giita ICM va TE

Téc do phan chia caa cdc phoi bao
(Blastomeres) & 16p TE rat cao, do d6 trong qué
trinh phéan chia c¢6 thé sinh ra cac 16i phan chia
hay hién tugng kham khi ma 16p TE léch boi
nhung khéi t& bao bén trong (Inner cell mass
— ICM) van ding boi, didu nay din dén nguy
co loai bd nhitng phdi ¢6 tiém ning phat trién
thanh em bé khoe manh. Song song d6, k§ thuat
PGT-A chi sinh thiét khoang 5 — 7 t& bao ctia I6p
TE, nhitng t& bao nay khong dai dién cho toan
bo phoi va dic biét 1a 16p ICM bén trong. Trong
nghién cttu, Gleicher va nhém nghién cttu da st
dung cac thuit doan dé tién dodn mitc do duong
tinh gid va Am tinh gid khi phan tich 6 té& bao
TE véi gia thiét 16p TE c6 khoang 300 té bao va
hién tugng kham phéan b déu trén 16p TE (trong
thuc té khong xay ra didu nay), két qua cho théy
dé chdn doan chinh xdc bd nhiém sic thé cho
chi riéng 16p TE, can it nhat 27 té bao!'%. Vi vay
véi chi 5 — 7 t& bao khong thé dai dién cho bo
nhiém sic thé cta ca phoi, din dén viéc danh
gid sai tiém ning cta phoi. Mot trong nhing
nghién cttu ndi tiéng nhit v& PGT-A la nghién
cttu tién cttu, mi doi ctia Scott diang trén tap chi
Fertility and Sterility nim 2012, trong nghién
cttu nay Scott da tién hanh sinh thiét phoi, céc
phoi nay duge chuyén vao budng tit cung sau d6
vai gio, trude khi c6 két qua sinh thiét. Két qua
ctia nghién cttu nay cho thiy 41,4% (55/133)
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bénh nhan & nhém két qua sinh thiét 13 phoi
déng boi sinh tré khde manh, & nhém bénh nhan
két qua sinh thiét 13 phoi léch boi, chi 4% (4/99)
c6 tré sinh séng!™!. Néu nhin k§ hon vao nhiing
con sb nay, ching ta c¢6 thé thiy néu ty 1é tré
sinh séng sau khi chuyén phoi ding boi 14 41,1%,
c6 nghia 13, véi 4% ty 1é tré sinh séng tit nhém
chuyén phoi léch boi la két qua ctia viée chuyén
10 phoi ding boi, nghia 4 ¢6 10 phoi ding boi
da dugc chin dodn nham thanh phéi léch boi, ty
lé duong gia 1a 10% (10/99)!"1. Va trén nhiing
bénh nhan 16n tudi, véi sb luong phoi it i, viec
loai bé mot phoi tiém ning sé lam mAt di co hoi
c6 bé khde manh vén da rit mong manh cua ho.

Hién twgng khdm

Thé kham 12 thuat ng dé chi mot co thé hodc
mo c6 it nhit hai tap hop té bao ¢6 bd nhiém sic
thé mang céc gen khac han nhau. Nho nhitng ky
thuét nuoi ciy phoi dén giai doan phoi nang, viéc
sinh thiét mot vai té bao TE cho phép phat hién
thé kham. Hién nay, thé kham dugc cho 1a hién
tuong binh thudng cta phdi trude khi lam ¢6.
Trong mot nghién citu 16n, véi thiée ké nghién
cttu chit ché, hon 29.000 phoi nguoi da dugc
sinh thiét st dung ky thuat NGS, két qua ghi
nhan 21,8% phdi c6 hién tuong kham. Céc hién
tuong kham nay c6 thé 1a cic bit thuong phitc
tap lién quan dén nhiéu nhiém sic thé (4,9%)
hoic nhitng kiéu kham don gian (9,6%) va bét
thudng nhiém sic thé ting phan (7,3%) . Hién
tuong kham vAn c6 thé tdn tai trong subt thai
ky, ciac nha khoa hoc ghi nhan hién tuong nay
vao khoang 1 — 2% céc truong hop khi sinh thiét
gai nhau. Diéu nay c6 thé duge giai thich la do
cac té bao thé kham phan chia véi toc do cham
hon cdc té bao binh thuong khac va sé bi dao
thai dan trong qué trinh phét trién cta phoi
thai. Vi vay, nhitng phoi duoc chdn doan léch
boi thé kham vén c6 kha ning phat trién thanh
em bé khoe manh. Tinh dén nay, da c6 hon 100
tré khoe manh sinh ra tit viéc chuyén céc phoi
kham sau sinh thiét phoi.

Tinh tw sita sai cia phoi

Céc nghién cttu sinh thiét gai nhau cho théy
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vAn ton tai mot ty 1& kham rAt nho va thi nghiém
trén chudt ghi nhan kha ning ty stta chita ctia
phoi din dén 1ap luan ring qu4 trinh stra sai nay
6 thé ciang dién ra trén phoi nguoi. Vi ly do dé,
nhiéu nha khoa hoc dit ra cAu hoi liéu c6 cAn
sinh thiét phoi dé chin dodn bat thudng léch boi
vao ngay 5 khi phoi ¢6 thé ty stta chita vao ngay
6, ngay 7 va nhiing ngay sau do?

PGT-A khong chi 1am gidam co hoi c6 dugc
moOt em bé khoe manh trén nhitng bénh nhan
16n tudi bang céch loai bo céc phoi tiém ning,
ma cdc nha khoa hoc lo ngai viéc sinh thiét
phoi ¢6 thé lam anh hudng dén chit luong phoi.
Nhitng ngudi ing hd PGT-A cho ring viéc sinh
thiét phoi khong [am anh hudng dén chit lugng
phoi, tuy nhién lap luin nay chi dua trén mot
nghién ctu duy nhit, va trong nghién cttu nay
ctia Scott, nhitng phdi duogc sinh thiét 1a phoi
chit lugng tot (xép loai 4AA hodc 4BB), tht ca
cdc phoi nay déu dugc chuyén 3 gid sau sinh
thiét, dan s& nghién cttu [a nhitng phu nit dudi
35 tudi, c6 it nhét 2 phoi nang dé so sanh?. Con
v6i nhitng phu nit 16n tudi, cé it phoi, va hién
nay gan nhu toan bo cac phoi sau khi dugc sinh
thiét déu dugc trit dong cho chu ky chuyén phoi
trit, liéu qué trinh sinh thiét phoi va trit ra sau
sinh thiét c6 lam anh hudng dén chit lugng phoi
hay khong vin chua ai ddm khing dinh. Vi vy,
néu st dung két qua nghién cttu ctia Scott cho
nhém phu nit 16n tudi, ¢é it phoi 1a chua hop Iy
va chua thuyét phuc.

C6 nhidu kj thuit khic nhau dugc thuc
hién dé xac dinh bAt thudng sb luong NST cuaa
phoi, bao gdm ky thuat FISH (fluorescence

in situ hybridization), CGH (comparative
genomic hybridization), array CGH,
dPCR (digital polymerase chain reaction),

SNP (single-nucleotide polymorphism),



gPCR (real-time quantitative PCR), NGS
(next-generation sequencing). Mot sb nghién
ctu maéi day so sanh gia tri cua hai k§ thuat méi
nhét va dugc st dung rong rai nhét hién tai la
aCGH va NGS cho két qua tuong dong gan
100% gitta hai ky thuat. Tuy nhién, nghién ctu
ctia Greco ding trén tap chi The New England
Journal of Medicine lai chi ra NGS cho két qua
tim thiy thé kham cao hon so véi aCGH, ty
16 khong tuong dong gitta hai k§ thuét nay la
38,6%, Tréi lai, mot nghién cttu duge thiét
ké kha tt gAn day thuc hién bdi Katz-Jaffe M
va cong su cho thiy gin ', s6 phoi duge cho
1a thé kham khi thuc hién bing k§ thuat NGS
hoa ra lai [a phoi léch boi hoan toan!". Nhu vay
16 rang dén hién tai, vin chua c6 ky thuét nao
duoc danh gid 1a vuot troi hon, va ty 1é duong
tinh gia trong cac ky thuat nay la bao nhiéu van
chua 16 rang.

KET LUAN

MBbi ky thuat déu ton tai nhitng vu diém va
nhugc diém, va PGT-A ciing khong 1a mot ngoai
16. Dén nay, cAu hoi c6 nén thuc hién PGT-A trén
bénh nhén I6n tudi hay khong vaAn con la cha dé
dang dugc tranh luan. Véi su phét trién khong
ngiing ctia cac ky thuat phan tich di truyén va
ky thuat sinh thiét phoi, d6 chinh x4c trong két
qua phan tich sé dan dugc cai thién. Tuy nhién,
tlt gid cho dén khi céc ky thuat hoan thién hon,
céc bac sinén cAn nhic vé do duong tinh gia, Am
tinh gia ctia cac ky thuat nay va tu van ky ludng
cho bénh nhan, dya trén tiing truong hop cu
thé, can nhic vé loi ich — nguy co khi lua chon
PGT-A trén nhém bénh nhan 16n tudi.
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