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NONG PO SAN PHAM KHUECH PAI DNA DICH NUOI PHOI VA
MOT SO YEU TO LIEN QUAN TRONG PHAN TICH DI TRUYEN
TRUO'CLAM TO LECH BOI NHIEM SAC THE
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TOM TAT

Muc tiéu: Khao sat nong dd san phdm DNA dich
nuoi phowa mot s6 yéu to I|en quan trongphan tich di
truyven trudc lam to khong xam Ian phat hién léch boi
nhiém sic thé. Vat liéu va phudng phap 31 phdi
nang du d|eu kién dudc nudi theo quy trlnh nu0| dan
giot tir ngay 3, the tich 15 ML, thoat mang vao ngay
ba, thu dich nu6i phéi vao ngay tao phdi nang,
khuéch dai toan bd hé gen bang bo kit IonSingleseq,
xac dinh ndng dé DNA bdng Qbit va mét s yéu t6 lién
quan. Ket qua Ty 1€ khuech dai thanh cong trén mau
dich nudi phoila 28/31 mau (90 32%), mau t€ bao la
nuoi Ia 30/31 ph0| (96,77%). NOng do san pham DNA
tr mau dich nu0| phdi 13 15,37 + 8,75 ng/uL tur mau
té€ bao la nubi la 18,78 + 5 50 ng/|.|L khong co su
khac biét gitra hai nhom ca vé nong do DNA va ty 1é
khuéch dai thanh cong. Khong cd méi lién quan gitra
hinh thai phoi va két qua khuéch dai toan bd hé gen.
Nong dé DNA cua cac mau dich nuéi phdingay 6 cao
han so vdl ph0| ngay 5. Ket luan: Ty Ié khuéch dai
thanh cong trén mau dich nu0| ph0| la 90 132%, khong
c6 sy khac biét vé nong do san pham DNA gilta nhém
mau dich nu0| ph0| va t€ bao 13 nudi; tudi ph0| anh
hu‘dng tai nong do san phdm khuéch dal toan b hé
gen cla mau dich nudi phoi.

T khéa: Sang loc léch boi trudc 1am t6 khong
xam 1&n (niPGTA), dich nudi phdi (SCM).

SUMMARY
CONCENTRATION OF DNA AMPLIFICATION
PRODUCT IN SPENT EMBRYO CULTURE
MEDIA FOR NON-INVASIVE
PREIMPLANTATION GENETIC TESTING
Objective: To evaluate the DNA concentration in
spent culture media after whole genome amplification
and some related factors in the noninvasive pre-
implantation genetic test for aneuploidy. Materials
and Methods: cross-sectional study of 31 blastocysts
cultured in a single drop culture from day 3, volume
15 pL, assisted hatched on day three, collected culture
sample on the day of full blastocyst formation,
amplified the whole genome with the IonSingleseq kit
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kit, DNA concentration evaluation using Qbit
hsDNA.Results: in our study, the amplification rate of
culture media sample was 28/31 samples (90.32%),
trophectoderm biopsy sample was 30/31 embryos
(96.77%). The concentration of the DNA product in
the post-amplified in culture media sample was 15.37
+ 8.75ng/pL. The DNA concentration of the
trophectoderm biopsy sample was 18.78 + 5.50ng/L,
the difference between the invasive and non-invasive
groups was not statistically significant. There is no
statistically relationship between embryo morphology
and genome amplification results. DNA concentration
of SCM samples of day 6 embryo was higher than day
5 embryo.Conclusion: The successful amplification
rateof SCM samples is 90.32%, there is no statistically
difference in concentration of DNA products between
SCM and TE samples; The blastocyst day affects the
DNA concentration of the whole genome amplification
product in the SCM sample.

Keywords: niPGT-A, SCM, embryo culture, non-
invasive, pre-implantation genetic test, NGS

I. DAT VAN PE

Hién nay, phén tich di truyén trudc lam to
khdng xam lan (anGTA) la xu huéng mdi trong
linh vuc hd trg sinh san, mot ky thuat gitp tranh
chuyén phdi bat thudng vao budng tir cung
ngusi me ma khong can phai sinh thi€t phdi.
Phuong phap nay dugc tap trung nghién cdiu vi
phuong phap thu thap mau xam lan nhu sinh
thiét thé cuc, sinh thiét t& bao phdi & cac giai
doan khac nhau gay anh hudng dén su phat
trién phdi, va két qua thu tinh trong 8ng nghiém
[1]. Viéc thu thdp cac mau DNA tUr mau dich
nudi phoi (SCM), dich phoi nang (BF) hodc két
hop thu dich phoi nang va dich nu6i phéi (BF +
SCM) phuc vu phéan tich di truyén trudc lam t&
léch bdi nhiém sdc thé, khdng can phai sinh thiét
phdi, thé cyc dugc tap trung nghién citu va danh
gia. Tuy nhién, phuong phap thu mau DNA tu
dich nudi phéi van dugc coi la an toan nhat vi
day la phuong phap khéng xam Ian hoan toan.
Viéc stif dung mau SCM can dugc danh gia day
du hiéu qua khuéch dai DNA, cac yéu td anh
hudng cla phdi lién quan dén néng do DNA thu
dugc. Vi vay, nghién clu budc dau nay dugc
ti€n hanh véi muc tiéu: Khdo sat ndng do san
phdm DNA dich nubi phdi va mot s6 yéu té lién
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quan trong phan tich di truyén trudc lam t6 1éch
bGi nhiém sdc thé.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. 31 phdi nang
da diéu kién dudc nudi theo quy trinh nudi dan
giot tir ngay 3 dugc tuyén chon theo phuong
phap ldy mau thuan tién, gom phoi tir cac cap vo
chdng c6 chi dinh PGT-A tinh nguyén tham gia
nghién clu tir thang 3/2020 tdi thang 11/2020
tai Vién M6 phéi lam sang Quan doi.

2.2. Phuong phap nghién cifu. Phugng
phap nghién cliu quan sat mo ta cat ngang.

Quy trinh xir ly nodn va nuéi phdi don
giot bao dugc tom tat nhu sau: Tim phic
hgp noan-nang, U noan, loai bé t€ bao nang
bang enzyme hyaluronidase; tiém tinh tring vao
bao tucgng noan, theo doi thu tinh; danh su phat
trién, va hinh thai phdi phan cdt tai ngay 3, rlra
phdi, chuyén cac phdi sang mdi trudng nudi don
giot (15uL), ho trg thodt mang bdng laser; danh
gid su phat trién phdi nang va hinh thai phéi
(blastocyst) tai N5 hoac N6; thu thap dich nudi
phéi va sinh thiét t€ bao 1a nudi (TE)

- Khuéch dai DNA tu cac mau SCM va
TE: Cac mau SCM va TE dugc khuéch dai bang
b6 kit Ion Smgleseq (Thermo SC|enct|f|c) theo
hmjng dan clia nha san xuét; nong do DNA cla
san phdm dugc do bang bd kit Qubit™ dsDNA
HS Assay Kit (Thermo Fisher Scientific), tai
phong thi nghiém phan tich di truyen trude lam
to tai Phong Phan tich DNA, B6 mén Giai phau,
Hoc vién Quan y.

- Phan tich dir liéu: dir liéu dugc phan tich
bang cac thuat toan thdng ké phu hgp trén phan
mém STATA.

Il. KET QUA NGHIEN cU'U _
3.1. Két qua khuéch dai hé gen tir mau
nghién clru
Bang 3.1. Ty Ié khuéch dai toan hé gen
thanh céng cua mau SCM va TE

SO lugng A
Phéi nang khuéch dai -I(-X/I;-a
thanh cong (n) °
Mau xét nghiém
Mau dich nuGi
phéi (n=31) 28 90,32%

Két qué béng 3.1 cho théy, ty |1é khuéch dai
thanh cong 6 mau té bao 1a nudi la la 96,77%, &
mau dich nudi ph0| cua ph0| nang la 90,32%. .

Bang 3.2. Néng dé sén phém DNA cda mau
SCM va TE

No6ng dé san | Trung .

pham DNA binh Min | Max | p
Mau dich nuoGi 15,37

phdi (ng/ul) | 8,75 | 196 | 358 007
Mau té bao 13 18,78 243 | 31,7 !
nuoi (ng/ul) + 5,50

Két qua bang 3.2 cho thay khéng cé sy khac
biét vé nong dé san phadm DNA gitta mau TE
(ng/ul) va mau SCM.

3.2. MGi lién quan giira hinh thai phoi
nang, tudi phoi va két qua khuéch dai DNA
dich nu6i phoi phoi

Bang 3.3. Moi lién quan gilia hinh thai phdi va
ndng dd san phém DNA trong dich nudi pho‘i phoi

N fs Ly A No6ng dd san
Hinh thai ph6i| n pham (ng/pL) p
Phoi tot 16 14,28 + 8,51
Phoi Trung binh| 9 16,87 +952 0,77
Phoi kém 5 16,03 + 9,42
Tong 31 | 15,37 + 8,75

Két qua bang 3.3 cho thé’y cho thay phéi
nang chat lugng trung binh ¢6 nong d6 san
phdm DNA trong mau dich nudi phéi cao nhéat
(16,87 = 9,52 ng/uL), ph6i nang chat lugng tot
c6 nong dé thap nhéat (14,28 + 8,51ng/uL). Tuy
nhién su khac biét gilta cac nhdm khong cé y
nghia thong ké vdi p=0,77.

Bang 3.4. Moi lién quan giiia hinh thai phoi
va ty Ié khuéch dai thanh cong

Hinh thai Khuéch dai| = 12
phoi | " |thanhcong| V'€ | P
Phoi tt | 16 14 87,5%
Phoi Trung 0,5
11N g 9 100% | %
Phoi kém | 5 5 83,33%
Tong | 31 28 90,32%

Két qua bang 3.4 cho thay phoi nang chat
lugng trung binh cd ty 1€ khuéch dai cao nhat
(100%), pho6i nang chat lugng kém cd ty Ié
khuéch dai thé’p nhat (83,33%), tuy nhién su
khac biét gilra cdc nhém khdng c6 y nghia thong
ké véi p=0,568.

Bang 35. Moi lién quan g/tfa tubi phéi va
néng do DNA trong mau dich nudi phoi

Tudiphdéi | n No?ggd/c_:l II_))NA o
Phdi nang
ngay 5 15 | 9,78+5,14
Phoi nang 0,001
ngay 6 16 | 20,61 £ 8,23
Tong 31 | 15,37 = 8,75

Két qua bang 3.5cho thdy nong dé san pham
DNA cta mau dich nudi phoi & phoi ngay 6 cao
han phoi ngay 5, su khac biét cé y nghia thong
ké véi p=0,001.
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Bang 3.6. Mdi lién quan giida tudi phdi va két
qua khuéch dai thanh cong cua mau dich nudi phoi

Tudi phéi | n 51'2‘:1‘*;26‘2‘9' Ty 18
Pho6i nang

ngay 5 15 12 80%
Phoi nang

ng%y 6 16 16 100%

Tong 31 28 90,32%

Két qua bang 3.6 cho thay phdi nang ngay 6
cd ty Ié khuéch dai cao han ngay 5.

IV. BAN LUAN

Tiém nang cua dich nubi phbi cung cap
ngudn DNA dé€ phan tich PGT-A tao ra su’ quan
tdm I6n dén cac phong thi nghiém di truyén sinh
san trén thé gidi. Tuy nhién, ty 1€ khuéch dai
khac nhau dang k€ gitra cac nghién clu.

Yeung ti€n hanh nghién cliu trén 168 phoi
nudi tir ngay 3 dén ngay 5 hodc 6, thé tich giot
nuoi la 30uL, st dung bo kit WGA la sureplex, cd
ty 1€ khuéch djai thanh cong la 89% [2]. Tac
gid Ho tién hanh nghién cltu thu dich nudi phoi
tr ngay 1 lén ngay 3 cho ty |é khuéch dai la
39%[3]. Gan day, Camen Rubio ti€n hanh
nghién cttu thu thap dich nudi phoi tir ngay 4 1én
ngay 6 thé tich giot nudi la 10uL cho ty Ié
khu&ch dai thanh cong 1a 97.4%[4]. C6 thé thay,
viéc khuéch dai thanh cong DNA trong xét
nghiém khong xam lan phu thudc vao thdi gian
thu thap mau, viéc thu thadp mau & nhiing giai
doan cb sy phan cdt nhiéu (N4-N6) c6 thé thu
thap dugc mau DNA c6 néng d6 cao hon so vdi
thu thap dich nu6i phoi & nhitng giai doan phan
cdt it han (N1-N3). Viéc lua chon thdi diém thu
thap dich nu6i ph6i, tranh sy thoai héa DNA
trong mau dich cling vd cung quan trong. Thé
tich giot nu6i cang I8n, cho ty Ié khuéch dai
thudng 13 kém hon so véi thé tich giot nudi bé
hon. Cac nghién cltu vai thé tich giot nudi trén
30 yL thdéng thudng cho két qua khuéch dai gen
thap hon so vai cac nghién cliu véi thé tich giot
nuobi dudi 15uL. Ngoai ra Kit xét nghiém, phugong
phap khuéch dai cling anh hudng dén ty Ié
khuéch dai thanh cong. Nghién clru cla Liu 2017
phan tich dich nu6i ph6i tingay 1-5 SCM thu
dudgc sau qua trinh nu6i 88 phoi tir bay cap vg
chéng. Su dung kit MALBAC (Yikon Genomics),
WGA dat dudc 90,9% mau, ty Ié gidng vdi ty 1€
dat dugc khi sr dung sinh thi€t té bao 1a nuoi.
Tuy nhién, trong nghién cttu nay, ty 1& khuéch
dai 90% cho cac mau TE thdp hon dang ké so
cac nghién cltu khac [5]. Nghién clru cta ching
t6i sir dung bo kit Reproseq® clia hang Thermo-
Fisher, My. Cho ty Ié khuéch dai DNA vdi ty |é

8

cao clia c& mau TE va mau dich nudi phdi.

Nghién cfu cla Liu 2017 (88 mau) cho thay
nong d6é DNA trung binh thu dugc la 26.15
ng/ul, khi ti€n hanh thu dich moi trudng tir ngay
1 t6i ngay 5/6 [5]. Shamonki nghién cltu trén 57
mau, thu dich moéi trudng tur ngay 3 tdi ngay
5/6; AH vao ngay 3; thé tich giot nudi 15 pL,
nong d6 DNA trung binh thu dudc la 66 ng/ul
[6]. Nghién clu cia Vera 2018 thu dich moéi
truGng tur ngay 3 tdi ngay 5/6; thoat mang vao
ngay 3; thé tich giot nudi 25uL, tdc gia cd
khuéch dai gen WGA 2 lan Nong d6 DNA trudc
khuéch dai: median 6.7 pg/20uL, IQR 3.2-12.6
pg. Nong d6 DNA sau khuéch dai: median 4.9
Mg, IQR 3.4-6.2 ug [7]. Nghién clitu cla chdng
tdi thu dugc ndng dd san phan DNA sau khuéch
dai la 15.37 * 8.75 ng/ul. Nghién clru clia chiing
t6i cho thdy rang, & nhitng phdi chat lugng trung
binh, ty |1é khuéch dai va n6ng d6 DNA la cao nhat
16.87 + 9.52 ng/pL, ty & khuéch dai 100%. DSi
vGi phoi chat lugng xau, cé nong do DNA trung
binh la 16.03 + 9.42ng/uL Vvéi ty 1€ khuéch dai
thanh cong la 83.33%. V& mat phan loai, nhitng
phoi chat lugng xau cd rat it t€ bao la nudi lién
két long léo va cd it t€ bao nu phoi, do do viéc
thodi gidng trén sd lugng it t€ bao cho két qua
nong do DNA thap hon va ty Ié khuéch dai thap
han. Nghién clru cta ching toi cho thdy nong do
cfDNA cla phdi ngay 6 cao hon c¢6 y nghia thdng
ké vdi phoi ngay 5. Qua trinh thoai giang DNA cla
phéi ngay 6 c6 thé cao hon so vdi phdi ngay 5,
hoac viéc thu thap dich nudi phoi trong 3 ngay
lam ndng d6 cfDNA cao han.

V. KET LUAN i

Ty Ié khuéch dai thanh cong trén mau dich
nudi phdi la 90,32%, khong cd su' khac biét vé
ndng do san pham DNA gitta nhém mau SCM va
TE; tudi phdi anh hudng téi ndng dd san pham
khuéch dai toan bo hé gen clia mau SCM.
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KHAO SAT NONG PO ACID URIC HUYET TUONG O BENH NHAN
PAI THAO PUONG TiP 2 CO BENH THAN MAN

Pao Bui Quy Quyén, Bui Hiru Hoang?, Lé Viét Thing?

TOM TAT

Muc tiéu: Xac dinh nong do acid uric huyét tuang
G bénh nhan dai thao dudng tip 2 cd bénh than man.
Pdi tugng va phuong phap: Nghién clru cat ngang
trén 156 ddi tugng bao gom 98 bénh nhan DTD tip 2
c6 BTMT va 58 bénh nhan khéng cé BTMT. Tat ca cac
bénh nhan dugc dinh lugng nong dobacid uric huyét
tugngtheo phuong phap enzyme. K&t qua: Nong do
hs-CRP huyét tuang trung binh & nhom DTD c¢é BTMT
la 423,55 (333,6 -524,35)umol/L, cao hon nhom
khéng c6 BTMT 13 341,15(297,2 - 408,95)umol/L, p<
0,001. Ty I& bénh nhan BTD c6 BTMT ting AU la
60,2% cao han nhém khéng c6 BTMT la 29,3%, p<
0,001. Nhom bénh nhan DTD cd BTMT tudi tir 60 trg
Ién; bénh than man giai doan 3-5; cd bién chiing khac
ngoai than cé néng dé AU cao han nhém khong c6
dac diém trén, p< 0,05. K&t luan: Tang AU la thuGng
gap G bénh nhan BTD tip 2 c6 bénh than man.

T khoa: Dai thao duGng tip 2, bénh than man
tinh, acid uric

SUMMARY
SURVEY ON CONCENTRATION OF PLASMA
ACID URIC IN TYPE 2 DIABETIC MELLITUS
PATIENTS WITH CHRONIC NEPHROPATHY
Objectives:To determine of plasma acid uric
(AU)levels in type 2 diabetic mellitus (DM) with
chronic nephropathy (CN). Subjects and methods:
Cross-sectional study on 156 subjects including 98
patients diagnosed type 2 DM with CN and 58 patients
without CN. Plasma AU levels were quantified by
enzyme in all the patients. Results: The median
plasma AU concentration in the DM group with CN
was 423.55 (333.6-524.35)umol/L, higher than the
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group without CN was 341.15 (297.2-408.95)umol/L,
p<0.001. The proportion of serum AU increase inDM
patients with CN was 60.2% higher than that of the
DM group without CN of 29.3%, p<0.001. The AU
concentration in group of DM patients with CN and >
60 years old; CN stage 3-5; with complications others,
was higher than of the one without the above
characteristics, p<0.05. Conclusion: Increased AU is
common in patients with type 2 diabetic mellitus with
chronic nephropathy.

Keywords: Type 2 diabetic mellitus, chronic
nephropathy, acid uric.

I. DAT VAN PE

Pai thao dudng tip 2 ngay cang gia tang trén
thé giGi va tré hoa, vdi cd ché bénh sinh lién
quan dén khang insulin va giam chic nang té
bao beta [1],[2]. O bénh nhan dai thao dudng
tip 2 can kiém soat nhiéu yéu t6 gbm glucose
mau, roi loan lipid mau, huyét ap... Nhitng bénh
nhan kiém soat kém cac yéu t6, thudng xuét
hién cac bién chirng sém, trong d6 cd bién
chirng than. Biéu hién ton thuong than & bénh
nhan dai thdo dudng tip 2 s6m nhat la su xuat
hién albumin niéu, cu thé 1a microalbumin niéu.
Trén 1dm sang bién chirng than c6 thé gép dang
protein niéu cd hoac khong héi chirng than hu,
va hodc kém theo suy than man tinh [3]. Acid
uric mau ngay cang dudc nghién cru nhiéu va
dugc xem nhu mét yéu t6 tién lugng doc lap
nguy cd tim mach ciing nhu ty Ié sdng con & cac
bénh nhan mac bénh man tinh. Nhiéu nghién
clru trén thé gidi dd khang dinh: tdng néng do
acid uric huyét thanh & bénh nhan dai thao
dudng ndi chung, bénh nhan dai thao dudng co
ton thuong than ndi riéng chinh 1a mét yéu t6
nguy cd doc Iap quan trong va cé gia tri trong
chan doan, tién lugng bénh nhan [4],[5],[6].
Xuat phat tU nhitng ly do trén, ching t6i thuc
hién dé tai nay véi muc tiéu: Khdo sat néng do
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