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Hb Bart’s — Phu thal
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Vg: alpha zero thalassemia (--SEA/aa)

Chong: alpha zero thalassemia (--SEA/aa.)




Xét nghiém di truyén trwdc lam to
Preimplatation Genetic Testing (PGT)

G/FAP

Ky thuat xac dinh nhirng bat thworng vé mat gen di truyén & cac phdi ( = thé cwc cla
trirng) dwoc tao ra qua qua trinh thu tinh 6ng nghiém trwéc khi chuyén phéi vao tir cung
(Handyside A, 1990)




Phan loai PGT

» PGT-A (Aneuploidy)

- Sang loc léch bdi nhiém sac thé
(NST)

- Chiém = 60% cac trwong hop
PGT

(ESHRE,2016)

» PGT-SR (Structure Arrangement)
- Phét hién bat thwdng cau trac NST
(chuyén doan khong can bang)
* Chon lwya gidi tinh?
» PGT-M (Mutation)
* Phat hién bénh lién quan gen
«  Xac dinh yéu t6 HLA phl hop




Khao sat bat thwong NST: PGT-A va PGT-SR

Karyolite Microarray
BoBs (aCGH/SNParray)
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Microarray dwoc lwa chon phd bién :
» Khao sét toan dién, chinh xac (=98%)
» Gia ca phu hop
> Nhiéu nghién ctru: tang ty 1& 1am td va sinh sbng




Ky thuat PGT-M G/FAP

- XAc dinh ddt bién trwc tiép: cac ky thuat PCR
» Giai trinh tw gen

» Minisequencing
» Enzyme cat gi¢i han
» Chu y: Allen drop-out 5%
- Phan tich lién két: khi khong xac dinh dwoc dét bién
> St dung doan ngan Iap lai (STR)
» SNP
» Karyomapping



Bénh vién Tl D QFAP

Phéi mang bg NST binh thwéng 5 cap NST
« 2013: Nghién ctwu tién clru 21.05

« N=48 phdi N3 hién tang
- Phoi song sau sinh thiét: 95.8

(46/48) | |

53.66

(Vi Bich Thuy va CS, 2013)



6/2018: qui trinh PGT theo xu hwéng

/P

SINH THIET

Sinh thiét phoi
ngay 5/6 & trir
déng
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« Tang thoi gian cho phan tich

« Ty |é thanh cbéng twong dwong
chuyén phdi twoi

« Co thé, ndi mac t& cung phuc hoi
sau st dung thudc kich trirng

« Giam da thai
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Chi dinh PGT

»PGT-A:

- Say thai lién tiép = 3 Ian

-« Vo I&n tudi ( = 36 tudi)

- IVF that bai nhiéu lan (= 3 Ian)

- Choéng v sinh nang (méat doan AZF)
> PGT-SR: Vo hodc chong bat thwéng cau tric NST
> PGT-M: VC mang dot bién gen: Thalassemia, FVII...



BVTD: ky thuat PGT sw dung

»PGT-A, PGT-SR: aCGH

Equal DNA DNA

| hybridization dosage loss dosage gain J

>»PGT-M
« B Thalassemia: giai trinh tw gen
", 2, —
o " o

* a Thalassemia: 2 phan irng PCR
- Gap-PCR: phat hién dot bién —SEA
« PCR khuéch dai dac hiéu gen a2 globin
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» Tw 6/2018-01/2019

25 cap vo chong 107 phoi N5

mPGT-A

mPGT-SR

*  Tubi vg: 24-39 tuoi

« S phdilcap: 1- 8 phoi

« PGT-A: nhiéu nhat, 54 phéi clia 13 cap

« PGT-M: 1 ca p Thalassemia, 2 ca a Thalassemia

« TH khéng co6 ph6i binh thwdng: 5 (25%)

«  Phdi co két qua: 100/107 (93.5%), that bai: 7/107 (6.5%)



Két qua PGT-A

2/13 cap (15%): khdng co
phoi binh thuwong >36 tudi
Ty & ph6i binh thwdng
N5>N3: 61% vs 21.5%
Ty |& that bai: 4% (2/54)
Theo tudi: nhém <36 tudi:
- Sb phdi trung binh /cap: 1&n
hon (5.6 vs 3.25)
- Ty |& phoi bat thwéng thap
hon: 32% vs 38.5%
(ASRM,2018: 31-44.9%)

> 36 TUOI
(8 ca)

<36 TUOI
(5 ca)
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Két qua PGT-SR QFAP

- S6 phéi trung binh: 4/cap
« Phoi bat thwérng: cao 66.7% 1
z‘%

« 3/9 cap (33.3%) khong co6
phoi binh thwdng: 1 cap ca 2

® Binh thwong
m B4t thwong
= That bai

vo chong déu mang rdi loan
cau tric NST-=> Xin trirng/tinh

trung?



Két qua PGT-M+A

18019 A Thét bai Thét bai Thét bai
B That bai That bai That bai
C | Binh thwong WT BINH THUONG
D 22x4 CD95 4 NST 4; Mang gen B Thalassemia
E 16x1 HbE 1 NST 16; Mang gen B Thalassemia
G 9x3 CD95 3 NST 3; Mang gen 3 Thalassemia
H 19x3 WT 3 NST 19; Mang gen B Thalassemia
1901 A 13x3 SEA/SEA 3 NST 13; Hb Bart’s
B Binh thudng SEA/WT Binh thwdng NST; Mang gen a Thalas
C Gain(2),Loss(13) SEA/NWT Nhan doan NST2, mat doan NST13; Mang gen a Thalas
D Gain(2),Loss(13) SEA/SEA Nhan doan NST2, mat doan NST13;
E | Gain(2),Loss(13) SEA/SEA | HPBarts
G Loss(13) WT M4t doan NST 13; Khéng mang gen
H Loss(2),Gain(13) WT M4t doan NST2, nhan doan13; Khéng mang gen
1902 A Binh thwong WT BINH THUONG
B (1,15,21)x3,(9g)x3 WT 3 NST 1,15,21,9q; Khéng mang gen
C | 20x3 SEA/SEA | 3 NST 20; Hb Bart's

RLLELE oM

VFAP

« C& 3 TH déu c6 phéi chuyén
« PGT-A/ISR: 70% (12/17) phoi bat

thwong

« PGT-M:

« 23.5% (4/17): phoi dong
hop tor
« 29% (5/17): phbi mang gen
> Ty l& phoi bat thworng NST/phoi
PGT-M khong bénh: 8/11 (73%)
(ASRM,2018: 50%)
> Nén tw van PGT-A cling voi
PGT-M cho cac TH bénh gen
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> PGT-SR: chi dinh tinh ¢& cho cap vor chong mang
gen a, Thalassemia--SEA

Genoma View [Amg s/ Dal)

_-SEA/--SEA L ® <g T

Genome View (AmpSDal)

——

1A 1B 1C 1D 1E 1G 1H HOM NIL HET WT

(Két qua PGT-M)

(két qua PGT-A)

* Nén chi dinh Karyotype cho cac cap VC PGT-M?



Két qua

10 TH mang thal

107 phéi: sbng sau sinh thiét
20/25 TH c6 phdi binh thwdng
14 TH da chuyén phoi

1 TH dang giai doan thu
thai

3 TH that bai

6 TH chwa chuyén phoi

« 1 TH da sinh con binh thwdng
, « Ty lé mang thai: cao 71.5% vs
* Ty Ié phdi song sau A7% (ty 1& mang thai chuyén
sinh thiét N5 >N3 phoi trir tai BVTD); ASRM
(100% vs 95.8%) io'%ﬁl: 65-10/9 oo A i
. A A . chuyén phdi 2 Ian that
mang thai h§?
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46,XY,t(7;15)(q32;925)
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Embryo ID : E1805B
DOB Patient : 01/06/1992
SignedOffby : XNDT-N-F3-R4C8\hp

Genome View (Amp/Del)
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(phoi mét doan NST 79, nhan NST 15q)

PGT-SR: 3/8 phoi binh thwdng
Chuyén phdi binh thwéong: 8/2018
Sinh bé gai khoé manh: 27/4/2019
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Q 46,XX,t(6;7)(q25;p22)

2/2017 12/2017‘

Siéu am 10/5: thai 31 tuan 3 ngay,

> Thai lAn 1 va 2: chwa phat hién bat thwdng
Siéu am: Da gay day, bat san xwong mi
WSB0A 10-05-2019-0005 TU DU HOSPITAL Ml 1.3 10-05-2019
09/07/2019, 31w3d CV1-8A/2nd Trimester /FR38Hz  T1b0.3 09:05:47 AM
46,XY,der(7)t(6;7)(q25;p22)mat 2D G64/DR100/FA4/P95/3.1MHz Frq Gen./14.0cm
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46, XY Q 46,XX,t(11;22)(q24;q12)

Pierre Robin hai 18 tuan -
Sequence St moi —
Ché vom ’ <> A
47,XY,+der(22)t(11;22)(q24;q12)mat

Siéu &m 13/5: Thai 28 tuan,
chwa phat hién bat thwdng




KET LUAN {@ IFAP

- PGT la bién phap hiéu qua phong ngra s&m bénh di truyén,
tranh cham dot thai ky khdng mong mudn, gidp tdng kha nang
mang thai cho cac cdp vo chdng hiém mudn.

 PGT da duoc iwng dung lam sang thanh cong tai bénh vién Tw
D0 khdo séat cd bat thwdng vé cau trac va so lvong bd NST,
cling nhu bénh gen véi ty 1€ mang thai 71.5%.

- Can tw van di truyén va chon lwa xét nghiém thich hop cho céc
cap vo chong trwdc va sau PGT.






