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; PAT VAN DE

Q Suy gidm mién dich tién phat (SGMDTP) 1a nhém rdi loan gay tang nhay cam
v&i tdc nhan khéng thwdng gép va nhiém trang tai phat, kéo dai dan dén to
vong va di chung.

Q0 Bénh canh nhiém tring, bénh tw mién va bénh &c tinh ciing la dac diém
thwdng gap trong nhom nay.

Q Xuat do thuong gap thay ddi tuy quan thé dan so tir 1/500 dén 1/500.000 o
nhiéu phan nhom va dac diem khac nhau.

0d SGMDTP do thiég hut khang thé 1a rdi loan thwdng gap nhat trong nhém bénh
SGMDTP vé&i nhiéu kiéu gen twong &rng kiéu hinh 1am sang chong Iap nhau.

Q Dac diém doét bién co twong quan véi kiéu hinh va doé nang cta 1am sang

Q Tai Viét Nam chua c6 béo céo day du ve déc diém kiéu hinh va kiéu gen cia
tirng phan nhom nho trong suy gidm mién dich do thiéu hut khang thé

> Tién hanh nghién ctru “DAC DIEM LAM SANG, SINH HOC VA DOT BIEN
GEN TREN BENH NHI SUY GIAM MIEN DICH TIEN PHAT DO THIEU HUT
KHANG THE”
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MUC TIEU NGHIEN CUU

Thay thudc tan tam - Cham mam dat nuoc

TONG QUAT

Mo ta dac diém lam sang, sinh hoc va dét bién gen treh benh nhi SGMDTP

do thiéu hut khang thé

CHUYEN BIET

1/ Khao séat dac diém lam sang, sinh hoc ciia b&nh nhan SGMDTP do thiéu
hut khang thé

2/ M6 ta kiéu dét bién gen trong ttrng nhém behh nhah SGMDTP do thiéu hut
khang thé
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1956

wmsewn-snnncNghi@n cleu hang loat ca véi mdi dbi twong nghién ciru s& cd maot hd so’ nghién ciru

bao gdbm céac thdng tin vé behh nhan

The&i gian va dia diém nghién ciru

Nghién ctru tién hanh tai bénh vién Nhi ddng 1 TPHCM tir 1/2013 dén 6/2020

DPéi twong nghién ciru

Dan s& muc tiéu: bénh nhi dwgc chan doan SGMDTP do thiéu hut khang thé dang
theo déi va diéu tri tai BV NB1 TPHCM.

Dan sb nghién cru: bénh nhi da dwoc chan doan xac dinh SGMDTP do thiéu hut
khang thé bang xét nghiém gen dang theo ddi va diéu trj tai BV NB1 TPHCM.

Tiéu chi chon mau

Gom tat ca bénh nhi da chan doan xac dinh SGMDTP do thiéu hut khang thé tw
1/2013 — 6/202 tai BV NP1 . Bénh nhan c6 day dd théng tin v& 1am sang, tién can,
cac két qua can lam sang lién quan, két qua phan tich dot bién gen, diéu trj va két
qué diéu tri. B&nh nhan dwoc cha/me/ ngudi giam hd déng y tham gia nghién clru.
Tiéu chuan loai trir

Khi khéng du tat ca tiéu chi chon mau

Bién s6 chinh

Phah loai cac nhém behh SGMDTP do thiéu hut khang thé dwa treh bang phan loai
nam 2017 cla Lien doan Qudc té ctia hoi Mién dich hoc (1UIS), gdbm c6 9 nhém chia
theo kiéu gene — kiéu hinh.
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KET QUA & BAN LUAN

Thay thudc tan tam - Cham mam dat nuoc

DAC PIEM LAM SANG CUA BENH NHAN SGMDTP DO THIEU HUT KHANG THE

XLP
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g lgl -l-
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l:lmmvl;k
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57% production  ayated Ight 0 Otolow  low low 0 biased N
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Fischer et al. Nat Immungl 5:23 (2004)

s XIA = HIGM = CVID = XLP

Ty 1&é cac nhém SGMDTP do thiéu hut khang thé
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DAC DIEM LAM SANG CUA BENH NHAN SGMDTP DO THIEU HUT KHANG THE

Thay thudc tan tam - Cham mam dat nuoc

Tri¢u chirng khéi phat

Bénh \porn Gigi Tubikhéi Tudichan Tiéncdn — - S —
nhan phat (tuoddoan(tuoi) gia dinh Nhiém trimg Viém Suy dinh Ti€u Loét Viem Nhiém Nhiém tring Nhiém tring
phoi xoang tai gitra dwong chdy miéng khép trung da huyet hé¢ TKTW
1 XLA Nam 1472 15 - + + + + + - - - +
2 XLA Nam 3,8 3,9 - + - - - + - - + +
3 XLA Nam 1,6 1,7 - + - - - - - - - -
4 XLA Nam 1,3 3,3 + + + - - - - - - -
| 5 XLA Nam 15 1.6 - + i - -+ - 3 i
6 XLA Nam 0,5 2,9 - + + + + + + - - +
7 XLA Nam 1 6,5 - + + - + + - - -
8 XLA Nam 1,7 14,7 - + - + - - - -
9 XLA Nam 4 5 - + - - - - + - + -
10 XLA Nam 3 49 - + + + - + - - - -
11 XLA Nam 2,8 4 - + + - - - - - - -
12 CVID Nt 2 7,7 - + - - - + - - - -
13 CVID Nam 0,2 1.2 - + + - - - - + + -
14 CVID Nam 11 14 + + + - + + - - + -
15 HIGM Nam 04 0,5 - + - - + - - - - -
16 HiGM Nam 01 3 + + + - - + - . + _
17 Hicm Nam 0,9 10,8 - + - - - + -
18 Hicm Nam 0,3 2,9 - + + - - + . )
19 XLP Nam 1 2,7 - + - - - - - - + -




Thay thudc tan tam - Cham mam dat nuoc

DAC PIEM CAN LAM SANG CUA BENH NHAN SGMDTP DO
THIEU HUT KHANG THE

fl‘l’;‘l‘l‘ Nhém  Gidm neutrophil Hel‘j:)ag‘;:)bin Tg‘lf“c“au IgG (mg/d)  IgA (mg/dl) IgM (mg/dl) Lympho B<1
T XA T T T :
2 XLA + + ! ! ! ¥
3 XLA + | | | :
4 XLA | | | +
5 XLA + + l ! ! -
6 XLA | | | +
7 XLA : ! ! | +
g XLA : | | | +
9 XLA + | | | +
10 XLA + | | | +
11 XLA + : + l l | +
12 cVID : ! ! ! +
13 CVID : | | i +
14 CVID : l ! BT :
15  HIGM ‘ | | "
16 HIGM " ! BT )
17 HIGM + ! BT )
18 HIGM + ! ! i
19 XLP + ! l |




PAC PIEM POT BIEN GEN TREN BENH NHAN
SGMDTP DO THIEU HUT KHANG THE

Thay thudc tan tam - Cham mam dat nuoc

]l?lél;l: Nhom G;lilériét :?ﬁ;é(:: Dﬁnlglql;)qp/d! Exon/intron Domain bot bién Cod(é%ithay D@I:lz;én
1 XLA BTK Liénkét X  Dihgp _ Exon 10 SH2 862C>T R288W -
2 XLA BTK LienkétX  Dihop  Exon15 TK 1350_1631del282 N451fsX566 | +
3 XLA BTK Liénkét X  Dihop Exon2-8 | PH,TH,SH3 92_768del 4
4 XLA BTK Liénkét X  Dihop  Exon 12 SH2 1027C>T Q343X ;
5 XLA BTK Liénkét X  Dihop Exon6- 13 PHS’J ;"I'SP?& 393-1124 del +
6 XLA BTK Liénkét X  Dihop  Exon8 SH3 763C>T R255X ;
7 XLA BTK Liénkét X  Dihop  Exon17 TK 1745C>A A582D ;
8 XLA BTK Liénkét X  Dihop  Exon16 TK 1608-1609 ins A \V/537s*3 +
9 XLA BTK Liénkét X  Dihop  Exon18 TK 1898G>T C633F +
10 XLA BTK Liénkét X  Dihop  Exon15 TK 1480C>T Q497X ;
11 XLA BTK Liénkét X  Dihop  Exon 19 TK 1921 C>T R641C ;
12 CVID NFKB2 AD Dihgp  Exon 21 2557C>T R853X ;

) _ >

13 CVID NFKB2 AD D‘Qé"g . |Inr1:roonn122 1|1\i§-255 Z% I(ZA'?\A "
w oo e ae Ofme B oueo PRSI e |
15 HIGM CD40L Liénkét X  Dihgp Intron 1 ™ IVS1+2 T>A +
16 HIGM CD40L Liénkét X  Dihop | Exonb TNFH C654A C218X .
17 HIGM CD40L Liénkét X  Dihgp | Exonb TNFH 433 435del  Y146del +
18  HIGM NFKBIA  AD Di hop 1 IVS1-62G>A +

ﬁl ALG M1V +

19 XLP SH2DIA Liénkét X Di hop




KET QUA PHAN TiCH BOT BIEN GEN
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Thay thudc tan tam - Cham mam dat nuoc

KET QUA PIEU TRI VA BIEN CHU’NG TREN BENH NHAN
SGMDTP DO THIEU HUT KHANG THE

Bién chirng

oA R
Tién trién
I

Bénh ..~ Thoigian theo Thay thé — — — — . - Tir
nhin déi (nim)  IgG dinh ky [Dan ph5 Gidm Cham phat Hoi chimg chn_l; tw | Bénh yopg
quan thinh Ire  trién tdm vin |thwce bao mau mién ac tinh
1 XLA 4 - + - - - - - -
2 XLA 0,2 - - - - + - - +
3 XLA 1,1 - - - - + - . ¥
4 XLA 1,8 - - - - - - - -
5 XLA 0,5 - - - - + - - ¥
6 XLA 2,8 - - - - - - - -
7 XLA 2,4 + - + + - - - -
8 XLA 0,5 - + - - - - - -
9 XLA 0,1 - - - - - - - +
10 XLA 3.4 - + - - - - - -
11 XLA 0,1 - - - - - - - +
12 CVID 1,3 + - - - - - =
13 CVID 0,6 + - - - - - - -
14 CVID 2,5 + - - - - XHGTC - -
15 HIGM 0,8 - - - - - - - -
16 HIGM 6 + - - - - - - -
17 HIGM 0,5 + - - - - Crohn, APS - -
18 HIGM 1 + - + + - : - -
19  XLP 0,8 - - - - + - - -

XHGTC: xuét huyét giam tiéu cdu; APS: hoi chimg antiphospholipid




P14
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Suy giam mién dich bién thién phé bién (CVID)

(LRBA) xuéat huyét giam tiéu cau mién dich

Thay thudc tan tam - Cham mam dat nuoc
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Abstract

Background: Lipopolysaccharide-responsive and beige-like anchor (LRBA) defi-
ciency is a rare autosomal recessive common variable immunodeficiency (CVID),
affecting 1:25,000-1:50,000 people worldwide. Biallelic mutations in the gene
LRBA have been implicated in affected individuals.

Methods: We report a 16-year-old Vietnamese, male patient with recurrent CVID
symptoms including chronic diarrhea, interstitial pneumonia, cutaneous granuloma-
tous lesions, hepatosplenomegaly, and finger clubbing. Immunological analyses
and whole exome sequencing (WES) were performed to investigate phenotypic and
genotypic features.

Results: Immunological analyses revealed hypogammaglobulinemia and low ratios
of CD4+/CD8+ T cells. Two novel compound heterozygous stop-gain mutation in
LRBA were identified: ¢.1933C > T (p.R645X) and ¢.949C > T (p.R317X). Sanger
sequencing confirmed the segregation of these variants from the intact parents. The
abolished LRBA protein expression was shown by immunoblot analysis. Subsequent
o@ump.edu.vn ally saves the child from the same immune thrombocytopenia which
led to his brother's untimely death; likely caused by the same LRBA mutations.
Conclusion: This first report of LRBA deficiency in Vietnam expands our knowl-
edge of the diverse phenotypes and genotypes driving CVID. Finally, the utilization
of WES shows great promise as an effective diagnostic for CVID in our setting.
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Thay thudc tan tam - Cham mam dat nuoc

P18
Hoi chirng tang IgM (NEMO boy)
Loan san ngoai bi, giam tiét mo

héi, cham phat trién, rang hinh
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P17
Héi chirng tang IgM (CD40L) bién chirng Crohn,
héi chirng khang phospholipid nguy kich

LA screen: 54.6s (31 -44)
LA screen ratio: 1.68R(0.9-1.1)
06-Dec-2019 S LA confirm: 32.6s (30 - 38)
10212259
oo Y LA confirm ration: 1.03 R (0.9 -1.1)
LA: 162 R (<1.2)

Anti Beta 2 Glycoprotein 1 IgM: 2 U/mL (< 20)
Anti Beta 2 Glycoprotein 1 IgG: 6.7 U/mL (<20)

Protein S: 99.9% (62 — 145)
Protein C: 52.5% (70 -135)
Antithrombin lll:  88.5% (80—130)
Homocystein: 6.41 umol/L

- C6 sw hién dién clia khang déng lupus néng dd trung binh
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) KET LUAN & KIEN NGHI

Thay thudc tan tam - Cham mam dat nuoc

OSGMDTP do thiéu hut khang thé 1a nhém thweng gap nhat trong SGMDTP
nhwng gom nhiéu nhém kiéu hinh da dang va tién lwong khac nhau.

QTrong d6, nhém CVID va HIGM dé cé bién chirng tw mién

0 Chan doan phan tlr gilp xac dinh, phan nhém va tién lwong chinh xac.

ONghién ctu clha ching tdi 1an dau tai Viét Nam bao cdo dic diém cula
nhom SGMDTP do thiéu hut khang thé da chan doan xac dinh bang gen
gop phan hoan chinh di¥ liéu dac diém kiéu gen va méi lién quan kiéu gen

— kiéu hinh trén nhém nay.
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