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PHAN I. MO DAU
¢ Hen phé quan (HPQ) Ia mo6t bénh ly da dang vé 1am sang va co ché
sinh bénh hoc.
s Dac trlj'ng cta HPQ la viem man tinh dudng dan khi, tang phan &ng

tinh Q;hé;guén va con co that phé quan cé hoi phuc.
S i https://ginasthma.org/2023-gina-main-report/

¢ Pac diém sinh bénh hoc cia HPQ duwoc biéu hién duwdi su tuong tac
gitra gen va yéu td6 moi truong.

% HPQ la mét bénh ly da gen va da hinh thé (kiéu hinh)
do vay su twong tac vdi yéu td moi truong co vai tro
rat quan trong trong nghién ctru vé yéu to gen trong hen.

Postma DS, et al. Asthma and chronic obstructive pulmonary disease: common genes,
common environments? Am J Respir Crit Care Med. 2011;183(12):1588-94.
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% Cho dén nay, mot kiéu hinh di truyén hoc cu thé trong HPQ van chua
duoc lam sang to.

» Do vay nghién ctru vé di truyén hoc trong hen khéng chi nham xac
dinh tinh nhay cam cda co dia véi bénh ma con nham danh gia mic
do tiﬁé"‘h trién va mirc d6 nang cuia bénh thdong qua cac phéan tich vé

gen va glup ca the hda diéu tr| Meyers DA, et al. Asthma genetics and personalised
medicine. Lancet Respir Med. 2014;2(5):405-15.

<+ Két qua nghién ctru GWAS (Recent genome-wide association study)
dwoc cong bo gan day da giup cho cac nha o
lam sang hiéu rd hon vé dac diém di truyén T GAR \ oh
hoc trong HPQ. L 27N =

P i
B el 7 Bae

Tam, V, et al. Benefits and limitations of genome-wide
association studies. Nat. Rev. Genet. 2019, 20, 467-484.
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¢ Da so bénh nhan dap &ng diéu tri v&i 3 nhdm thudc chinh trong
HPQ: dong van beta 2 (hay kich thich beta 2), corticosteroid, khang
leukotriene. https://ginasthma.org/2023-gina-main-report/

* Mot so nho cac bénh nhan khéng dap &rng vdi cac thudc ké trén va
HPQ H‘E‘ﬂen nang phai diéu tri bang cac ché pham sinh hoc.

L X 2

o0

» Corticoid I3 thudc chéng viém dau tay dung dé diéu tri & duv phong
HPQ & tré em va nguoi ldn theo khuyén cdo ctia GINA. e

Childhood Asthma

* Tuy nhién su dap &ng vdi corticoid la khac nhau & moi
bénh nhan va yéu to di truyén la mét trong nhirng
ly do dan dén su dap &ng khac nhau nay

4

L)

* Theo cac nghién ctru, gen dong gop 60-80% trong
s dap rng vdi thudc diéu tri cla tirng ca thé.
https://journals.sagepub.com/doi/pdf/10.1177/0300060516683877

®
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Cdc phwong phdp xdc dinh Gen trong Hen phé qudn

Phwong phap tach dong theo vi tri 1 ©
(1@ 2lek
Gia dinh 3 O
ﬁ ] =
éca)%lban Sgﬁ 5) éatnwdo Bénh nhan Hen Nhém ching
-_Iﬂ truyén .
Lién két Tam soat dot bién Lap kiéu gen cta +500,000 d@a hinh
don nucleotide trén sé Iuong Ion ca
/\’\ — _— (T H bénh va nhom chirng
3 B ] ‘ l
/\.\ /\,\ Ca t So sanh sw khac biét dé nhan ra cac da hinh
P Qe gin re? vx:jng nay don nucleotide co lién quan t&i bénh ly cu thé,
d:;ﬁ(;nc;?hrgnrzu:nxac diéu chinh chinh xac trén nhiéu test
o \ Gen nhay cam voi hen /
Cac dau an di truyén ay

Cac phwong phap phat hién yeu t6 gen trong hen. Phuong phap tach dong theo vi tri bao gom phan tich di truyen lién két nho theo
ddi théng tin di truyén qua cac thé hé trong gia dinh & nhikng tré bi maéc bénh réi xac dinh ban dé gen. Phuong phap SWAS tim kiém
tan xuét cda mét luong Ion cac bién gira cac ca nghién cuu va nhom ching. Ca hai cach tlep can nay giap phat hién gen maoi co

lién quan (cac gen trong dién tinh nghi duvoc loai trir dan dé lam ro)

Dominick Shaw, et al. Asthma. Handbook of Pharmacogenomics and Stratified Medicine 2014, Elsevier Inc, 617-651.
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Nghién clru twong quan toan bo hé gen cho cac bénh di rng.
Gen lién quan dén HPQ nam trén NST s6 2,6,9,17,15 va 22
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M. F. Moffatt, et al (2010). A large-scale, consortium-based genomewide association study of asthma. N Engl J Med, 363 (13).
GGG



PHAN I. MO PAU

Mang lw@i tac dong lién quan dén gen: moét sd thanh vién déng vai tro quan trong
lién quan gen gay hen va gen lién quan dén dap &ng mién dich theo dwdng Th2
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% Trong so cac gen lién quan dén dap &ng thudc corticoid, CRHR1 va FCER2
la hai gen dwge cac nghién clru dé cap nhiéu nhat.

J CRHR1 (Corticotropin — releasing hormone receptor 1) la gen ma héa cho
receptor |i I‘én quan dén su giai phong adrenocorticotropin hormone
(ACTH) hoa mutrc cortisol trong mau.

O CRHR1 €0 vai tro then choét trong cac con duwong dap (rng vdi corticoid.

O Dot bién thay G bang T tai rs242941 clia CRHR1 lién quan dén cai thién
FEV1 sau khi dung cort|c0|d hit.

Original Research | Open Access | Published: 02 December 2022

Responsn eness of Inhaled Corticosteroid Treatment in
Children with Asthma: The Role of rs242941
Polymorphism of CRHR1 Gene

Hanh Nguyen-Thi-Bich, Thuy Nguyen-Thi-Dieu, Le Nguyen-Ngoc-Quynh, Huong Le-Thi-Minh & Sy
Duonc-_(;ug,g

Pulmonary Therapy 9, 127-137 (2023) | Cite this article
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v" FCER2 (Fc fracgment of IgE receptor Il) |a mdt gen ma hda protein co

vai tro quan trong trong qua trinh sinh téng hop va hoat déng cua IgE
(diéu hoatrc ché ngwoc qua trinh tong hop va hoat déng IgE)

v Céc nghié@\cul]'u chi ra rang dot bién thay T bang C tai rs28364072 cua
FCER2 lién quan dén so lan trong dot nang Ién cda hen va so lan nhap
Vién cﬁavmbénh nhan dang diéu tri bang corticoid hit

Original Research

Study of the correlations between fractional
exhaled nitric oxide in exhaled breath and atopic

status, blood eosinophils, FCER2 mutation, and
asthma control in Vietnamese children

Hanh Nguyen-Thi-Bich, Huong Duong-Thi-Ly, Vu Thi Thom, Nbu ng Pharr -Thi-Hong, Long Doan Dinh,

Huong Le-Thi I‘1m TII'I"I-Eﬂ"},"JChr" Craig & Sy Duong-Quy I

Pages 163-170 blished online: 18 Dec 2022
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Figure [. Mechanism of airway inflammation in asthma. GATA-3, GATA binding protein 3; IL, interleukin;
CD, cluster of differentiation; TBX2I, T-box 21; Th, T helper; FcsR, Fc fragment of IgE receptor. The colour

version of this figure is available at: hetp://imr.sagepub.com.




PHAN I1. DAC BIEM CO BAN SINH BENH HOC HEN

SINH BENH HOC HEN PHE QUAN
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Inflammatory protein

Figure 2. Molecular mechanism of inflammation in asthma. NF-kB, nuclear factor-kB; API, activator
protein-|; CREB, cAMP response element-binding protein; CBP. CREB binding protein; pCAF, p300/
CBP-associated factor; SRC, steroid receptor co-activator. The colour version of this figure is available
at: heepi//imr.sagepub.com.
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Figure 3. Anti-infammatory mechanism of corticosteroids. CRH, corticotropin-releasing hormone;
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Genomic Predictors of Asthma
Phenotypes and Treatment Response
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TUONG QUAN GITUA YEU TO DI TRUYEN TRONG DIEU TRI HEN TRE EM VIET NAM

88  Original Research
. Study of the correlations between fractional

TLETEL R exhaled nitric oxide in exhaled breath and atopic
~ status, blood eosinophils, FCER2 mutation, and

asthma control in Vietnamese children

Hanh Nguyen-Thi-Bich, Huong Duong-Thi-Ly, Vu Thi Thom, Nhung Pham-Thi-Hong, Long Doan Dinh,

Huong Le-Thi-Minh, Timothy John Craig & Sy Duong-Quy & .show css

Pages 163-170 | Published online: 18 Dec 202

rs28364072 variation n FENO (ppb) P

Homozygous variant (CC) 5 37410 P<(0.05%
Homozygous wild type (TT) 17 22415 NS
Heterozygous (TC) 10 1947 NS

Nong dé FENO c6 lien quan dén da hinh thé rs28364072 ctia gen FCER2
EGEGELLTTSSSSRNH
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Responsiveness of Inhaled Corticosteroid Treatment in
4 Children with Asthma: The Role of rs242941
" Polymorphism of CRHR1 Gene
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§ Pulmonary Therapy 9, 127-137 (2023) | Cite this article
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TUONG QUAN GITA YEU TO DI TRUYEN TRONG DIEU TRI HEN TRE EM VIET NAM

- Children aged from 6 -17 years with
T, uncontrolled asthma

History atopy, Physical Examination,
Skin Prick Test, Blood Eosinophil Count,
Lung Function Testing, FENO,
and CRHR1gene sequencing

D A

Intermittent Mild Moderate Severe

Original Research ‘ Open Access | Published: 02 December 2022
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Follow-up of 3 months: clinical status, asthma
control, FENO (monthly recorded data)
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Table 2 Freqiiency of genotypes and alleles of CRHR1 gene in rs242941

From: Responsiveness of Inhaled Corticosteroid Treatment in Children with Asthma: The Role of rs242941 Polymorphism of CRHR1 Gene

™ Frequency n %

B | Genotype (n = 107)

GG 86 80.3
GT 20 18.7
1T 1 1.0
Allele (n=214)
G 192 89.7
Responsiveness of Inhaled Corticosteroid Treatment in T 22 10.3
Children with Asthma: The Role of rs242941
Polymorphism of CRHR1 Gene p for Hardy-Weinberg 0.890
Hanh Nguyer-Thi-Bich, Thuy Nguyen-Thi-Dieu, Le Nguyen-Ngoc-Quynh, Huong Le-Thi-Minh & Sy
Duong-Quy™

T minor allele, G major allele

Pulmanary Therapy 9, 127-137 (2023) | Cite this artice
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L Table 4 ACT scores, asthma control, and modification of FEV, after 3 months
|| in rs242941 mutant group

™ From: Responsiveness of Inhaled Corticosteroid Treatment in Children with Asthma: The Role of rs242941 Polymorphism of CRHR1 Gene

| CRHRI GG GT TT* p
| Characteristics (n = 69) (n=15) (n=1)
ACT
<20 14.5 (10) 20.0 (3) 0.0 (0) 0.296%, 0.340**
0.309%**
=20 85.5 (59) 80.0 (12) 100.0 (1)
Asthma control
Re§p0nsiv§ness of Inhaled Corticosteroid Treatment in
Children with Asthma: The Role of rs242941 Controlled, % (n) 84.1 (58) 86.7 (13) 100.0 (1) 0.400%, 0.331**
Polymorphism of CRHR1 Gene 0.348%+%
e Uncontrolled, % (n) 15.9 (11) 13.3 (2) 0.0 (0)
sl S0 08| e AFEV, 17.3 (-38.0 to 295.0) 16.1 (-28.0to 128.4) 0.728%

T minor allele, G major allele, FEV, forced expiratoryin1s
*GG versus GT
GG versus TT
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[ Su di truyén trong hen khéng phai do mét gen quy dinh ma do tap hop
ctia vo s gen nén biéu hién kiéu hinh cGa hen rat phong phu ciing nhuw
dap &ng voi diéu tri thay doi trén tirng bénh nhan.

H CortlcoL\"wy c6 tac dung hiéu qua trong diéu tri hen nhung cling co
cac tde dung phu di kem, dac biét & tré em nhu han ché tdc do ting
trwreng cua tre em bi hen, giam mat dé xuwong, suy thwong than,... gay
lo ngai cho gia dinh bénh nhan cling nhu bac si trong thuc hanh lam
sang.

[ Do d6 tim hiéu duoc cac gen tién doan dap ng corticoid gitp diéu tri
bénh nhan duoc chinh xac, hiéu qua, tranh cac tac dung phu khong
mong muon, can phai dwoc quan tam.




TRAN TRONG CAM O’N
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