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MOI LIEN QUAN GIU’A DA HINH GEN GLCCI1
VA BDAP NG VO'I CORTICOID HIT O' BENH
NHAN HEN VIET NAM

Ngé Nguyén Hai Thanh* Tran Vin Ngoc**

TOm TAT

Mé dau: Corticoid dang hit (ICS) la diéu tri nén
tang trong hen. Tuy nhién, van con 10 — 15% bénh
nhan hen kiém soat kém du da dwoc diéu tri tdi wu.
Méi lién quan gitta da hinh rs37972 trén gen
GLCCI1 va dap ng voi corticoid hit & bénh nhéan
hen da trdng da tirng dwoc bao céo.

Muc tiéu: Xac dinh méi lién quan gitra da hinh
rs37972 trén gen GLCCI1 va dap wrng véi corticoid
hit & bénh nhan hen Viét Nam.

Phwong phap: Nghién clru c&t ngang mé ta,
danh gia mrc d6 kiém soat triéu chirng hen va két
qué chire nang hé hép ctia 92 bénh nhan hen tir 18
tudi tré 1én tai cac thoi diém: lUc bat dAu diéu tri ICS,
sau diéu tri 3 thang, 6 thang va 12 thang. Xéac dinh
kiéu gen rs37972 bang phwong phéap giai trinh tw
trwc tiép, DNA li trich tir mau toan phan.

Két qua: Ti & alen nguy co (alen T) 12 48%. Ti
l& kiém soat triéu chirng hen sau 12 thang diéu tri
ICS lién tuc & cac bénh nhan mang kiéu gen CC cao
hon kiéu gen TT, sw khac biét nay chi rd rang &
nhém bénh nhan khong c6 tiép xuc nghé nghiép lién
quan hen (92,3% so v&i 41,7%, p=0,011). Tuong
tw, cac bénh nhan mang kiéu gen CC c6 murc FEV1
cai thién cao hon so véi nhém mang céc kiéu gen
CT va TT sau diéu tri ICS 3 thang (118% so Vo
32%, p=0,05) cling nhw 6 thang (69,5% so vo&i
30,9%, p=0,006).

Két luan: Nghién cteu nay goi y c6 méi lién quan
gitra da hinh rs37972 trén gen GLCCI1 va dap tng
v&i corticoid hit & bénh nhan hen Viét Nam.

Tw khéa: GLCCI1, dap g vai corticoid hit, hen.

ABSTRACT

ASSOCIATION BETWEEN THE GLCCI1 VARIANT
AND RESPONSE TO INHALED CORTICOSTEROIDS
IN VIETNAMESE ASTHMATICS

Background: Inhaled corticosteroids (ICS) is
the mainstay of asthma treatment. Unfortunately,
about 10 — 15% of patients still have poor asthma
control despite receiving optimal therapy. A
significant association between the GLCCI1 variant
rs37972 and response to ICS in Caucasian
asthmatics has been reported.
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Objective: To determine whether variant rs37972
related to ICS efficacy in Vietnamese asthmatics.

Method: We enrolled 92 adult patients and
assessed their asthma control as well as spirometry
testing over the first 12 months starting ICS therapy
at 4 time points: at starting ICS treatment, after 3
months, 6 months and 12 months. Genotyping for
rs37972 was done with direct sequencing method
using DNA extracted from whole blood samples.

Result: The frequency of the risk allele (“T”
allele) was 48%. The rate of asthma control in
patients who had CC genotype was higher than TT
genotyped patients after 12 months continuously
treated with ICS. This genotype-dependent
difference was only evident among patients
unexposed to occupational asthmagens (92.3% vs
41.7%, p=0.011). Similarly, the CC genotype had
the improvement of FEV1 better thanthe CT and TT
genotype after ICS therapy not only 3 months
(118% vs 32%, p=0.05) but also 6 months (69.5%
vs 30.9%, p=0.006).

Conclusion: This primary study in the
assessment of GLCCI1 variant suggested an
association between SNP rs37972 and ICS
response in Vietnamese asthmatics.

Keywords: GLCCI1, inhaled corticosteroid
response, asthma.

DAT VAN DE:

Hen 12 mot trong céc bénh 1 ho hap thuong
gip. Corticoid dang hit (ICS) 1a thubc diéu tri
nén tang trong hen, hau hét bénh nhan chi can
liéu thap ICS dé kiém soét hen hiéu qua,® tuy
nhién, van con 10 — 20% bénh nhan phai su
dung liéu cao va tham chi 1% phai duy tri
corticoid dang udng kéo dai.'>'7 Ngay nay,
ngudi ta dd tim ra nhidu co ché sinh hoc phéan
tr giai thich hién tugng giam dap ung véi ICS,
mot trong s6 d6 ¢6 1ién quan dén sy giam biéu
hién cua cac gen duogc diéu hoa bai
corticoid.”!® Gen GLCCII (Glucocorticoid-
induced transcript 1) biéu hién nhiéu & phoi
va cdc to chirc lympho,? ¢6 vai trd trong viéc
diéu hoa dap ung cta corticoid. Mot s nghién
ctru trén thé gidi cho thiy c6 su lién quan giita
SNP rs37972 va déap ung véi ICS trén bénh
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nhan hen. SNP rs37972 lién quan dén murc d6
kiém soat triéu chung, muc do cai thién tri )
FEV, sau st dung ICS ngin han (2-6
thang),>%!* cling nhu qua trinh suy giam chirc
ning ho hap mdi nam.’

Muc tiéu nghién cuu:

Xéc dinh da hinh rs37972 trén gen GLCCI|.

Budc dau phan tich mdi lién hé giira kiéu gen
r$37972 v&i mite d6 kiém sodt triéu chung va
muc do thay ddi FEV, trén bénh nhan hen c6
diéu trj ICS.

PHUONG PHAP NGHIEN CU'U:

Thiét ké nghién ciru: Cat ngang mo ta.

Noi thuc hién: Phong quan Ii hen va khoa ndi
hoé hép bénh vién Nhan Dan Gia Dinh.

Thoi gian nghién cau: 01/7/2016 -
30/4/2017

Doi trong nghién ciru: Bénh nhan hen tir 18
tudi tré 1én.

C& mau: Cong thitc N= Z21_o» p (1 - p)/d?,
chon mau téi thicu 1a 92 bénh nhan.

Z1- a2 =1,96 (theo bang), voi o= 0,05 (do tin
cay 95%).

p = 04 (ti 1€ alen T theo nghién clru cua
Tantisira va cong su?).

d: Sai s6 cho phép cua p, dugc ldy 1a 0,1
(10%).

Tiéu chudn nhdn vao:

Bénh nhén > 18 tudi da duge chan doan hen
theo GINA 2017.

C6 it nhat 2 két qua chirc nang hd hap: lic
bét dau diéu trj ICS va sau diéu tri 3 thang hoic
6 thang hodc 12 thang (két qua chic ning ho
hép lic bat ddu diéu trj ICS 1a bat budc).

Hiit thudc 14 dudi 10 géi.nam.

Tiéu chudn loai trie:

Bénh tim, phdi khac kém theo: lao phdi hodc
tién can lao phéi, bénh phdi tic ngh&n man tinh
(COPD), dan phé quan, suy tim.

Phwong phdp tién hanh:

Piénh gia dap tmg v6i ICS gdm muc d6 kiém
sodt hen va %FEV| cai thién sau diéu trj. Mic
d6 kiém soat tridu chimg hen va chutc niang ho
hép duogc thu thap tu hd so bénh 4n tai cac thoi
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diém: Lidc bat dau diéu tri ICS, sau diéu trj ICS
3 thang, 6 thang va 12 thang. BDanh gia muc do
kiém soat triéu chimg hen theo GINA 2017.
Trong d6 ching t6i chia bénh nhan thanh 2
nhém kiém sodt va chua kiém soat (bao gdm
nhém bénh nhan kiém soét 1 phan va khéng
kiém soét theo GINA 2017). Panh gia su thay
d6i FEV1: AFEV, = [FEV| sau 3-6-12 thang —
FEV, trudc diéu tri ]/ FEV| trude diéu tri

Phwong phdp gidi trinh tu gen:

Xét nghiém gidi trinh ty gen GLCCII dugc
thuc hién tai Trung tam Y sinh hoc phan tor Pai
hoc Y Dugc Thanh Phé H6 Chi Minh. Genomic
DNA duoc tiach chiét br:ing bo kit Ilustra blood
genomicPrep Mini Spin Kit (GE Healthcare,
Anh) va giai trinh tu tryc tiép bang phuong
phdp Sanger voi BigDye® Terminator v3.1
Cycle Sequencing kit (Applied Biosystems,
M$). Cip mdi dugc sir dung: Moi xudi

GLCCII-F: 5'-
CAGACCAATTTGACATTGTG-3" va modi
nguoc GLCCII-R: 5'-

GAAGACTGGATCTCTTTTAG-3. Két qua
giai trinh tu dugc phan tich bang phan mém
CLC Main Workbench 5.5, so sanh vai trinh tu
chuan cia gen GLCCII mang ma 5O
NG_032073.1 trong GenBank dé x4c dinh bién
dbi cua gen.

Phwong phdp phan tich so liéu:

Xu i s0 liéu bang phan mém thng ké SPSS
20. Danh gia moi lién hé gitrta SNP rs37972 va
muc do kiém sodt triéu chting: dung kiém dinh
Fisher’s Exact. So sanh mtrc d6 cai thién FEV;
giita cdc nhém gen: ding kiém dinh phi tham s6
Mann-Whitney va Kruskal Willis. Hi¢u chinh
nhiu bang phan tich hiép bién (covariate).

KET QUA
Bang 1: Két qua xac dinh kiéu gen rs37972
Kiéu gen Alen
CC CT TT C T
Tansd 20 55 17 -
% 21,7 59,8 18,5 52 48

THOI SV Y HOC 03/2018



NGHIEN CUU

Bang 2: Pac diém ba nhom bénh nhan theo kiéu gen

Kiéu gen
CC (n=20) CT(n=55)  TT(n=17) Giatrip

Tn“g°r:i§-:]' LTP"L’I' g\;gm;ham 9138 56412 55 + 11 47 £ 11 0,011*
Tudi chan doan hen (Nam) 39 + 22 37 +18 30 £ 15 0,158"
Gioi 0,815

Nam (%) 6 (30) 15 (27.3) 6 (35,3)

Nir (%) 14 (70) 40 (72,7) 11 (64,7)
Nghé nghiép nguy co (%) 7 (35) 14 (25,5) 4 (23,5) 0,722
Hut thuéc 12 (%) 4 (20) 11 (20) 4 (23) 0,937
Béo phi (%) 1(5) 3 (5,5) 0 1
Viém mii (%) 6 (30) 31 (56,4) 9 (52,9) 0,075
GERD (%) 3 (15) 8 (14,5) 1(5,9) 0,754
%FEV+ gia tri dw doan 63,95 + 18 68,17 + 15 63,65+14  0,495**
Th&i gian bénh (Nam) 10+17 11 £ 14 11 +£12 0,761**
Thubc diéu tri 0,918

Budesonide (%) 11 (55) 27 (49,1) 9 (52,9)

Fluticasone (%) 9 (45) 28 (50,9) 8 (47,1)
Liéu thuéc (mcg)

Budesonide 458 + 182 515 £ 154 542 + 148 0,248~

Fluticasone 955 + 166 928 + 178 875 £ 231 0,706%

(* st dung phép kiém Independent Samples T, ** phép kiém ANOVA one way, § phép kiém phi tham
sb Kruskal Wallis, c&c bién con lai st dung phép kiém Fisher’s Exact)

Bang 3: Twong quan giira kiéu gen va dac diém bénh nhan hen

Hé sb trong quan Kiéu gen Kiéu gen Kiéu gen . N . N %FEV1
A . Tudi Lieu lrorng Viém miii .
Kendall's tau_b CC CT TT |CCvaCT TT | CC CTwvaTTl Nén
. Hé sd tirong quan 1.000 a79” q33 -190° .030 150 050
Kiéu gen S
Giatrip . ] ] .02z 746 135 .b45
cC_CT_TT
M 92 92 a2 92 92 92 9z
. Hé sdtirong quan 1.000 2571 -093 .064 211 023
Kiéu gen T
i Giatrip i 017 282 508 044 791
CCvaCT_TT
N 92 92 92 92 92 92
. Hé sdtirong quan 1.000 —2q7" -016 028 -105
Kiéu gen A
. Giatrip i 012 865 789 237
CC_CTvaTT
N 92 92 92 92 92
Hé s tirong quan 1.000 027 -103 034
Tudi Giatrip . 735 237 639
N 92 92 92 92
Hé s tireng quan 1.000 129 -072
Liéulrong | Gidtrip . 79 370
N 92 g2 92
Hé s tirong quan 1.000 003
Viém miii Giatrip . ars
M 92 92
Hé s tireng quan 1.000
W%FEV1 i
. Giatrip X
Nen
M 92
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Bang 4: Twong quan giira kiéu gen va mét s6 dac diém ciia mau nghién ctru véi mirc d cai thién
chtrc ndang ho hap.

Hé s trong quan Kiéu gen Tiép xiic Tiép xiic %FEV1 thay dbi | %FEV1 thay dbi | %FEV1 thay ddi
Kendall's tau_b CCvaCT_TT thudc la nghé nghiép Sau 3 thang Sau 6 thang Sau 12 thang
. Hést‘)tu‘o’ng quanr 1.000 008 -.093 -.050 =017
Kiéu gen o
) Giatrip 5 4935 376 805 853
CCvacCT_TT
N 92 92 92 18 78
. Hésétu‘crng quanr 1.000 051 248 -207 017
Tiep xtic .
. Giatri p . 630 223 341 853
thuoc la
N 92 92 18 16 78
L Hé sé trong quanr 1.000 -163 -234 -049
Tiep xac o
nghé nghiép Giatrip . 424 282 604
) N 92 18 16 78
B Hé 56 trong quanr 1.000 1.000 5567
%FEVA thay dbi o
. Giatrip 5 025
Sau 3 thang
M 18 2 10
9%FEVA thay doi Hésd twong quant 1.000 424
Sau 6 thang Giatrip . 055
N 16 12
B Hé 56 trong quanr 1.000
%FEVA thay dbi T
Sau12 tha Giatrip .
u
na N 78
HCC HCT T p=0.011
p=0,169
100% - ’V p=0,079
HCC ICT WTT
90% -
100% 92,3%
80%

70%

60%

50%

40%

30%

20%

10%

0%

3théng

Biéu d6 1: Ti lé kiém soat triéu chirng theo kiéu gen.

% FEV1 thay doi
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68,8%

6 thang

140% - (

120% | =
100% -
80% -
60%
40% -

20% -

0%

p=0,051

3thing

12 thang

3théng

6thing

12 théng

Biéu dé 2: Ti lé kiém soat triéu chirng theo kiéu gen

trén nhom bénh nhan khéng tiép xuc nghé nghiép

BCC ECTvaTT

p = 0,006

6thing

12 thing

Biéu do 3: %FEV, thay déi sau diéu tri ICS theo kiéu gen.
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Bang 5: Ti lé alen T trén bénh nhan hen trong cac

nghién ctru

Tilé alen T

(%)
N. N. H. Thanh (n=92) 48
Tantisira?
SOCS-SLIC (n=264) 40
Adult Study (n=385) 38
LOCCS (n=185) 38
Chengping (n=30) [6] 32
Al-Muhsen (n=255) [4] 30
Revathy (n=78) [18] 48

Bang 6: Ti Ié alen T trén ngw&i khée manh
& mot so quoc gia [18]

Dan s6 Tilé alen T (%)
A Rap* 34

Nhat Ban 38,4
Trung Québc 39
Nigeria 17,8

Tay Phi 28,6

\% 37,4
Mexico 46

BAN LUAN:

Pa hinh rs37972 trén gen GLCCI1:

_Chung t61 giai trinh tu tryc tiép toan bo 92
mau bang phuong phép tu dong Sanger dé xac
dinh kiéu gen cua rs37972. Pa hinh rs37972
trén gen GLCCII ¢c6 céc kiéu gen CC, CT va TT
chiém ti 1& 1an lugt 12 21,7%, 59,8% va 18,5%.
MAu nghién ctru tudn theo cAn bang Hardy-
Weinberg (p > 0,05). Ti 1€ alen T trong nghién
ctu cua ching toi 1a 48%, két qua nay tuong
déng véi Revathy trén (An D6)!® nhung cao hon
ctia Chengping (Trung Qudc),® ciia Al-Muhsen
(A Rap),* va cao hon ti 1é trong cic nghién ctru
cua Tantisira’ (Bang 5). Chung t6i nhan thiy c6
su khéc biét vé tan s alen T gifta cdc dén tdc
khac nhau. Do d6, viéc khao sat tinh da hinh
rs37972 cua gen GLCCII tai Viét Nam la can
thiét.

Nhu vay, alen “nguy co” T hién dién vdi ti 1€
dang ké trong nhém bénh nhin hen Viét Nam.
Hién tai, & Viét Nam chua c6 s liéu vé tan suét
alen T trén ngudi khoe manh. Tuy nhién, so véi
béo céo cta mot s qudc gia trong khu vuc cling
nhu trén thé gidi, ti 1€ alen T trén bénh nhan hen
trong nghién ctru cua ching t6i cling cao hon &
nguoi khoe manh (Bang 6).

Piic diém ba nhém bénh nhan theo kiéu gen
rs37972: (Bang 2)
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Tubi trung binh ctia nhém mang kiéu gen TT
(47 + 11 tudi) thap hon c6 ¥ nghia thdng ké so
v6i nhém CC (56 + 12 tudi) va nhém CT (55 +
11 tudi) (p=0,011). Khi phan tich ‘tuong quan,
ching t6i ghi nhan kiéu gen va tudi bénh nhin
cO6 twong quan v&i nhau (p=0,012), mac du
tuong quan nay chi & mtc yéu (r = - 0,217)
(Bang 3). Diéu nay goi y lién quan giita kiéu gen
TT va kiéu hinh hen, nhitng bénh nhén hen
mang kiéu gen TT khéi phat bénh sém hon.
Ngoai ra, theo Chengping, da hinh rs37972 ¢6
lién quan dén nguy co méc hen, nhiing bénh
nhan mang kiéu gen CC va CT c¢6 nguy co bi
hen thip hon nhiing bénh nhan mang kiéu gen
TT (OR 0,57; CI 95%, 0,33-0,99).° Tuy nhién,
theo nghién ctru cua Al-Muhsen (2014), alen T
lai 13 yéu t6 bao vé ddi v6i hen. Nhitng bénh
nhan mang kiéu gen CT va TT lai c¢6 nguy co bi
hen thdp hon so véi nhém CC (OR 0,67; CI
95%, 0,48-0,94).* Nhiing két qua khong tuong
ddng nay cho thdy tinh da dang trong bd gen
ngudi, sy dic trung riéng ctia moi dan toc va hen
c6 thé lién quan dén nhiéu gen hon la mot. Nhu
vay, viéc khao sat thém vé mdi quan hé gitra
kiéu gen ctia SNP rs37972 véinguy co mic hen
trén dan toc Viét Nam 1a rat can thiét.

Chtrc ning hd hap nén ctia nhém TT (63,65
+ 14%) bang véi chirc ning hd hdp ciia nhém
CC (63,95 = 18%) va thép hon cua nhém CT
(68,17 £ 15%), tuy nhién, sy khic biét nay
khong c6 y nghia thong ké (p=0,495). Chiing tbi
ghi nhan kiéu gen rs37972 khong lién quan véi
chtrc nidng ho hap nén cia bénh nhan. Két qua
nay tuong tu voi nghién ctru cia Chengping, da
hinh trén gen GLCCII khong lién quan dén
chtrc ndng ho hép nén ¢ bénh nhan hen.°

Céc bénh keém theo cling anh hudng dén hiéu
qué kiém sodt hen, trong d6, ti 1& viém mili giita cic
nhém gen chénh léch kh nhiéu, ti 1¢ & nhém CT
(56,4%) va nhém TT (52,9%) cao hon nhém CC
(30%) (p=0,075). Khi khao sat twong quan, ching
toi ghi nhan gitra kiéu gen cua SNP rs37972 va
viém mii c6 tuong quan véi nhau (p=0,044), tuy
nhién méi twong quan nay ciing chi & mic yéu (r =
0,211) (Bang 3). Nhu vay, kiéu gen TT va CT c6
nguy co bi viém miii cao hon so véi kiéu gen CC
(OR 2,9, CI1 95%, 1-8.4), diéu niy c6 thé 12 yéu t&
gdy nhidu gép phan din dén viéc kiém soat triéu
chung hen kém hon nhém CC.
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DPbi véi cac bénh nhan diéu tri fluticasone,
liéu ICS trong ca 3 nhém gen déu twong duong
nhau va da & muc cao (trén 500 mcg). béi voi
cdc bénh nhan diéu tri budesonide, liéu ICS
khong khéc biét dang ké giita cic nhém, tuy
nhién nhém CT liéu trung binh 12 515 mcg va
nhém TT 1a 542mcg c¢6 khuynh hudng cao hon
nhém CC 12 458 mcg (p=0,244). Két qua nay
twong dong voi nghién ciru cia Vijverberg,’ bao
gdm cdc bénh nhi tir 3 nghién cu PACMAN, !
PAGES,” va BREATHE19 cing khong ghi
nhan su khac biét vé liéu ICS gila cac kiéu gen.
Tuy nhién, hen & tré em da phan chi sir dung
ICS liéu thép dé kiém sodt, c6 18 vi thé liéu ICS
gitta cac nhom gen trong nghién cuou cua
Vijverberg khong khac biét. Do han ché vé c&
mau va thiét ké nghién ctru cua ching toi chi 1a
cit ngang md ta, moi lién quan vé lidu ICS va
kiéu gen 1s37972 can duoc dénh gia thém. Hon
nira, ching t6i chi khao sat liéu ICS hién tai
bénh nhan dang ding ma liéu nay c6 thé chua
phai 1a lidu tdi vu thue sy gidp kiém soat hen
hoan toan d6i véi mdi bénh nhan.

Sau diéu tri ICS 3 thang (n=92) va 6 thang
(n=90), ti 1& kiém sodt triéu chtirng & nhém mang
kiéu gen CC cao hon nhém mang kiéu gen CT
va TT (biéu dd 1), tuy nhi€n sy khac biét nay
khong c6 y nghia thong ké. Nhu vay dap ung
ngan han voi ICS vé triéu ching khong lién
quan véi kiéu gen rs37972. Két qua ciia chiing
t6i twong dong voi Vijverberg,'! trong do,
Vijverberg sir dung thang diém ACT (Asthma
Control Test) va ACQ (Asthma Control
Questionnaire) dé danh gid kiém soét.

Sau 12 thang diéu tri ICS (n=90), ti 1¢ kiém
soat giam dan theo thtt tu cac kiéu gen CC, CT
va TT. Trong do6, ti 1€ kiém soat & nhom CC
(75%) cao hon nhém TT (50%) kha nhiéu
(p=0,169) (Biéu d6 1). Sy khac biét nay rd rét
hon khi chi khao sat trong nhom bénh nhéan
khong tiép xiic nghe nghiép (biéu dd 2), cu thé
1a nhém mang kiéu gen CC c6 ti 1& kiém soat
chiém 92,3% cao hon c6 y nghia thong ké so véi
nhém TT 1a 41,7% (p=0,011), (OR 16,8; CI
95%, 1,6-174,5) va cling cao hon nhiéu so véi
nhém CT 1a 63,4% (p=0,079), (OR 6,9; C195%,
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0,8-58,6).

Mot s0 yéu t lién quan dén tac nghén duong
thd c¢b dinh dd duoc dé cip den nhu tiép xic
nghé nghiép, chua nging tiép xic di imng
nguyén va hit thudc 1a. N6i cach khéc, cac yéu
t6 nay lam giam mirc d¢ cai thién chirc néng hd
hép sau diéu tri ICS. Chiing tdi khao sat tuong
quan gitra cic yeu t6 nay va kiéu gen 1537972
v6i %FEV; ting sau diéu tri ICS 3, 6 va 12
thang (Bang 4). Trong céc yéu td trén, chi c6
kiéu gen twong quan véi dap tng ICS sau 6
thang, ngoai ra khong thay tuong quan voi murc
do cai thién chie nang ho hap sau 3 va 12 thang.
Tuong quan gitra kiéu gen véi %FEV| thay doi
sau 6 thang la tuong quan nghich (p=0,037) , r
= - 0,435. Diéu d6 c6 nghia 12 khi so sanh giira
nhém mang kiéu gen CC véi nhém gen CT va
TT, %FEV] cai thién sau diéu tri giam dan. Mdi
tuong quan nay ¢ muc vua. Nhu vay, nghién
ctru cua chung t61 ghi nhan c6 sy twong quan
gitra kiéu gen rs37972 véi dap tng ICS vé chire
niang ho hap. Két qua nay tuong dong véi
Tantisira? vd Chengping.® Tuy nhién, Tantisira
va Chengping chi ddnh gii trong 2 — 3 thang,
khong danh gia 1au hon 6 — 12 thang. Do han
ché vé s6 luong bénh nhén c6 chirc nang ho hap
sau 3 thang nén nghién ctru cua ching t6i chua
thdy twong quan giira kiéu gen va dap ung ICS
sau 3 thiang. Theo khuyén céo cia GINA
(2017),> chirc ning ho hép can duoc danh gia
sau 3 — 6 thang bat dau diéu tri kiém soét dé tim
ra chirc nang ho hép t6t nhat ctia bénh nhan. D6i
v6i nhitng bénh nhan da c6 triéu ching hen tu
lau trude khi diéu tri ICS, mure cai thién FEV,
sau diéu tri ICS ngan han (3 - 6 thang) c6 y
nghia quan trong, quyét dinh chirc ning ho hép
cao nhit cia ngudi bénh. Sau khoang thoi gian
d6, chirc nang ho hip khong cai thién nhiéu véi
diéu tri hay tham chi giam.?!

Lic bét dau tri ICS, ca 3 nhém gen c6 chiic
ning hd hap nén tuong ty nhau, sau 3 thang diéu
tri ICS, %FEV ting & nhém mang kiéu gen CC
12 118%, cao hon nhiéu so véi nhém CT va TT
la 32% (p 0,051) (Bleu dd 3). Két qua nay
tuong dong voi Tantisira® va Chengping.® Mirc
do tang FEV; trong cac nghién clru cua
Tantisira dao dong tir 7,2 — 9,4% thép hon nhiéu
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so voi nghién ctru cta ching toi. Pidu nay c6
thé lién quan t61 su khac biét trong dan $6 chon
mau ban diu. Chiing toi ddnh gia %FEV; cai
thién sau 3 thang diéu tri so v&i két qua chirc
nang hod hap ldc bit dau diéu tri ICS, nghia 1a
cac bénh nhan trong nghién ctru cua ching toi
hoan toan chua st dung ICS trudc d6. Tantisira
chon cic bénh nhan tir cic nghién ctru SOCS.!?
SLIC,"® LOCCS'® va Adult Study® dé bat dau
danh gia. Cac bénh nhan nay déu di diéu tri ICS
trong mat thoi gian dai trude do, vi vay muc do
tang FEV, s& khong nhiéu. Sau 6 thang, mirc
tang FEV| ¢ nhém CC 1a 69,5% cao hon c6 y
nghia théng ké so v6i nhém CT va TT 12 30,9%
(p=0,006) (Biéu do 3). Sau 12 thang, muirc cai
thién FEV, giam dan, thip hon tai thoi diém 3
thang va 6 thang, %FEV ting & cic nhém hau
nhu khong khéc biét. Hau hét cic bénh nhan
trong nghién ctru cia ching toi bat dau diéu tri
ICS kha mudn tr khi c6 triéu chimg hen nén
hiéu qua cai thién chirc ning ho hap cua ICS chi
13 rang tai thoi diém 3 — 6 thang. Sau thoi gian
nay chirc ning hd hip khong ting thém nhiéu.

Nhu vdy, dap tmg véi diéu trj ICS v& chirc
nang ho hap giam dan theo thoi gian, %FEV
ting nhiéu nhat trong 3 — 6 thang dau, trong dé
nhém bénh nhan mang kiéu gen CC cai thién
FEV1 nhiéu hon déng ké so véi nhém mang
kiéu gen CT va TT.

KET LUAN

Pa hinh rs37972 trén gen GLCCII ¢6 3 kiéu
gen: CC, CT va TT chiém ti 1& 1an luot 12 21,7%,
59,8% va 18,5%. Ti 1¢ alen T 1a 48%. Nghién
clru bude dau goi y c6 mbi lién quan gitra da
hinh rs37972 trén gen GLCCII va dap Gng voi
corticoid hit & bénh nhan hen Viét Nam.
Han ché cua nghién ciru

Do tién hanh trong thoi gian ngan nghién
clru ctia ching toi bi han ché vé c& mau va thiét
ké nghién ctru ciia chiing toi chi 14 cit ngang mo
ta. Vi vy, trong budc dau khao sat da hinh gen
GLCClII trén bénh nhan hen tai bénh vién Nhan
dan Gia DPinh, ching t6i chi dat dugc muc tiéu
xéc dinh ti 1¢ kiéu gen rs37972. Ngoai ra, chiing
t6i chua danh gia dwoc mdi lién hé gitra kiéu gen
1$37972 v&i muc do kiém soat triéu ching va
murc d0 cai thién FEV1 trén bénh nhan hen cé
diéu trj ICS.
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