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CHAT LUQONG CUOC SONG BENH NHAN ME DAY MAN TiNH TU PHAT
VA PA HINH PON NUCLEOTIDE C5AR1 (RS11673309)

TOM TAT

Muc tiéu: Danh gid diém s§ chat lugng cubc
s6ng (DLQI) & bénh nhan mé day man tinh tu phat tai
Viét Nam va moi lién hé véi da hinh don nucleotide
C5AR1 (rs11673309). PoOi tuwgng va phuong phap
nghién ciru: Nghién ciu cdt ngang md ta 102 bénh
nhan CSU dén kham va diéu tri tai bénh vién Da Lieu
thanh ph6 H6 Chi Minh tir thang 03/2023 dén thang
07/2023. Cac bénh nhan dugc_thu thap bénh sur va
kham Iam sang, sau do6 18y mau mau (2ml) va tién
hanh xac dinh cac bién thé da hinh don nucleotide
C5AR1 (rs11673309) tai trung tam nghién ciu Y Sinh
trerng bai hoc Y khoa Pham Ngoc Thach. Két qua:
102 bénh nhan mé day man tinh ty phat véi 29 nam
va 73 nit, do tubi trung binh la 37,6 + 12,5 tudi.
Nghién ctru ghi nhan 3 kiéu gen TT, TG, GG. Kiéu gen
TT chiém ty 1€ 32 4%, kiéu gen TG chlem ty 1€ 49,0%,
ki€u gen GG chiém ty 1& 18,6%. Khong c6 su khac biét
c6 y nghia thdng ké giita cac kiéu gen trong da hinh
don nucleotide rs11673309 vdl dlem sO UAS (p =
0,144). Diém sb chat Iu’dng cudc song (DLQI) 6 trung
vi la 13,0 [9,0;19,0] va co su khac biét co y nghia
thdng ké gilra DLQI VGi cac kiéu gen trong da hinh
don nucleotide rs11673309 (p = 0,003). Két luan:
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Nhom benh nhan mang da h|nh dan nucleotide C5AR1
—133OTG c6 chét lugng cudc song kém nhat. Ngh|en
cliu nay la tién dé dé md ra cac erdng nghién cu I16n
han trong tuong lai vé mdi lién hé gilta da hinh don
nucleotide C5AR1 (rs11673309) va bénh mé day man
tinh tu phat tai Vit Nam. T khoa: Mé day man tinh
tu phat, C5AR1, -1330TG, UAS, DLQI.

SUMMARY

QUALITY OF LIFE OF PATIENTS WITH
CHRONIC SPONTANEOUS URTICARIA AND
THE SINGLE NUCLEOTIDE POLYMORPHISM

RS11673309 OF C5AR1 GENE

Objective: To assess the Dermatology Life
Quality Index (DLQI) of patients with chronic
spontaneous urticaria in Vietnam and its relation with
the single nucleotide polymorphism  variants
rs11673309 of C5AR1 gene. Methods: Cross-sectional
study described 102 CSU patients who came for
diagnosis and treatment at Ho Chi Minh City Hospital
of Dermato Venereology from March 2023 to July
2023. These patients had their medical records
collected and underwent clinical examinations before
blood samples (2ml) were taken and identified the
single nucleotide polymorphism variants rs11673309 of
C5AR1 gene at the Biomedical Research Center in
Pham Ngoc Thach University of Medicine. Results:
Among 102 CSU patients, there were 29 men and 73
women, whose average age was 37.6 £ 12,5. The
study records 3 genotypes, including TT, TG and GG.
Genotype TT accounts for 32.4%, TG accounts for
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49.0%, and GG takes up 18.6%. There is no statistical
significance among the three genotypes in the single
nucleotide polymorphism variants rs11673309 of
C5AR1 gene with UAS (p = 0.144). The median of the
Dermatology Life Quality Index (DLQI) is 13.0
[9.0;19.0] and there is statistical significance regarding
DLQI with genotypes in da hinh don nucleotide
rs11673309 (p = 0,003). Conclusion: Patients with
da hinh don nucleotide C5AR1 -1330TG had the
poorest life quality. This research can be a premise to
facilitate further development and the relation
between the single nucleotide polymorphism variants
rs11673309 of C5AR1 gene and chronic spontaneous
urticaria in Vietnam. Keywords: Chronic Spontaneous
Urticaria, C5AR1, -1330TG, UAS, DLQI.

I. DAT VAN DE

Mé day la mét bénh ly phé bién, ty 1& hién
mac cla bénh dao ddng trong khoang 15-30%
dan so trén thé gidi. Va c6 khoang 20% sé tién
trién t6i Mé day man tinh tu phat (CSU: Chronic
Spontaneous Urticaria)l’l. CSU anh hudng dang
k& dén chét lugng cudc s6ng clia bénh nhan (€1,

Cd ché bénh sinh ctia CSU con chua rd rang.
Hoat hod t€ bao mast la trung tam bénh sinh
CSU, viéc hoat hoad c6 thé do_nhiéu yéu t8 kich
hoat khac nhau, gom ca mién dich va khéng
mién dich. C6 2 kiéu mau (endotype) CSU trong
cd ché bénh sinh dugc dé xuat: 1/CSU tu di i'ng
(autoallergic CSU - type I): hay con goi la CSU
lién quan téi IgE, IgE gén Ién ding thu thé
FceERIa cua minh trén bé mdt t&€ bao mast, tuy
nhién do khiém khuyét tin hiéu ndi bao da dan
dén su phoéng thich hat khéng phu hgp. 2/ CSU
tu’ mién type IIb (type IIb autoimmune CSU): su
hién dién cac tu khang thé IgG, dbi khi la IgM va
IgA, da hoat hoa truc ti€p hay gian ti€p (thong
qua IgE) thu thé IgE ai luc cao (FceRIa) trén bé
mat t& bao mast, d3 dan dén su phdng thich hat
qua mirc. Ngoai ra, dé kich hoat t& bao mast con
c6 thé théng qua tuong tac gitta yéu td bd thé
C5a va thu thé bé mat t&€ bao mast C5aR1[12],

Complement component 5a (C5a: thanh
phan bd thé 5a) la mét peptid phS bién xuét hién
trong phan (’ng viém, cé nhiéu chdc nang sinh
hoc quan trong. Su’ biéu hién cua thu thé C5a
(C5aR: Complement component 5a Receptor)
trén bé mat cac té bao viém nhu t€ bao mast
hay basophil, déng vai trd quan trong trong viéc
kich hoat va phdng thich hat, tir day gilp giai
phong histamine. C5aR & ngudi dugc ma hoa bdi
doan gen C5AR10],

Trén thé gidi da cd céng trinh nghién clru
cho thdy vai tro cta da hinh don nucleotide
C5AR1 trong cd ché bénh sinh va tién lugng dap
(’ng diéu tri”). Nhdm danh gid diém s§ chat

lugng cudc s6ng (DLQI) & bénh nhan mé day
man tinh tu phat tai Viét Nam va mdi lién hé vdi
da hinh don nucleotide C5AR1 (rs11673309),
chiing t6i quyét dinh thuc hién nghién clu nay.

I1. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. P6i tugng nghién clru. Bénh nhan
mé day man tinh tu phat dén kham va diéu tri tai
bénh vién Da Liéu TP. H6 Chi Minh tUr thang
03/2023 dén thang 07/2023.

Tiéu chudn nhdn vao:

- Bénh nhan dugc chan doan xac dinh Mé
day man tinh tu phat.

- Bénh nhan hay ngugi giam hd cla bénh
nhan dong y tham gia nghién ctru.

- Bénh nhan la ngudi Viét Nam, cd 3 thé hé
trong gia dinh sinh s6ng & Viét Nam.

- L&n han hodc bang 18 tudi.

Tiéu chuan loai tro

- Mang thai, cho con bu.

- Bénh nhan mac cac rdi loan tdm than kinh.

2.2. Phudong phap nghién ciru

Thiét ké nghién cdu. Nghién clu cdt
ngang mo ta.

Cac buoc tién hanh nghién cdu. Bénh
nhan dén khdm va diéu tri tai bénh vién Da Liéu
TP. HO6 Chi Minh tu thang 03/2023 dén thang
07/2023 du tiéu chudn chon mau sé dugc giai
thich can ké vé nghién clru, néu dong y, bénh
nhan ky vao bién ban dong y tham gia nghién
ctu. Bénh nhan dugc phong van, thdm kham
ldm sang, va danh gia diém s6 UAS va DLQI

Bénh nhan du tiéu chuan chon mau sé dugc
I&y 2ml méau tinhmach. Mau mau clia bénh nhan
dugc dua vao 6ng nghiém chuyén biét c6 chlra
chat chéng dong EDTA 1,5mg/ml.

Cac xét nghiém xac dinh da hinh don
nucleotide cia gen C5AR1 dugc tién hanh tai
Trung tdm nghién clu Y Sinh, dai hoc Y khoa
Pham Ngoc Thach. DNA cla bénh nhan dugc ly
trich bang may Eppendorf Minispin plus VWR
(Thermo Fisher Scientific, VWR, USA) sau do
dugc chadn dodn SPN bang QuantStudio 5
(Thermo Fisher Scientific, USA). K&t qua dugc
nhan dinh dua trén Ct cla phan (ng PCR. Néu
bénh nhan co ki€u gen ddng hop tu, gia tri Ct

cla phan ting PCR ('ng Vvdi allen hién dién sé
nhd han gid tri Ct cua allen khéng hién dién it
nhat 5 chu ki (deltaCt > 5) hodc phan (ng vdi
allen khéng hién dién am tinh. Néu bénh nhan cé
ki€u gen di hgp tr, gia tri Ct ciia 2 phan (tng PCR
la ngang nhau.

Xur' ly s6 liéu. SO liéu dugc xr ly bang phan
mém SPSS 26.0.
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Cac bién s6 dinh tinh dugc trinh bay dudi
dang tan s6 va ti I€ phan tram.

Cac bién s6 dinh lugng dugc trinh bay dudi
dang gia tri trung binh va dd léch chuén néu Ia
phan phéi chudn va dang trung vi, khoang tu
phan vi néu khdng phai phan phéi chuén.

Dung phép kiém Chi binh phuong (x2) hodc
phép kiém dinh Fisher’s (vong tri nhd) dé kiém

II. KET QUA NGHIEN cU'U

dinh mai lién quan gilra 2 hay nhiéu bién dinh
tinh.

Dung phép kiém Mann Whitney U, Kruskal
Wallis d€ so sanh su khac biét gitta bién phu
thudc cb phan phdi khéng chuén vdi cac bién ddc
lap. Su khac biét dudc xem cé y nghia thdng ké
khi p <0,05 vGi do tin cay 95%.

Trong khoang thai gian tu thang 03/2023 dén thang 07/2023, chung t6i thu thap dugc 102 bénh
nhan thoa tiéu chudn chon mau va dong y tham gia nghién clu.
Bang 1: Phén bo Pa hinh don nucleotide rs11673309 trén doi tuong nghién cuu (n = 102)

D3c diém | Téng [ rs11673309 TT (n=33) [rs11673309 TG (n=50)| rs11673309 GG (n=19)
Tanss | 102 33 50 19
Ty 18 (%) | 100 32,4 49,0 18,6

Nh3n xét: Trong tdng s6 cac ddi tugng tham gia nghién c(tu, bénh nhdn mang kiéu gen
rs11673309 TG chiém ty 1é cao nhat khoang 49%, ki€u gen rs11673309 TT chiém ty Ié khoang
32,4%, ki€u gen rs11673309 GG chiém ty Ié thdp nhat khoang 18,6%.

Bang 2: Bic diém dich té cua déi tuong n

hién cau (n = 102)

rs11673309 TT| rs11673309 | rs11673309 croa:
Pac diém Tong (n=33) TG (n=50) GG (n=19) Giatrip
Tuoi (nam) 37,6 £ 12,5 33,5+ 10,9 38,0+ 11,0 43,8 £ 16,3 0,015
Gidi tinh
Nam (%) 28,4 21,2 34,0 26,3 0438
NI (%) 71,6 78,8 66,0 73,7 !

Nhan xét: Bd tudi trung binh cua d6i tuong
tham gia nghién c(u la 37,6 £ 12,5 tudi, trong
d6 tudi nhd nhat la 18 va tudi I6n nhat 13 70. C6
su’ khac biét c6 y nghia théng ké vé tudi gitra cac
ki€u gen rs11673309 véi p = 0,015.

Dboi tugng tham gia nghién ctru la nir nhiéu
hon nam gom: 73 nit (71,6%) va 29 nam
(28,4%). Ti s6 nir:nam la 2,5:1. Khong cé su
khac biét cd y nghia thong ké vé phan bd gidgi
tinh giira cac kiéu gen rs11673309 véi nhau.

Bang 3: Diém sé UAS va DLQI trén déi tuong tham gia nghién ciu (n = 102)

Dic diém Téng rsl:z.g7=3§g!)l) 1T rsl:l(.g7=3§gg TG rsl:l(.ﬁ7=33igg GG Gia tri p
UAS 37%£1,0 34%£0,9 38+1,1 39+£1,0 0,144
DLQI 13,0[9,0;19] | 10,0[9,0;13,5] 16,0 [10,0;20,0] | 14,0[11,0;16,5] | 0,003 *

*: Kruskal Wallis Test

Nhéan xét: Khong co su khac biét ¢ y nghia
thong ké gilta cac da hinh don nucleotide
rs11673309 vdi thang diém UAS (p = 0,144).

Piém sd chat lugng cudc sbng (DLQI) cb
trung vi la 13,0 [9,0;19,0]. C6 su khac biét cd y
nghia thong ké gilra cac da hinh don nucleotide
rs11673309 véi DLQI (P = 0,003).
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Hinh 1: Méi lién hé giita diém sé chét luong
cudc séng (DLQI) va cac kiéu gen
rs11673309

IV. BAN LUAN

Co ché bénh sinh chinh xac cla CSU hién
van con chua ro rang, la bénh ly c6 da yeu to: di
truyén, tu mién, moi trudng. Co 2 kiéu mau
(endotype) CSU trong cc ché bénh sinh dugc dé
xuat: 1/ CSU tu di iing (autoallergic CSU - type I)
lién quan dén khiém khuyét tin hi€éu ndi bao: su
hoat hoa khong phu hgp phan tr spleen tyrosine
kinase (SYK) va su (c ché diéu hoa am tinh “the
Src  homology  2(SH2)-containing  inositol
phosphatases (SHIP)”. Hai phan tl trén dong vai
trd trong kiém soat con derng tin hiéu phong
thich hat ctia t& bao mast va basophil. Dan dén,
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phdng thich hat mot cach tu nhién = histamine,
cac san pham trung gian qua trinh viém theo sau
d6 dugc tao ra va hinh thanh triéu chiing mé
day. 2/ CSU tu mien type IIb (type IIb
autoimmune CSU): su hién dién cac tu khang thé
IgG, doi khi la IgM va IgA, da hoat hoa truc ti€p
hay gién ti€p (thong qua IgE) thu thé IgE ai luc
cao (FceRIa) trén bé mat té bao mast, da dan
dén su phdng thich hat qua mirc 121,

C5a la mot cytokine hoa (ng dong vdéi
neutrophil, eosinophil, monophil. Né gay tang
tinh tham va giai phdng céc yéu t6 tién viém nhu
IL-1, IL-6, TNF-a, and GM-CSF. Su bi€u hién cla
thu thé C5aR1 trén t& bao mast rat da dang, tuy
thudc vao ham lugng protease trong quan thé t&
bao d6: T€ bao mast & da: co6 ham lugng cao
Tryptase (T), Chymase (C). Su lién két gilra yéu
t6 bé thé C5a va thu thé C5aR1 trén t& bao mast
da tao ra su phéng thich hat va gidi phdéng
cytokine. Té bao mast & dudng tiéu hod, phdi: co
ham lugng cao_Tryptase (T), nhung khong co
Chymas (C), dan dén su thiéu hut bi€u hién
C5aR1 nén C5a khong thé tac dong.

T€ bao dich cua C5a la t€ bao mast, sau khi
dugc kich hoat dan dén hoa hudng dong, phéng
thich hat va giai phong cac hoa chat tién viém.
Su gan két C5a va C5aR1 d3 dan dén két qua
huy dong Ca2+ ndi bao, Uc ché hinh thanh
cAMPs, hoat hod con dudng tin hiéu MAPKs,
PI3K, Akt va cac con dudng khac .

Gen CS5AR1 téng hdp nén thu thé C5al
(C5aR1: C5a Receptor 1). Thu thé C5aR1 cé ai
luc cao véi C5a, chiu trach nhiém trong kich hoat
tién viém (proinflammatory). C5aR1 la mot
GPCRs dugc tim thdy & bd gen, d& nhan biét cac
peptide/protein ndi sinh la cac phan tir truyén tin
cla té€ bao 31,

Két qua nghién cttu clia chidng toi ghi nhan
ty 1& ki€u gen rs11673309: -1330TT, -1330TG, -
1330GG trong cac doi tugng nghién clu lan lugt
la 32,4%; 49,0%; 18,6%. Két qua cla ching toi
kha la tuong dong véi nghién clu cla tac gia
Siyu Yan va cOong su (2014) trén dan s6 ngudi
Trung Quoc vdi két qua nhu sau: 30,2%; 50,5%;
19,3% ],

Thang diém UAS danh gid mic dd bénh:
trong nghién clu clia ching toéi khéng tim thay
su’ khac biét cé y nghia thdng ké gitta diém s6
UAS va cac ki€u gen rs11673309 trong da hinh
don nucleotide C5AR1. Két qua nay cling tuang
dong v@i nghién clru cua tac gia Siyu Yan va
cong su (2014) ],

Mac du, trong nghién clru cla tac gia Siyu
Yan va cong su’ (2014) khong tim thay su khac

biét cé y nghia théng ké gitta diém s6 DLQI véi
cac kiéu gen rs11673309 71, Nhung nghién cliu
cla chung t6i lai tim thay su khac biét cd y nghia
thdng ké gitta diém s8 DLQI véi cac ki€éu gen
rs11673309 trong da hinh don nucleotide C5AR1
(p = 0,003). DLQI trong nghién ctu cua ching
toi 6 trung vi 1 13,0 [9,0;19], nhém ki€u gen -
1330TG c6 diém s& DLQI cao nhéat véi trung vi 1a
16,0 [10,0;20,0]. TU két qua nay, ching toi co
th€ ggi y nhitng bénh nhadn mang ki€u gen -
1330TG cd chat lugng cube séng kém han so véi
cac ki€u gen con lai va can danh gid, can thiép
diéu tri tich cuc hon.

V. KET LUAN

Nhdm bénh nhan mang ki€u gen -1330TG c6
chat lugng cudc sdng kém nhat. Viéc danh gia
mai lién quan gilra da hinh dan nucleotide C5AR1
(rs11673309) trén bénh nhan mé day man tinh
tu phat tai Viét Nam nén dugc thuc hién véi cd
mau Ién han, cé nhdm chldng va so sanh vai két
qua diéu tri nhdm tim ra thém nhiéu déc diém
quan trong khac biét gitta cic nhém ki€u gen
rs11673309, t& d6 gdép phan vao dinh hudng
diéu tri, ki€m soat bénh va tién lugng.
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