TAP CHI Y DUQC HQC CAN THO - SO 41/2021

PHAT HIEN MYCOPLASMA PNEUMONIAE
VA CHLAMYDIA PNEUMONIAE BANG KY THUAT REAL-TIME PCR
TREN BENH NHAN VIEM PHOI MAC PHAL CONG PONG

Nguyén Ngec LAm**, Trinh Thi Hong Ciia? Dwong Thi Loan?
1. Trung tdm Y té huyén Tra On
2. Trwong Bai hoc Y Durgc Can Tho
*Email: nguyenngoclam86@gmail.com

TOM TAT
Dit vin dé: Mycoplasma pneumoniae (M. pneumoniae) va Chlamydia pneumoniae (C.
pneumoniae) 1a hai logi vi khudn khéng dién hinh gay bénh viém phoi céng dong (VPCP) nhung
dinh danh rat khé bang phirong phdp nuéi cdy va huyét thanh hoc. Hién nay, kj thugt real-time PCR
1a kj thugt sinh hoc phan tiz gitip phét hién vat liéu di truyén cua hai vi khudn nay véi dé nhay va
do ddac hiéu cao. Muc tiéu nghién cizu: (1) Xdc dinh ty I¢ nhiém M. pneumoniae va C. pneumoniae
& bénh nhan viém phai céng dong bang kp thudt real-time PCR. (2) Tim hiéu mét sé yéu té lién quan
dén ty 1¢ nhiém M. pneumoniae va C. pneumoniae ¢ bénh nhan viém phol cong dong. Péi tugng va
phwong phdp nghién ciru: Nghién cizu md ta cat ngang thyc hién trén mdu dam ciia 157 bénh nhan
dwoc chan dodn VPCP, diéu tri tai Bénh vién truong Pai hoc Y Duoc Can Tho' tir thang 07/2020
dén thang 05/2021. Két qud: Ty I¢ phat hién M. pneumoniae va C. pneumoniae ¢ mau dam ciia bénh
nhdn VPCP la 14,6% (23/157), trong dé M. pneumoniae chiém ty 1é 56,5% (13/23), C. pneumoniae
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chiém ty 1¢ 8,7% (2/23) va dong nhiém ca hai vi khuan 1a 34,8% (8/23); Sur khac biét khong c6 y
nghia thong ké (p>0, 05) gizaty I¢ nhiém M. pneumoniae va C. pneumoniae Vdi cac ddc diém chung
cua bénh nhan viém phai cong dong, ciing nhw s6 lwong bach cau trung tinh, CRP va hinh anh ton
thwong phéi trén X-quang. Két lugn: Ty 1¢ nhiém M. pneumoniae va C. pneumoniae phat hién bang
ky thugt realtime PCR ¢ bénh nhan viém phéi céng dong 1a 14,6% tai Bénh vién truong Dai hoc Y
Duroc Can Tho. Khéng tim thay méi lién quan cd ¥ nghia théng ké gidga ty Ié nhiém M. pneumoniae
va C. pneumoniae Véi cdc ddc diém dan sé, ddc diém can 1am sang cia bénh nhan viém phéi céng
dong (p>0,05).
Tir khoa: Viém phéi cong dong, M. pneumoniae va C. pneumoniae, real-time PCR.

ABSTRACT

DETECTING MYCOPLASMA PNEUMONIAE
AND CHLAMYDIA PNEUMONIAE BY REAL-TIME PCR
IN PATIENTS WITH COMMUNITY-ACQUIRED PNEUMONIA

Nguyen Ngoc Lam?, Trinh Thi Hong Cua?, Duong Thi Loan?
1. Tra On district Medical Center
2. Can Tho University of Medicine and Pharmacy
Background: Mycoplasma pneumoniae (M. pneumoniae) and Chlamydia pneumoniae (C.
pneumoniae) are two atypical bacteria causing community-acquired pneumonia (CAP) but
identification is difficult by culture and serological methods. Currently, the real-time PCR technique
is a molecular biology technique that helps to detect the genetic material of these two bacteria with
high sensitivity and specificity. Objectives: (1) Determine the prevalence of M. pneumoniae and C.
pneumoniae in patients with CAP by real-time PCR technique; (2) Find out some related factors to
the prevalence of M. pneumoniae va C. pneumoniae in patients with CAP. Materials and methods:
A cross-sectional descriptive study was performed on sputum samples of 157 patients diagnosed
with CAP treated at the Can Tho University of Medicine and Pharmacy Hospital from July 2020 to
May 2021. Results: The overall infection rate of M. pneumoniae and C. pneumoniae in sputum
samples of CCP patients was 14.6% (23/157), in which M. pneumoniae accounted for 56.5% (13/23)
, C. pneumoniae accounted for 8.7% (2/23) and co-infection with both bacteria was 34.8% (8/23);
There was not significant differences (p > 0.05) between the infection rates of M. pneumoniae and
C. pneumoniae with the general characteristics of the patients with CAP, as well as the number of
neutrophils, CRP. and lung lesions on X-ray. Conclusion: The rate of M. pneumoniae and C.
pneumoniae detected by real-time PCR technique in CAP patients was 14.6% at the Can Tho
University of Medicine and Pharmacy Hospital there was no relationship between the prevalence
of M. pneumoniae and C. pneumoniae infection with the demographic and subclinical
characteristics of CAP patients.
Keywords: Community-acquired pneumonia (CAP), M. pneumoniae and C. pneumoniae,
real-time PCR.

I. PAT VAN BE

Viém phéi cong dong (VPCP) duoc dinh nghia 13 viém phdi mac phai ngoai bénh
vién. Cac tac nhan vi khuan gay bénh dwoc xac dinh phd bién nhét 1a Streptococcus
pneumoniae, Haemophilus influenzae, vi khuan khong dién hinh va virus. Viém phéi cong
ddng vai tac nhan gay bénh 1a cac vi khuan khong dién hinh nhu Chlamydia pneumoniae (C.
pneumoniae ) va Mycoplasma pneumoniae (M. pneumoniae) chiém ty 18 tir 22-28,6% trong
tong s VPCD c6 thé xac dinh duoc tac nhan [6], [7], va ty 1é dong nhiém C. pneumoniae va
M. pneumoniae Ia 3,4% [5]. Néu chi dira vao biéu hién 1am sang hay X-quang thi khong thé
chan doan phan biét cac tic nhan vi sinh, déng thoi, quy trinh nudi cay M. pneumoniae trong

108



TAP CHI Y DUQC HQC CAN THO - SO 41/2021

moi truong SP-4 voi thoi gian 2-3 tuan kha phue tap, con C. pneumoniae chi ky sinh bat
budc trong té bao séng, nén khong thé nudi cay trén cac moi truong nhén tao [3], [5]. Vi
vay, hau hét cac phong xét nghiém déu khong thue hién nudi cdy cac vi khuan nay.

Hién nay, viéc ung dung k¥ thuét real-time PCR dé chéan doéan C. pneumoniae va M.
pneumoniae mang lai hiéu qua cao trong chan doan, diéu tri VPCD, do 1am ting kha ning phat
hién sém, cho két qua nhanh chong va chinh x4c cac tac nhan nay, [3], [8], [13]. Vi thé, nghién
ctru duoc thyc hién véi 2 myc tiéu: (1) Xac dinh ty 1& nhiém M. pneumoniae va C. pneumoniae
trén bénh nhan VPCP diéu tri tai Bénh vién truong Pai hoc Y Dugc Can Tho; (2) Tim hiéu mot
s6 yéu t6 vé dac diém dan sd, can 1am sang lién quan dén ty 1& nhiém M. pneumoniae va C.
pneumoniae & bénh nhan VPCP tai Bénh vién truong Pai hoc Y Dugc Can Tho.

I1. POI TUQONG VA PHUONG PHAP NGHIEN CUU
2.1. Poi twgng nghién ciru

Cac bénh nhén da dugc chan doan mac VPCD véi trigu chimg dién hinh cua viém
phdi, nhu: sét cao, rét run, ho khac dom mu, dau nguc kleu mang ph01 (néu c6 ton thuong
mang ph01) kham c6 hoi ching dong dac hogc c6 ran am hoac ran no. Tuy nhién, ¢ nguoi
I6n tudi thi cac triéu chimg thuong khong ram rd, c6 thé khong co sbt [2].

- Tiéu chuan loai trir: Bénh nhan viém phoi nhung c6 tién sir dén/qua/dfvé tir ving
dich t& c6 bénh Covid-19 trong khoang 14 ngay trudc khi khéi phat céc triéu ching hoic
tiép xUc gan vai trudng hop bénh nghi ngd hoic xac dinh nhiém Covid-19 trong khoang 14
ngay trude khi khoi phét cac triéu ching [1]. Bénh nhan tir chdi tham gia nghién cau nay.
Bénh nhan VPCD nhap vién lai sau khi da duoc ldy mau & 1an nhap vién trude do.

2.2. Phuwong phap nghién ctu
- Thiét ké nghién ciru: M0 ta cat L ngang.

- Cong thic tinh ¢& mau: » = %51—;0)

Z 1.0 : tri s6 tir phan phdi chuan. Z = 1,96

a: do tin cay = 95 %

d: sai s6 cho phép, chon d = 0,07 (d6 chinh xac 13 93%).

p: theo nghién ctru trude d6 ctia Ta Thi Diéu Ngan [4], ty 1& nhiém M. pneumoniae
14 16,2% va ty 1& nhiém C. pneumoniae 1a 10,6%. Ap dung cong thirc tinh ¢& miu, 1an luot
liy p=0,162 va p=0,106 ta duoc n=106,43 (M. pneumoniae) va n ~ 74,29 (C. pneumoniae),
do d6, c& mau tdi thiéu can cho nghién ctru ndy 13 107 miu, cong 10% hao hut miu, ta c6
n=120 mau. Thuc té, chung t6i da thu thap dugc 157 mau thoa tiéu chuin chon mau.

- Phwong phap chon miu: Chon mau thuan tién.

- N§i dung nghién ctru va phwong phap thu thap:

+ Pic diém dan sé hoc cua bénh nhan va két qua can 1am sang (céng thiic mau,
chi s6 xét nghiém CRP va md ta ton thuwong trén phim X-quang phdi) dwoc thu thap tir bénh
&n va ghi chép lai vao cac phiéu thong tin.

+ Ty & nhiém M. pneumoniae, C. pneumoniae va dong nhiém M. pneumoniae va
C. pneumoniae, thu thap théng qua viéc thuc hién k¥ thuat realtime - PCR trén mau dam
cua bénh nhan, véi cac budc:

+ Thu thap mau dam caa bénh nhan VPCP tir phong kham H6 hap va khoa
Noi tong hop cua Bénh vién trudng Pai hoc Y Dugc Can Tho. Bénh pham dam duoc bénh
nhan khac truc tiép vao lo v triing c¢é nap van,

+ Thuc hién ky thuat xét nghiém: Xt ly mau, tach chiét DNA tai phong xét nghiém
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Sinh hoc phan tir, Bo mén Sinh Iy bénh - Mién dich, Khoa Y, trudong Pai hoc Y Duoc Can Tho.
+ Thyc hién k¥ thuat real - time PCR tai phong xét nghiém vi sinh, Khoa Xét
nghiém, Bénh vién Quan Y 121, véi nguyén ly khuéch dai cac doan gen dic hiéu véi M.
pneumonia va C. pneumoniae va théng qua tin hiéu huynh quang cua cac chat phat huynh
quang (probe) gitip ngudi lam xét nghiém phat hién dugc gen muc tiéu trén mau DNA tach
chiét. Nghién ctru sir dung bo kit thir Mycoplasma pneumoniae/Chlamydophila pneumoniae
Real-TM do hang Sacace Biotechnologies (Y) cung cap, trén hé thong may real - time
SaCycler - 96™ va thuc hién tai phong xét nghiém Sinh hoc phan ti, trudng Dai hoc Y
Dugc Can Tho. Két qua duoc nhan dinh duong tinh khi xuat hién duong biéu dién khuéch
dai v&i kénh mau FAM (nhiém M. pneumonia) va ROX (nhiém C. pneumoniae) véi chu ky
ngudng Ct < 33 va am tinh (khong nhiém M. pneumonia va C. pneumoniae) khi khéng xuat
hién duong biéu didn khuéch dai voi kénh mau FAM/ROX hoic chu ky ngudng Ct > 33.

- Phwong phap xit Iy s6 liéu: Str dung phan mém SPSS 20.0, cac bién sé phan loai
dugc trinh bay bang bang phan bé tan s6 va ty & phan trim; kiém dinh chi - binh phuong
(%) va Fisher’s exact test duoc sir dung dé tim hiéu mdi lién quan gitra hai bién dinh tinh.
So sanh ¢6 y nghia khi p < 0,05.

I11. KET QUA NGHIEN CUU

3.1. Pic diém chung cia dbi tweng nghién ciu
Bang 1. Pac diém dan sé hoc va tién sir bénh phdi man caa bénh nhan (n = 157)

Pic diém Gia tri Tan sé (n) Ty 18 (%)
Gigi tinh Nam 4 59,9
N 63 40,1
18-35 2 1,3
36-45 2 1,3
Nhoém tudi 46-55 11 7,0
56-65 23 14,6
> 65 119 75,8
Dia du Thanh thi 83 52,9
: No6ng thén 74 471
Tién sir bénh phoi man Co mac benh 46 29,3
; : Khéng ¢6 mac bénh 111 70,7

~Nhan xét: Nam gi6i chiém ty 1€ 59,9% va 40,1% la nit gidi, ty s‘é nam/nir 1a 1,5/1.

D¢ tudi > 65 chiem da so6 (75,8%), tudi trung binh la 73 + 13 tudi. V€ dia du: thanh thi
(52,9%) va ndng thon (47,1%). 29,3% bénh nhan cd tien st mac bénh phoi man tinh, con
lai 70,7% tien sir khdng mac céc bénh ly nay.

3.2. Ty I& phat hién M. pneumoniae va C. pneumonia & mau dam bang ky thuat real-
time PCR ¢ bénh nhan VPCD
Bang 2. Ty Ié‘nhiém chung cua M. pneumoniae va C. pneumoniae & mau dam cua ddi twong
nghién ctu bang ky thuat real - time PCR (n = 157)

Két qua real - time PCR Tén sé Ty 18 %
Duong tinh 23 14,6
Am tinh 134 85,4

Téng 157 100

Nhan xét: Xét nghiém 157 mau dam cua bénh nhan mac VPCD bang ky thuat
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realtime PCR,/phét hién su hién dién cua M. pneumoniae va/hoac C. pneumoniae ¢ 23/157
mau dam, chiém 14,6%.

Bang 3. Ty I¢ don nhiém va dong nhiém M. pneumoniae, C. pneumoniae ¢ mau dam ciia
bénh nhan VPCD bang ky thuat real-time PCR (n = 23)

Loai vi khuan Tan so (n) Ty 18 %
Pon nhiém M. pneumonia 13 56,5
Pon nhiém C. pneumonia 2 8,7
Pong nhiém M. pneumoniae, C. pneumoniage 8 34,8
Tong 23 100%

‘ Nhan xét: Trong s6 23 mau duong tinh v6i M. pneumonia va/hogc C. pneumoniae
bang k§ thuat real-time PCR, c6 13/23 (56,5%) mau don nhiem M. pneumoniae, 2/23 (8,7%)
mau don nhiem C. pneumoniae va 8/23 (34,8%) 1a dong nhiém ca 2 vi khuan nay.

3.3. Mjt sé yéu té lién quan dén ty 1& nhiém chung cia M. pneumoniae va C.
pneumoniae ¢ bénh nhan VPCD
Bang 4. Lién quan giira ty 1& nhiém M. pneumoniae va C. pneumoniae véi mot s6 dac diem
dan so6 hoc cua bénh nhan viém phoi cong dong

] ] ] Nhiém M. pneumoniae va C. pneumoniae
DPic diém dan so va tien sir bénh Co Khéng p
n (%) n (%)
o Nam 17 (18,1%) 77 (81,9%)
Giéi tinh NG 6 (9.5%) 57 (90.5%) 0,137
o <65 3 (7,9%) 35 (92,1%)
Nhom woi > 65 20 (16,8%) 99 (83,2%) 0,176
. Thanh thi 11 (13,3%) 72 (86,7%)
bia du Nang thon 12 (16,2%) 62 (83,8%) 0,600
Tién s bénh phéi Cé 9 (19,6%) 37 (80,4%) 0.26
man Khéng 14 (12,6%) 97 (87,4%) ’

Nhan xét: Két qua cho thay ty 1 nhiém vi khuan nay ¢ nam (18,1%) nhiéu hon & nix
(9,5%); nhdm tudi > 65 tudi co ty I& nhidm cao hon (16,8%) so vi nhoém tudi < 65 tudi
(7,9%); ty 1& nhidm 2 vi khuan nay & ngudi ¢d tién sir bénh phdi man cao hon (19,6%) so
v6i ngudi khong ¢ tién sir bénh phoi man (12,6%). Tuy nhién, cac su khac biét déu chua
c6 y nghia théng ke, véi p > 0,05.

Bang 5. Lién quan gitra ty 1é nhidm M. pneumoniae va C. pneumoniae véi mot sé dic diém
can 1am sang ciia bénh nhan viém phoi cong dong

Nhiém M. pneumoniae va C.
Pic diém can 1am sang _pneumoniae___ P
: : Cé Khong
n (%) n (%)
S6 luong bach cau > 10 x 109/L 16 (17,6%) 75 (82,4%) 0.222
chung <10x 10%L 7 (10,6%) 59 (89,4%) '
S6 lugng bach cau hat | >7 x 10%/L 16 (16,8%) 79 (83,2%) 0.336
trung tinh <7 x109L 7 (11,3%) 55 (88,7%) '
> 20 mg/L 13 (13,3%) 85 (86,7%)
CRP <20 mg/L 10 (16.9%) 49 (83.1%) 0,527
Ton thuong trén X- Cé 20 (14,6%) 117 (85,4%) 0,962
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guang phoi Khéng 3 (15%) 17 (85%)
Co 2 (6,9%) 27 (93,1%)
Khéng 21 (16,4%) 107 (83,6%)

Nhan xét: Khéng c6 moi lién quan c6 y nghia thong ké giira ty 1& nhiém M.
pneumonlae va C. pneumoniae véi mot sé dic diém can 1am sang cua bénh nhan VPCD,
Véi p déu > 0,05.

IV. BAN LUAN
4.1. Pic diém chung cia ddi twong nghién ciu

Tir két qua bang 1 cho thay, nam gii (59,9%) chiém ty 1é cao hon nir gidi (40,1%),
két qua nay phd hop véi tac gia Ta Thi Diéu Ngan (2016), tac gia Kensuke Takahashi va
cong su (2013) véi nam gidi chiém ty 1 cao hon, 1an luot 1a 62% va 52% [4], [11]. Tudi
trung binh cia dbi twong nghién ciru 1a 73 + 13 tudi va nhém tudi ¢ ty 1¢ cao nhat 1a > 65
tuoi (75,8%), ké dén 12 56-65 tudi (14,6%) va 46-55 tudi (7,0%), thap nhat 1a < 36 tudi. Két
qua vé nhém tudi twong ddng véi nghién ctu cua Grace Lui va cong su (2009) tai Hong
Kodng c6 73,4% bénh nhan > 65 tudi [7]. Bleu nay co thé lién quan dén nguoi 16n tudi thuong
c6 bénh ly nén di kém va c6 dap ang mién dich chéng vi sinh vat kém hon, nén nhom tudi
> 65 tu6i dé mac bénh VPCD hon cac nhom tudi khéac. Khi phan tich vé dia du, noi sinh
séng hién tai caa bénh nhan, két qua nghién ctru chua thay c6 sy khac biét rd rang gita
thanh thi (52,9%) va nong thon (47,1%). C6 I vé dia du khong phai la yéu té thuan loi quan
trong anh hudng dén dich té hoc cia bénh VPCD.

Nham muc dich tim hiéu céc bénh phdi man thuong gap ¢ Viét Nam nhu hen phé
quan, bénh phéi tic ngh&n man tinh ¢ anh huong dén bénh VPCP noi chung va viém phoi
do vi khuan khong dién hinh n6i riéng, nghién ciru di khai thac tién sir mac cac bénh Iy nén
ndy. Trude do, nghién ctru cua Jordi Almirall va cong su (2017) hay Javier H. Ticona va
cong sy (2021) da cho rang viém phé quan tac ngh&n man tinh va hen phé quan la cac yéu
t6 nguy co gay VPCD & ngu’(yl 16n [9], [10] Két qua ¢ bang 1 c6 thdy c6 46/157 (29, 3%)
bénh nhén c6 tlen sir bénh ly nen man tinh vé hd hap va 70,7% thi khong c6 tién sir nay, rat
c6 thé day 1a yéu td nguy co mac VPCD cuia bénh nhan trong nghién ctiu nay.

4.2. Ty 1& phat hién M. pneumoniae va C. pneumonia & mau dam bang ky thuat real-
time PCR

Bang ky thuat real-time PCR, nghién ciru da phat hién M. pneumoniae va C.
pneumoniae & mau dam cta bénh nhan VPCD véi ty 1¢ 14,6%. Két qua nay kha tuong dong
vé6i nhiéu nghién ciu trén thé gigi, ghi nhan ty ¢ nhiém chung cia M. pneumoniae va C.
pneumoniae ¢ Nhat Ban 1a 13%, Han Quéc 12 16%, Trung Qudc la 16%, Malaysia 1a 13%,
Pai Loan 1a 22%, Thai Lan 13 9% [12]. Bén canh d6, két qua caa bang 2 cho thay, ty Ié
nhidm M. pneumoniae chiém ty Ié cao nhat la 56,5%, ké dén dong nhiém 2 vi khuan 1a
34,8% va nhiém C. pneumoniae la 8,7%. Khi so sanh véi cac nghién ciru trong va ngoai
nudéc, két qua ty 1& don nhidm M. pneumonia va don nhidm pneumoniae kha twong dong
véi nghién ctru cua tac gia Ta Thi Diéu Ngan (2016), don nhiém M. pneumonia va don
nhiém pneumoniae lan luot 12 16,2%; 10,6%; theo nhan dinh cua Forest Arnold, vi khuan
khong dién hinh gay VPCD c6 ty Ié twong tu nhau trén tat ca cac khu vuc dia ly va ty 1é
chung trén toan thé gigi 1a 22%, trong d6, M. pneumoniae la tac nhan hay gap nhét, tiép dén
la C. pneumoniae va cudi cing la L. pneumophila [6].

Tran dich mang phoi 0,191
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4.3. Méi lién quan giira nhiém M. pneumoniae va C. pneumoniae véi mot sé dic diém
dan s6 hoc va dic diém can 1am sang cia déi twong nghién ciru

Xeét vé dac diém dan sé hoc, két qua nghién ctru ghi nhan ty 1é nhiém 2 vi khuan M.
pneumoniae va C. pneumoniae ¢ nam (18,1%) nhiéu hon & nit (9,5%), & nhém tudi > 65
tudi (16,8%) ciing cao hon so véi nhom tudi < 65 tudi (7,9%), & ngudi ¢ tién sir bénh phoi
man (19,6%) ciing cao so véi ngudi khong co tién sir bénh phdi man (12,6%). Tuy nhién,
céc su khac biét trén déu chua c6 ¥ nghia thong ké, voi p > 0,05. Biéu nay, ¢6 thé nhan dinh
tac nhan M. pneumoniae va C. pneumoniae gay bénh VPCD khong bi anh husng boi mot
s6 yéu t6 dan sé hoc, tuy nhién can nghién ciru thém dé khang dinh noi dung nay.

Tuong tu, tir két qua bang 3 cho thay su khac biét gitra ty 18 nhidm 2 vi khuan M.
pneumoniae va C. pneumoniae véi sé lwong bach cau chung, sb lugng bach cau hat, ciing
nhu chi 6 CRP va hinh anh tén thuong trén X-quang phdi déu chwa c6 y nghia thong ké,
V6i p > 0,05. Nhu vay, trong nghién cuu nay, tac nhan M. pneumoniae va C. pneumoniae
gay bénh VPCD ciing chua c6 moi lién quan véi mot s6 dic diém can 1am sang. Tir 4o, cho
thay k§y thuat real-time PCR 13 phuong phap hitu hiéu dé phat hién cac tac nhan M.
pneumoniae va C. pneumoniae gay bénh VPCD.

V. KET LUAN

Ty lé phét hién M. pneumoniae va C. pneumoniae & mau dam cua bénh nhan VPCD
1a 14,6% (23/157), trong d6 M. pneumoniae chiém ty ¢ 56,5% (13/23), C. pneumoniae
chiém ty & 8,7% (2/23) va ddng nhiém ca hai vi khuan 1a 34,8% (8/23). Khong c6 su khéc
biét c6 ¥ nghia thong ké giita ty 1& nhiém M. pneumoniae va C. pneumoniae voi mot s6 dac
diém dan sé hoc va dic diém can 1am sang cua d6i twong nghién ciu (p > 0,05).
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