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phéi. Diéu nay cb thé do trong nghién cliu cla
chuing t6i doi tugng bénh nhan nghién clru la cac
bénh nhan nhi nho tudi (tir s sinh dén dudi 15
tudi) va bi viém phéi cé bién ching (dugc chan
doan bang X-quang CLVT nguc). Trong khi cac
tac gia trén thi nghién cltu trén cac doi tuong la
bénh nhan bi viém phdi hodc nghi ngd viém
phdi, va cd tac gid nghién ctu trén doi tugng
nghién ctu la la nhitng bénh nhan Ién tudi han
(dudi 18 tudi). O tré nhé td chirc phéi chua hoan
toan biét hod, it t6 chic dan hoi, nhiéu mach
mau va bach huyet nén dé gay xep ph0| (biéu
nay cé thé glal thich tai sao xep phdi 1a bién
cerng hay gap nhat trong cac loai bién chiing
cla viém ph0| Vvdi ty 1€ la 62,9%). Bén canh do,
khi c6 1 ton terdng o] ph0| dé gay ra réi loan
tuan hoan ph0| r6i loan qua trinh ngoai hé hap
cling nhu qua trinh trao ddi khi ¢ phdi. Do
nhitng d3c diém giai phau sinh I| bé phan hoé hap
& tré em, nhat 13 tré nhd dé méc bénh dudng ho
hap, déc biét la viém phdi [6], [7] Su’ khac biét
nay cd thé dan téi su khac biét vé ty Ié clia cac
bién chirng clia chiing t6i so vdi clia cac tac gia trén.

V. KET LUAN

Cac diu hiéu ton thuong viém phdi cd ban
thuGng gap theo th(r tu la dau hiéu dong dac,
mat dau hiéu trugt mang phdi va dudng B véi ty
€ lan lugt 1a 94,3%, 28,6% va 20,0%.

Cac diu hiéu tdn thucng clia bién ching
viém phdi hay gép theo th(r tu 1a ddu hiéu quad,
dau hiéu signoid va dau hiéu lung point vdi ty 1é
[an luot la 53,4%, 25,7% va 14,3%.

Xep phéi, tran dich mang phdi, viém phdi
hoai tr va tran khi mang phdi 1a cc bién chling
hay gdp cta viém phdi, vdi ty 1é tuong ng la
62,9%, 57,1%, 40% va 14,3%.
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Pit van dé: Viém phdi cong dong (VPCD) la mot
trong nhCrng [bénh nhiém trung duGng h6 hdp dusi c6
ty 1€ mac va ty Ié t&r vong cao. Nong do cytokine
huyet thanh 6 vai trd quan trong trong danh gla muc
dé nang va tlen lugng bénh nhan viém phoi. Muc
tiéu: Danh gia su thay doi nong do cytokine huyet
thanh & bénh nhan viém phdi cong dong do vi khuan.
Poi tugng va phucng phap: Nghlen ctu trén 78
bénh nhan VPCD diéu tri tai Bénh vién Hitu Nghi Viét
T|ep Hai phong tur thang 1 ndm 2016 dén thang 12
nam 2019. Cac bénh nhan dugc cdy khuin d&m trudc
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khi dung khang sinh. K&t qua va két luan: Két qua
cdy khudn dom moc vi khudn Gram a&m la 62 BN
chiém 79,49% va Gram dudng la 16 BN chiém
20,51%. Gia tri trung vi cac cytokine ctia nhom bénh
tai ngay 1 va ngay 7 déu cao han nhém ching va &
ngay 7 thdp hon ngay 1. Véi 5 vi khudn thudng gap
cho thay TNF-a, IL-6 va IL-10 tdng chlem da s0.
Nhém vi khudn Gram dugng cd gia tri IL-6 va IL-10 cao
hon nhém Gram am nhung g|a tri TNF-a lai thap hon.

Tur khoa: Viém ph6i mac phai cong dong; Dac
diém vi khuan; Cytokine

SUMMARY
CHANGES IN SERUM CYTOKINE LEVELS IN
PATIENTS WITH COMMUNITY-ACQUIRED
BACTERIAL PNEUMONIA
Background: Community-acquired pneumonia
(CAP) is one of the lower respiratory tract infections
with high morbidity and mortality. Level of serum
cytokine plays an important role in assessing the
severity and prognosis of patients with pneumonia.



TAP CHi Y HOC VIET NAM TAP 502 - THANG 5 - SO 2 - 2021

Objectives: To evaluate changes in serum cytokine
levels in patients with community-acquired bacterial
pneumonia. Subjects and methods: Research were
conducted among 78 CAP patients treated at Huu
Nghi- Viet Tiep Hospital, Haiphong from January 2016
to December 2019. The patients’s sputum were
cultured before they took antibiotics. Results and
conclusions: Results of sputum culture: Gram-
negative and Gram-positive bacteria were observerd
among 62 patients (79.49%) and 16 patients
(20.51%), respectively. Levels of cytokines at day 1
and day 7 of the CAP group were higher than the one
of control group and the level at day 7 was lower than
day 1. Level of TNF-g, IL-6 and IL-10 increased
among patients with 5 most common bacteria.
Compared with Gram-negative bacteria group, the
level of IL-6 and IL-10 in Gram-positive bacteria group
were higher, but TNF-a level was lower.
Keywords: Community-acquired
Bacterial characteristics; Cytokines

I. DAT VAN DE

Viém ph6i cdng ddéng (VPCD) la mét trong
nhitng bénh nhiém tring dudng ho hap dudi cd
ty 1é mac va ty |é t&r vong cao [3], Sy dép ung
viém trong VPCD khac nhau & moi ca thé, tly
thuéc vao nguyén nhan gay bénh va mdc do
nang cua bénh. Cac cytokine dugc san xuat
trong qua trinh dap ('ng viém phu thudc vao thdi
gian man cam vdi cac doc t6 ciia nguyén nhan vi
sinh gay bénh. Vai trd cla cytokine trong VPCH
da dugc mét s6 nghién clru dé cap: Interleukine-
6 la mot yéu t6 tién viém va Interleukine-10 la
mot yéu to khang viém dudc coi la quan trong
nhat trong cd ché sinh bénh cia VPCD. Cac
cytokine nay cd lién quan dén mirc dd viém phdi
cling nhu két cuc diéu tri. Tuy nhién sy bién dai
cla cytokine huyét thanh cé su khac nhau theo
cac thé bénh nhan, nguyén nhan vi sinh cling
nhu cac thdi diém danh gia trong cac nghién clru
khac nhau. Muc tiéu cta nghién clu nay la:
Péanh gid su thay déi ndng dd cytokine huyét
thanh & bénh nhan viém phéi cdng dong do vi
khuén tai Bénh vién Hitu Nghi Viét-Tiép Hai Phong.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. Gom 78 bénh
nhanVPCD diéu tri tai Khoa ndi h6 hap- Bénh
vién Hiftu Nghi Viét Tiép Hai Phong tur thang 1
nam 2017 dén thang 12 ndm 2019.

Tiéu chudn lua chon bénh nhén: Cac bénh
nhan dugc chidn doan xac dinh viém phéi mac
phai cdng dong theo tiéu chudn cua Héi I6ng
nguc Hoa Ki (ATS 2007); nudi cdy dinh danh vi
khuén ddm duong tinh; tudi tir 16 trd Ién.

Loai trr nhitng bénh nhan cé bénh hdé hap
khac két hdp nhu lao phéi, gidn phé& quan, bénh

pneumonia;

phdi tdc nghén man tinh, ung thu phdi; cac bénh
ly tu mien.

2.2. Phucong phap nghién cltu

Thiét k€ nghién cuu: Nghién cllu mo ta, theo
doi doc, tién clu.

Cac bénh nhan dugc kham lam sang danh gia
triéu chdring clda nhiém trung, triéu chirng ho hap
va Cac cd quan, cac bénh két hgp, tién s dung
khang sinh, lam cac xét nghiém: cdy khudn dém,
xét nghiém cong thdc mau, sinh hdéa may,
Xquang nguc, nong d0 CRP, PCT huyét thanh,
nong do cac cytokine (TNF-a, IL-6 va IL-10)
huyét thanh tai hai thdi diém (khi nhap vién-
ngay 1 va sau 7 ngay diéu tri-ngay 7). Xét
nghiém ndéng d6 TNF-a, IL-6 va IL-10 huyét
thanh theo nguyén ly ky thuat hdp phu mién
dich vi hat huynh quang (Fluorescence covalent
microbead immunosorbent assay-FCMIA). banh
gid muc dd viém phéi theo thang diém CURB-65.
Péanh gid thay d6i ndng dd cac cytokine huyét
thanh so véi gid tri tham chi€u & nhdm ngudi
binh thudng (binh thudng khi bang gia tri trung
vi, tang khi I6n hon trung vi & nhdm ngudi binh
thudng) va theo 2 thdi diém xét nghiém. Nhap
va XU ly s@ liéu bang phan mém STATA 14.2.

Il. KET QUA NGHIEN cU'U
Bang 3.1: Pdc diém chung bénh nhén

nghién cuu

Cac bién so

Nhém tudi

Gia tri
33 (42,3%)

< 65 tudi
> 65 tudi 45 (37,7%)
Gidi: n (%)
Nam 51 (65,38%)

N 27(34,62%)
Bénh két hop: n (%)
bai thao dudng
Suy than man
Tang huyét ap
Dot quy ndo
Tién s dung khang sinh
trudc do6 3 thang: n (%)
Mirc doé viém phoi (diém
CURB-65): n (%)

12 (53,8%)
3 (3,85%)
8 (12,6%)
3 (3,85%)

11 (17,02%)

43 (55,1%)

<2 35 (44,9%)
>2
Két qua cay khuan dom:
e | i
Gram (-) !

BN nghién clru cé bénh kém theo la dai thao
dudng chiém chi€m 15,38%. BN co tién s co
dung thu6c khang sinh tiém trong thgi gian 3
thang gan day chi€ém 12,82%.

Bang 3.2. Bién déi néng do céc cytokine theo thdi gian diéu tri
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Nhom nguci Nhom bénh Nhom bénh
Cytokine binh thudng nhan ngay 1 nhan ngay 7 5]
n=34 (1) n=78 (2) n=78 (3)
TNF-a: 0,76 1,01 _ "
“Trung vi (max-min) 0,35 0,43-1,42 0,55-2,37 D e
-Binh thudng 0,18-1,00 16 (20.51%) 12/(15.38%) | PaoZ0L0,
“Ting 62 (79.49%) 66 (84.62%) p*=0.
IL- 6: 2,15 1,12 =0,022*
“Trung vi (max-min) 1,11 0,79-6,98 0,70-2,66 Lo
-Binh thuing 0,79-1,92 26 (33.33%) 38 (48.72%) | PAI20003
-T3ng 52 (66.67%) 40 (51.28%) p* =0
L- 10; 1,18 111 P
“Trung vi (max-min) 1,09 0,45-2,58 0,74-1,91 D o
-Binh thudng 0,65-1,63 35 (44.87%) 38 (48.72%) | P#3T00%
“Ting 43 (55.13%) 40 (51.28%) p* =

* Mann Whitney test; ** Wilcoxon signrank test

Gia tri trung vi cac cytokine cia nhom bénh tai ngay 1 va ngay 7 déu cao hon nhdom chiing va &
ngay 7 thap han ngay 1. ) )

Bang 3.3. Lién quan giida thay doi néng do cdc cytokine ngay 1 vdi két qua cdy khudn dom

Két qua cay khuan
Gram (+) (n=16) | Gram (-) (n=62) P
TNF-a
Binh thuGng 4 (25%) 12 (19.35%) 0.618*
Tang 12 (75%) 50 (80.65%) '
Trung vi (max-min) 0,64 (0,36-3,63) 0,76 (0,43-1,35) 0,828**
IL-6
Binh thuGng 5 (31.25%) 21 (33.87%) 0.843%
Tang 11 (68.75%) 41 (66.33%) '
Trung vi (max-min) 3,71 (0,73-12,85) 1,9 (0,88-6,63) 0,647**
IL-10
Binh thuGng 6 (37.50%) 29 (46.77%) 0.506*
Tang 10 (62.5%) 33 (53.23%) '
Trung vi (max-min) 2,23 (0,57-3,87) 1,15 (0,41-1,99) 0,141**
*Chi2 test  **Kruskal-Wallis test

Noéng dd trung binh cla 3 cytokine trong huyét thanh & hai nhém bénh nhan cé moc vi khudn
Gram am va Gram duong chua c6 su khac biét. )
Bang 3.4. Lién quan giira thay doi néng do cadc cytokine ngady 1 vai mirc do viém phoi

CURB-65 P
<2 | =2
TNF-a
Binh thuGng 11 (68.75%) 5 (31.25%) 0.219%
Tang 32 (51.61%) 30 (48.39%) '
Trung vi (max-min) 0.71 (0.25-1.29) 0.81 (0.53-1.45) 0.245%*
11-6
Binh thuGng 15 (57.69%) 11 (42.31%) 0.747%
Tang 28 (53.85%) 24 (46.15%) '
Trung vi (max-min) 1.89 (0.76-14.79) 2.55 (0.96-5.43) 0.912%**
IL-10
Binh thuGng 20 (57.14%) 15 (42.86%) 0.747%
Tang 23 (53.49%) 20 (46.51%) '
Trung vi (max-min) 1.15 (0.41-1.99) 1.58 (0.51-3.22) 0.310**

Néng d6 trung binh cia 3 cytokine trong huyét thanh & hai nhém bénh nhan CURB- 65 < 2 diém
va CURB- 65 = 65 chua co su khac biét.
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Bang 3.5. Tuong quan giita néng dé cytokine ngay 1 vdi cac ddu an viém

Cytokine - CRP p¥ - PCT p*
TNF-a -0.063 0.584 -0.081 0.482
I1-6 0.048 0.677 0.027 0.812
IL-10 0.021 0.856 -0.104 0.365

Nhém vi khuan Gram duang cé gia tri IL-6 va IL-10 cao han nhdm Gram am nhung gia tri TNF-a
lai thap han. Tuy nhién su’ khac biét chua cé y nghia thong ké véi p>0,05.

IV. BAN LUAN

4.1. Pic diém chung bénh nhin nghién
cru. Dé tai cta ching t6i nhdom bénh nhan( BN)
< 65 tudi cd 33 bénh nhan chiém 42,3% va
nhom trén 65 tudi chiém 57,7%. DO tudi cua
bénh nhan trong nghién cltfu clia chung t6i phu
hgp véi dd tubi nguy cd chung cia bénh VPCD
trén thé gidi, tuong tu nhu nghién clfu cla tac
gia Tran Ngoc nghién c(tu tai bénh vién Can Thg,
nhdm tudi > 60 tui chiém 80% [1]. Nghién clu
cla ching téi cho thdy, cac bénh nhan bi VPCD
c6 thé mac mot s6 cac bénh ly kém theo, trong
do cao nhat la tang huyét ap (26,92%), dai thao
dudng (15,38%), bénh than man tinh la 3,85%.
Co rat nhi€u yéu t6 dugdc nhan dinh la nguy cd
dan dén VPCD, trong dé cd tinh trang bénh ly
kém theo. Nghién cfu tdng hdp trén 29 nghién
cru khac cua Brazil da chi ra, bén canh cac yéu
t6 nhu gidi tinh, can ndng, tién cdn_si dung
rugu, hut thudc thi hién tugng nhiém tring
dudng h6 hap cap, hodc cac van dé bénh ly vé
suy giam chirc nang gan, dai thao duGng, ung
thu cling la nhitng yéu t0 dugc xac dinh thudng
di kem vé@i VPCD, dac biét la trén nhoém ngudi
cao tudi [5]

Két quad vi khudn trong miu dom cla cac
bénh nhan trong nghién clu nay thu dugc 7 loai
vi khudn Gram 8m va 5 loai vi khudn Gram
duong, trong ty & Gram dudng chiém 20.5% va
Gram am chiém 79.5%. Két qua cla chung toi
c6 su khac biét so vdi cac nhan dinh trudc déy
trén thé g|d| vé nguyen nhan gay VPCD khi cac
nghlen clru nay cho rang S, pneumoniae 13 lai vi
khuan Gram duang chinh gay ra bénh VPCD trén
toan thé gidi. O Chau Au, gan 35% (dao dong tur
12% dén 68%) trudng hop 1a do phé cau khuan.
Tuy nhién, k&t qua tdng hop cua Ashley Rider vé
VPCD lai cho thay, trén nhém déi tugng ngudi
trudng thanh dang can cham séc y té thi nhdém
vi khudn dugc phat hién nhiéu nhat 1a Gram &m
bao gom: K. pneumoniae, E.Coli, S. aureus va P.
aeruginosa [2].

4.2. Thay ddi ndong dd cac cytokine.
VPCD la mét trong nhitng nguyén nhan gay tor
vong hang dau trong cac bénh nhiém trung

dudng hé hap dudi. Cho dén nay, cac cytokine
da dugc chL'rng minh cé vai trd trong cac phan
u‘ng viém cling nhu trong diéu chinh dap Ung
mién dich ddc hiéu cla co thé. M3c du dén nay
da c6 mét vai nghién cru st dung két qua dinh
lugng ndng do cac cytokine trong huyét thanh
bénh nhan VPCD dé tién lugng mdc d6 ndng cua
bénh, ching t6i xin phép dugc ban luan trong
khudn khd ké&t qua cua dé tai vé mdi lién quan
gitta su bién d6i ndng dd cytokine huyét thanh
vGi cac triéu chiing 1d&m sang va can lam sang
trong bénh VPCD. Tat ca cac té bao & bat ky bo
phén nao trong co thé déu c6 kha néng san xuéat
ra cac cytokine. Cac cytokine chi yéu dugc tao
ra d&€ phan (fng véi cac kich thich, khi khdng con
kich thich nira thi viéc san xuat cytokine dirng
lai. Co nhiéu tac nhan gay kich thich san xuat
cytokine bao gdm vi rat, vi khuén, chat doc...
Cac tac nhan nay tudgng tac dac hiéu vdi cac
thanh phan trén mang té€ bao hoac té bao chat,
tlr do kich hoat hoat déng va bdc 16 biéu hién
gen cytokine. Bén canh do, nhiéu cytokine cling
c6 kha nang tu kich thich san xuat ra chinh né.
TU nhitng nam 1990, cac nha nghién ctu da
nhan thay vai trd6 quan trong cla cac cytokine
tién viém trong bénh ly VPCD, dac biét la
cytokine IL-6, IL-10 va TNF-g, diéu nay sau dé
dugc nhiéu nghién citu chirng minh [6].

Nghién clfu clia chung toi dinh lugng ndng do
3 cytokine TNF-a, IL-6 va IL-10 cla nhdm bénh
la doi tugng nghién clfu va clia nhém chdng la
cac tinh nguyén vién khdée manh. Noéng do
cytokine clia nhdm bénh dugc 1dy vao hai thdi
diém 13 ngdy dau tién va ngay th& 7 sau khi
nhap vién. Gia tri xét nghiém cytokine clia nhém
chirng dudc coi la gid tri binh thudng gia dinh dé
so sanh véi gia tri cytokine cila nhdm bénh. Két
qua nghién cltu cho thay gia tri ndng do cytokine
cla TNF-a, IL-6 va IL-10 binh thuGng gid dinh
[an lugt la 0,35 pg/mL, 1,11pg/mL va 1,09
pg/mL, tugng tu & nhdom bénh ngay 1 co két qua
[an lugt la 0,76 pg/mL, 2,15 pg/mL va 1,18
pg/mL, ngay 7 c6 két qua lan lugt la 1,01
pg/mL, 1,12 pg/mL va 1,11 pg/mL Co thé thay
két qua nong do cytoklne 6 nhém bénh nhan
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nghién ctru cao han binh thudng & ca ngay 1 va
ngay 7. Nong do cytokine & ngay 7 c¢é xu hudng
giam hon so véi ngay 1, su chénh léch nay thé
hién rd nhat & két qua cta IL-6 vdi p < 0,05 [2].
Bén canh xét nghiém cac yéu t6 viém, xét
nghiém vi sinh vat déng vai tro quan trong trong
viéc chén doan nguyén nhén va dinh huéng diéu
tri trong VPCD. Moi loai vi sinh vat déu co su
nhay cam vdi cac loai khang sinh khac nhau.
Néu nguyén nhan VPCD dugc khoanh ving hoac
xac dinh cang sém thi viéc lua chon khang sinh
ban dau cang chinh xac bdi can c6 mot khoang
thdi gian tur khi cé két qua xét nghiém vi sinh vat
dén khi cé két qua khang sinh d6. TU do6 tang
kha néng diéu tri thanh cong, rit ngdn thdi gian
diéu tri va tiét kiém chi phi cho ngugi bénh.
Nguyén nhan vi khudn g&p trong nghién cliu cta
chidng t6i gom cé K. pneumonia, P.aeruginosa,
A. baumannii, Streptococcus sp, E. coli. TUr két
qua nghién clru, ching toi ddt ra gia thuyét rdng
néu két hgp két qua sdm cua cac cytokine clng
vGi cac triéu chirng trén lam sang va cac xét
nghiém can 1dm sang khéc, ching ta c6 thé
khoanh ving nguyén nhan trudc khi cd két qua
nudi cdy vi khuan. Mot khi xac dinh dugc nguyén
nhan, viéc lua chon khang sinh chinh xac cho
ngudi bénh cd thé thuc hién ngay tir ngay dau
nhép vién thay vi st dung khang sinh phd rong.
TUr d6é gop phan lam giam nguy cc khang thudc
clia vi khuan, nhét 1a trong thdi diém rat nhiéu
loai vi khuan khang thuSc nhu hién nay [5].
Nhém tac gid Rosario Menendez va cong su
nghién ctu trén 658 bénh nhan VPCD théng qua
danh gida cac chi s6 cytokine viém, chi sG
procalcitonin (PCT) va CRP nham tim ra gia tri
chadn doan nguyén nhan. K& qua nghién clu
cho thdy gia tri trung binh thap cla cac chi s6
CRP, PCT, TNF-a va IL-6 gap  nhdm bénh nhan
VPCD khong rd nguyén nhan, ngudc lai cac chi
s6 nay tang cao 6 nhém bénh nhan VPCD cé
nguyén nhan. Tang cytokine cé vé nhu dac hiéu
vdi cac nguyén nhan khac nhau, diéu nay dugc
lam sang té han trong nghién clfu ciia nhdm tac
gid nay. V&i nhitng bénh nhan VPCD nhiem
khudn khdng dién hinh cé tdng PCT va IL-6,
nhom bénh nhan VPCD do Enterobacteriacea co
tang IL-8, S. pneumonia c6 tang PCT va
Legionella pneumophila cé tdang CRP va TNF-a
[7]. Nghién c(ru nay cho thay tac nhan gay bénh
khac nhau gay ra nhitng phan (tng khac nhau
clia cd th€ & bénh nhan VPCD. Cac tac gia cling
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cho rdng viéc dinh lugng cac nhdm cytokine va
yéu t6 viém phan nao gilp cac bac sy lam sang
dinh huéng t8i nguyén nhan gay bénh va c6 thé
sém dua ra chién lugc diéu tri phu hgp khi viéc
tim ra nguyén nhan gay VPCD chua dugc tién
hanh hodac trong thgi gian chG dgi két qua vi
sinh. Qua day ciing thady su can thiét cua viéc
xac dinh do d3c hiéu, dd nhay, gia tri chan doan
duong tinh va gid tri chdn doan am tinh cla
nhém cac cytokine khac nhau & bénh nhan
VPCDH, nhdm phuc vu viéc dinh huéng chan doan
nguyén nhan va dinh hudng chién lugc diéu tri [7].

V. KET LUAN

Bénh kem theo la dai thdao dudng chiém
chiém 15,38%. Tién s ¢ dung thudc khang
sinh tiém trong thdi gian 3 thang gan day chiém
12,82%. K&t qua cdy khudn ddm moc vi khuin
Gram am la 62 BN chiém 79,49% va Gram
dugng la 16 BN chiém 20,51 %. Gia tri trung vi
cac cytokine cia nhém bénh tai ngay 1 va ngay
7 déu cao han nhém ching va & ngay 7 thap
han ngay 1. Su khac biét TNF- a cla nhdm bénh
ngay 1 so véi nhdm ching cé y nghia thong ké
p< 0,05. Nhém vi khudn Gram duong c6 gia tri
IL-6 va IL-10 cao han nhdm Gram am nhung gia
tri TNF-a lai thap han.
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