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TOM TAT:

Dot cp bénh phéi téc nghén man tinh (BPTNMT)
la mét dién bién thwong gap cda BPTNMT va dé lai
nhiéu hau qua nang né cho ngu’o’l bénh nhw suy giam
chét lwong cude song, sut giam nhanh chire nang ho
hap, chiém phan I&n chi phi diéu tri bénh va la nguyén
nhan gay t& vong chinh cho bénh nhan. Khi dot cap
xay ra, qué trinh viém trong dwérng hd hap va viém
toan than dién ra manh mé hon véi nhiéu thay déi so
v6i giai doan én dinh. Tuy theo nguyé&n nhan gay ra
dot cép la vi trung, virus hay céc tac nhan khéng viém
nhiém ma kiéu viém xay ra trong dot cap ciing rat
khac nhau. C6 thé tam thoi chia lam 2 kiéu viém chinh
thwong gap trong dot cdp BPTNMT la viém theo
hwéng tdng bach cau i toan va viém theo huéng
tang bach ciu da nhan trung tinh. Kiéu viém theo
hwéng tang bach cau &i toan dap wng tot voi corticoid
va thedong xay ra khi nguyén nhan gay ra dot cép la
virus. Cac thudc chdng viém cho kiéu viém con lai
dang dwoc nghién clru.

ABSTRACT:

Acute exacerbations are very common in the
progression of and an important feature of chronic
obstructive pulmonary disease (COPD) since they
result in deterioration of a patient’s quality of life,
contribute to decline in lung function, lead to majority
of all COPD related costs and to be a main cause of
mortality in this disease. During an exacerbation, the
inflammatory process in both airways and body
system are dramatically enhanced and changed
compared to that in the stable stage. The major
causes of exacerbations are the viral and bacterial
infection, air pollution and unidentified causes.
Certainly, the different known causes of
exacerbation will result in various types of
inflammation. However, there are two main types of
inflammation in COPD exacerbations should be
remembered are eosinophilic inflammation and
neutrophilic  inflammation.  That eosinophilic
inflammation which is usually happening in virus
induced exacerbation is well controlled by
corticosteroid but the drugs for neutrophilic
inflammation are under developed.
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dugc dinh nghia 1a bénh dac trung bdi tinh trang
gidi han ludng khi dai dang va tién trién lién
quan dén tinh trang dap tmg viém qua muc va
man tinh cua duong thd va phoi ddi voi céc hat
va khi dgc. Tinh trang viém nay dién ra thuong
truc trong giai doan 6n dinh va gia ting (kém
thay d6i dang ké) khi bénh nhan vao dot cap.'
BPTNMT la mot vén d strc khoé toan cau véi
ty I¢ ngay cang gia tdng va ty 1€ tr vong udc tinh
chiém 5% tir vong toan cau. Pay 1a nguyén nhén
gdy tir vong dimg hang thir 4 trén thé gidi va dy
kién s& tang 1én hang thir 3 vao nam 2020. !

Vé dinh nghia, dot cdp “la tinh trang nang 1én
cua céc triéu chung hon mtc dao dong tdi hang
ngay doi hoi phai thay d6i didu tri”! va theo
Anthonisen thi dgt cap xay ra khi nguoi bénh c6
murc d6 khé thé tang, lugng dam tang hay co
dam mu.? Dot cdp BPTNMT 12 mot dién bién
thudng gip cia BPTNMT va dé lai nhiéu hiu
qua ning né cho nguoi bénh nhu suy giam chat
lugng cudc séng, sut giam nhanh chirc ning hd
hép, chiém phan 16n chi phi diéu tri bénh va 1a
nguyén nhan gy tir vong chinh cho bénh nhan.

Mic du phan tng viém dugc xem la mot dac
tinh chinh trong dot cip va corticoid dudng toan
than ludn duoc khuyén céo str dung trong dot
cap dé khong ché tinh trang viém nay nhung hau
nhu khong c6 dinh nghia dot cap nao c6 dé cap
den tinh trang viém. Gan day da c6 tac gia cd
gang str dung biomarker viém ctia dudng hd hip
dé xéc dinh dot cAp BPTNMT va cho thiy CRP
mau két hop v6i mot triéu ching 1am sang chinh
c6 thé hitu ich dé xac dinh dot cip.’ Dot cap giy
ra nhiéu hé luy cho ngudi bénh va c6 lién quan
chét ch€ voi tinh viém cua duong hd hap cling
nhu viém toan than nén co che viém can dugc
chu trong trong quan ly dot cap Tim hiéu co ché
viém nay s€ giup ching ta hiéu duoc co ché bénh
hoc giy ra dot cip dong thoi gitp tim kiém mot
giai phap chdng viém trong tuong lai dé diéu trj
cho bé&nh nhan.

Bai viét nay mo ta dic diém cua viém cua
BPTNMT trong giai doan cip ciing nhu mbi lién
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quan gifra tinh trang viém nay voi cac biéu hién
lam sang cuia bénh nhan.

QUA TRINH VIEM XAY RA TRONG POQT CAP
BPTNMT.

Ngay nay, nho k¥ thuét sinh thiét phdi, phan
tich dam va tir thiét nén qu4 trinh viém man tinh
ciia duong thd va phdéi & BPTNMT da duoc
ching minh.* Khi c4c hat va khi doc c6 trong
khéi thude 14 hay vai chat khéc tiép xiic voi niém
mac dudng ho hép, né s& khai dong mot qua
trinh viém chuyén biét & dudng dan khi nhd va
nhu m6 phdi v6i nhiéu loai té bao khac nhau
tham gia bao gom céc té bao lympho ma dic biét
bach cau da nhan trung tinh (BCDNTT) va dai
thuc bao.>® Qua trinh viém 1am thay d6i cAu tric
va chirc nang duong hod hap qua 4 co ché chinh:’
(1) tang mirc d6 day cua thanh phé quan (2) tang
truong luc co tron phé quan, (3) ting tiét nhay
va (4) mét cdc cu tric dan hdi. Céc co ché nay
hinh thanh nén co ché bénh sinh cia BPTNMT
va biéu hién thanh céc triéu ching 14m sang va
can lam sang cua bénh nhan.

T Khoéi thude 14/ khoi bép

:
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Eda Cytokines
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Céc nghién ctru cho thdy qua trinh viém bit
dau xayra o ‘nguoi hit thudc 14 va ting dan 6 khi
nguoi d6 mac BPTNMT (bénh cang néng viém
cang nhiéu) va dic biét 1a ting cao trong dot cap
(hinh 1). Nhtng nguoi hut thubc va mic
BPTNMT giai doan 6n dinh s€ viém man tinh va
tién trién anh huéng dén toan bo ciy ho hip va
dac trung boi su gia tang cac dai thuc bao va céac
té bao lympho T CD8 trong thanh duong hd hap
va bach cau da nhan trung tinh trong 16ng duong
ho hap Pic diém ve té bao nay thay d01 trong
dot cap, khi bach cau 4i toan va bach cau trung
tinh tré thanh thanh phan chinh trong cic dép
tmg viém.”® Bat ky kich thich nao 1am ting viém
dudng ho hap cép tinh déu c6 thé dan dén ting
truong luc phé quan, tang phu né thanh phé quan
va tang tao chat nhay. Cac qua trinh nay cting c6
thé 1am tram trong thém sy mit cin bang gitta
thong khi - tudi mau va han ché thong khi tho
ra. Cac biéu hién 14m sang tuwong tng s& bao
gdm trao ddi khi kh6 khan hon, khé tho tang, ho
va tang tiét dam hay xuat hién dam nhay mu; day
12 cac biéu hién cha yéu cuia mot dot kich phat.

Céc yéu té
bénh sinh

Khéng Hut
hat thude thudc

BPTNMT BPTNMT  Dotcép
nhe ning BPTNMT

Hinh 1: Tinh trang viém gia tdng & bénh nhan BPTNMT so vé&i nguwéi hut thuéc la khéng bi BPTNMT hay khéng hut
thuoc la. Mét khi da hinh thanh, qua trinh viém sé tiep dién du ngwng hat thudc 14 va viém xay ra nhiéu hon khi
bénh nhan c6 dot cap do vi trung hay virus.5

Co ché viém xay ra trong BPTNMT ¢ giai
doan 6n dinh hay khi vao dot cap twong dbi phuc
tap va hién chua dugc hiéu biét mot cach day du.
Hon nita, vé& nguyén nhan thi da phan dot cap do
nhiém siéu vi hay vi tring nhung nhiéu truong
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hop khong xéc dinh duoc nguyén nhan' nén dic
tinh viém ciing rat khac nhau khi cdc nguyén
nhén gy ra dot cap khic nhau. Nhiéu té bao viém
nhu BCDNTT, lymphocyte va bach cau 4i toan
(BCAT) gia ting trong dot cip va céc chét trung
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gian viém nhu cic chat hod hudng dong cua
BCBNTT (IL-8, va leukotriene -B4), cac san
phim ly giai hat cia BCDNTT (bao gém
myeloperoxidase) va cic marker viém hé thong
(IL-6, CRP) ciling nhu chemokine (eotaxin va
RANTES - Regulated upon Activation, Normal
T-cell Expressed, and Secreted) cling gia tang so
v6i BPTNMT giai doan 6n dinh.” Kiéu hinh
BPTNMT ciing lién quan dén tinh trang viém ctia
dudng ho hip trong giai doan 6n dinh néi chung
va dot cAp noéi riéng. Nhém bénh nhan bi
BPTNMT kiéu hinh c¢6 nhiéu dot cip c6 mirc do
viém nhiéu hon nhém c6 kiéu hinh it dot cép.
Diéu nay £o1y 6 mot sy lién quan gitra mirc do
viém va tan suat dot cap BPTNMT. Tuy nhién vi
¢6 sy tring ldp trong cic co ché tao ra qu4 trinh
viém nén khong thé dwa vio mtc do viém dé tién
doan bénh nhan s& c6 nhiéu dot cip hay khong.*
Di twong dbi phirc tap trong co ché viém khi
bénh nhan BPTNMT vio dot cap nhung c6 2
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kiéu viém chinh can phan biét trong giai doan
nay la viém theo huong ting BCAT
(eosinophilic inflammation) va viém theo hudng
tang bach cu da nhan trung tinh (neutrophilic
inflammation).'%!!
Viém theo hwéng ting bach cau ai toan -
Eosinophilic inflammation

Mot kiéu viém c6 thé giai thich dugc nhiéu
dac tinh cua dot cép BPTNMT la tinh trang viém
theo kiéu taing BCAT. Cic nghién ctru vé sinh
thiét niém mac duong hé hap cho thidy BCAT &
niém mac phé quan ting 30 lan trong dot cip*
(xem hinh 2) va mot san phém cua BCAT la
eosinophilic cationic protein (ECP) - protein tich
dién duong cia BCAT - ciing tang trong mau khi
bénh nhén vao dot cap.'> Mic dix diéu nay goi y
"biéu hién ctia hen" nhung trong bénh canh nay
céc bach cau ai toan khong phéng hat (nhu trong
bénh hen) va khong kém theo ting IL-5.13
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Hinh 2: Thay dbi bach cau ai toan trong dam ttr giai doan 6n dinh sang giai doan cap cta bénh phéi tdc nghé&n man

Su gia ting BCAT trong dot cip (nhu hinh 2)
201 ¥ rang c6 mot nhém bénh nhén ¢6 BCAT gia
tang trong duong tho. Su gia tang nay trong dot
cap BPTNMT c6 thé c6 lién quan dén nguyeén
nhan 13 siu vi gdy ra dot cap.'*!> Khi virus xdm
nhap vao duong thd, ndé bi nhan dién bdi cac
Toll-like receptors trén cic té bao biéu md va
sau d6 cdc té bao nay tao ra rit nhidu cic
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tinh*

cytokine tién viém.'®!7 Céc chemokine 16i kéo
BCAT nhu RANTES, eotaxin va interleukin-5
(IL-5) ciing dugc tim thiy gia ting trong sudt
dot cap.'* RANTES c6 thé thic ddy viéc tap két
bach ciu 4i toan 1am gia tdng sd lugng céc té bao
nay ¢ niém mac duong ho hap trong con kich
phét." Vai trd clia bach cau 4i toan van con dang
duoc x4c dinh, nhung mét $6 san pham cua bach
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clu 4i toan (peroxidase cua bach clu 4i toan,
protein co ban, eosinophil cationic protein
(ECP), metalloproteinase, yéu t kich hoat tleu
cau, va cysteinyl leukotrienes) c6 thé giy ton
thuong dudng hd hip do co ché viem® va cing
v6i histamin c6 thé gy ra co thit phé quan. Tang
eotaxin-1, mot chemokine CC tham gia vao viéc
tap két va kich hoat bach ciu ai toan, va thu thé
CCR3 cua eotaxin-1 cting da dugc phat hién ¢
cac dot cdp.®! Viém theo hudng ting BCAT
dudng nhu 13 dic trung cua dot cip do virus va
trai lai BCDNTT va c4c san pham trung gian ctia
BCDBNTT dugc ghi nhan c6 vai tro & cic dot cép
ca do vi tring va virus.'%!!

Mac du ¢6 nhitng bang chimg nhu trén nhung
khong phai ai cting biét té bao viém dich can
nhim dén trong diéu tri dot cap BCAT lién quan
nhiéu dén dot cAp va day 1a té bao nhay cam nhat
voi corticoid trong duong tho do vy hiéu qua
diéu trj cta corticoid trong dot cap chu yéu lién
quan dén nhém té bao nay. Trong BPTNMT giai
doan 6n dinh, sb lugng té bao BCAT cao c6 lién
quan dén dap tng voi corticoid ca dudng toan
than hay duong hit (ICS)* va ¢ giai doan cap,
nhiéu bang chtng cho thiy prednisolone va phoi
hop ICS/ LABA (LABA 1 thubc gidn phé quan
tac dung kéo dai) giam duoc BCAT trong d¢am.??

100 1

Viém theo hwéng tang bach cau da nhan
trung tinh - Neutrophilic inflammation

Mot phét hién quan trong khac trong chat tiét
duong ho hdp va mau sinh thiét phé quan & dot
cap BPTNMT la ting ting bach cau da nhén
trung tinh (BCDNTT).?? Su gia ting nay lién
quan dén viéc tao dam hay ting do dic cua
dam.”>** Cac BCDNTT phoéng thich hat tao ra
cic elastase va proteinases c6 thé giy ton
thwong biéu md, giam ctr ddng cac vi nhung
mao, kich thich céc té bao dai tang tiét nhay va
ting tinh tham cua niém mac phé quan gy ra
phit duong thd va xuét tiét protein vao duong
thd.? Nhitng thay d6i nay dic biét & dudong dan
khi nho s€ lam tang tinh trang khé tho, tang
lugng dam ciing nhu thay ddi mau sic (tinh
chét) dam trong dot cép.

Tam quan trong ctia bach cau trung tinh trong
dot cip BPTNMT ciing dugc nhan manh boi
viéc phét hién ty 1¢ bach ciu trung tinh & phé
truong ngoai bién c6 tuong quan tuyén tinh
nghich v&i mirc 6 ning cua tac nghén dudng hd
hap?® va sy thay doi cua s6 luong BCDNTT &
dam trong dot cap (so véi giai doan on dinh) ty
1¢ thuan véi muc sut giam chic ning ho hap

trong dot cap (hinh 3).”’
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Hinh 3: Sw gia tang bach cau da nhan trung tinh & dam trong dot cap ty lé thuan véi mire
dd sut giam FEV trong dot cap.?”

Viéc tap két BCDNTT trong dot cip
BPTNMT thong qua trung gian rat nhiéu phén
tir khac nhau. Trén thuc té, hai chit hoa huong
dong BCDNTT quan trong 1a CXCLS5 (ENA-78)
va CXCLS8 (IL-8) va céc thu thé cua ching
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CXCR1 va CXCR2 di duoc tim thdy trong mau
sinh thiét phé quan & nhitng dot kich phat
BPTNMT mirc d¢ nang.*® Tuong tw, nguoi ta
cling phat hién ndng d6 CXCLS ting 1én trong
cac dudng dan khi 10n trong ca cac dot cap ning
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va rat nang.”® Hon nira, dot cép ciing lién quan
dén sy gia ting LTB4,% mot cytokine lién quan
dén viém theo hudng ting BCDNTT nhiéu nhét
trong dot cap. GM-CSF (granulocyte/
macrophage colony stimulating factor) 1a mot
cytokine c¢6 chirc ning thic ddy qué trinh biét
hod céc té bao bach cu hat va dai thyc bao ciing
nhu kich hoat truc tiép ching ciing gia ting
trong dot cap. Py cling 1a mot co ché gép phan
lam cho BCDNTT - cling nhu BCAT va dai
thuc bao — tic dong 1am thay d6i qua trinh viém
xay ra trong duong thd khi bénh nhan vao dot
cAp.?. Hinh 3 mé ta sy thay ddi xdy ra trong qua
trinh viém theo hudng ting bach cau da nhan

trung tinh trong dot cAp. Mic da BCDNTT lén
quan dén tinh trang nhidm tring ca trong giai
doan 6n dinh hay cap nhung BCDNTT vén thiy
gia tang khi bénh nhan vao dot cip do virus hay
khong rd nguyén nhan.?’ Tinh trang viém dudng
thd va viém toan than xdy ra manh hon trong dot
cép lién quan dén cdc chung vi tring méi (d6i
voi bénh nhan) so voi trong dot céip do cac
chang vi tring thudng trd hay dot cip khong do
nhiém tring. Cédc dot cép lién quan dén céc
chung vi trung thuong trd ¢6 mot qua trinh viém
tuong tu nhu cac dot cap khong ro nguyén nhan
goi ¥ rang céc ching vi tring thudng trd c6 thé
khong phai 13 tic nhan giy bénh.*°
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Hinh 3: Viém theo hwéng tang bach cau da nhan trung tinh trong dot cap. (A) Sw hoat hoa cac thuc bao/dai thuc bao
(phéng thich LTB4 va TNFa). (B) Hoat hoa cac t& bao biéu mo (dé dap ing voi TNFa va céc chét tiét cla vi trung, phéng
thich TNFa va IL-8). (C) Hoat hoa cac t& bao ndi mé (do TNFa, tdng cac phan t& két dinh). (D) Di chuyén BCDNTT (sau khi
bam vao cac phan ttr két dinh va gradient hoa huéng dong IL-8/LTB4, phéng thich elastase va gay tén thwong mé). (E)
phéng thich Neutrophil elastase vao dudng thd (tdn thwong biéu mé va thoat protein; tang tiét nhay; gidm thanh thai nhay;
phong thich IL-8 va LTB4 gy tang tin hiéu hoa huwéng dong).

Viét tat: LTB4=leukotriene B4; IL-8=interleukin 8; TNFa=tumour necrosis factor a; ICAM-1=intercellular adhesion molecule 1.

Cac nghién ctru cdt ngang cho thay c6 sy lién
quan gitra cac marker viém duong thd va muc
dd nang cua dot cép. Céac marker viém duong
tho nhu IL-8 dam va IL-6 dam c6 lién quan
nguoc v6i chire nang phdi trude dot cip va diéu
nay cho thay mirc do dap tng viém cap tinh
trong dot cap lién quan voi mic d¢ chuc nang
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phoi trong giai doan 6n dinh,**' Ngoai ra, IL-8
va IL-6 gia tang nhleu hon trong kiéu hinh
BPTNMT nhiéu dot cap so véi kiéu hinh it dot
cAp va cang nhiéu marker viém nhu IL-6 dam
va IL-8 dam thi thoi gian hdi phuc sau dot cip
cang lau.*

Leukotrien ciing 13 mot yéu t6 héa hudng
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dong cua cdc té bao viém trong dot cép
BPTNMT. Khong chi leukotriene B4 ma
leukotriene E4 ciing gia ting trong dot cap va
lién quan muc d6 giam oxy mdu va muc do tic
nghé&n duong thé trong dot cip.

Mot trong nhiing vai trd quan trong cua
BCDNTT la diét khuan. D¢ tidu diét vi tring,
cac BCDNTT phong thich, gidi phdng myelo-
peroxidase 12 1 chit c6 tinh oxy hoéa cao™ gia
ting & dam va méu trong dot cip BPTNMT.>*
Néu dot cip BPTNMT gay ra bdi vi tring thi
s€ cO sy gia tang BCDNTT trong dam va tao ra
dap Gmg viém toan thin biéu hién bing cic
marker viém ciua BCBDNTT trong méau nhu
CRP, fibrinogen va IL- 6 ting trong dot cip.>
Nhiéu co ché dugc dua ra dé giai thich su gia
tang tinh trang viém toan than bao gom: 1) céc
trung gian viém tran ra tir phdi; 2) phan tng
viém do tinh trang thiéu oxy mo va 3) phan ing
do hpopolysaccharlde 12 san pham tién viém tir
vi trung.

Thém vao d6, dd c6 bang chimg vé mbi lién
hé giita tinh trang viém hé théng va nguy co dot
cip BPTNMT. Nhiing bénh nhan BPTNMT va
¢6 hoi ching chuyén héa ¢ biéu hién viém toan
than nhiéu hon (CRP tang), dot cép nhiéu hon
va thoi gian nam vién vi dot cép dai hon so véi
cac bénh nhan BPTNMT khong c6 héi chiung
chuyén héa. Cac marker viém toan than nhu IL-
8, IL-6 va IL-5, CRP, TNF-a va neutrophil
elastase trong méu cling c6 lién quan vdi tinh
trang cai thién 1am sang va chirc nang phoi sau
dot cip.* Tinh trang gia ting 1au dai cac marker
viem toan than (IL-8 dam, TNF-a mau,
neutrophil elastase va CRP mau) 1a dac trung
ctia nhém bénh nhan BPTNMT nhiéu dot cép va
¢6 lién quan dén nguy co mic dot cap tiép theo
sau mot thoi gian ngan.

CAC DPIEU TRI MOl CHONG VIEM TRONG
BPTNMT BDANG NGHIEN CUU NGOAI
CORTICOID*

C6 nhiéu loai thuc chéng viém moi trong
BPTNMT di va dang xuét hién nhu anticytokine
va antichemokine. Mot nghién ctu thu nghiém
trén bénh nhan BPTNMT véi ABX- IL8, mét
khang thé don dong chdng IL-8, cho thy thudc
giam duoc tinh trang khé tho théng qua co ché
chbng viém. TNF 12 mot cytokine tham gia vao
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qué trinh viém nén diéu tri chéng TNF 1a mot
lga chon dang duoc quan tdm trong diéu tri
BPTNMT. Thudc Etanercept, mot thudc chong
TNF, c¢6 thé ngin chin cic TNF hoa tan hay bam
vao té bao da lam giam dugc ti I¢ nhap vién cho
bénh nhian BPTNMT. Tuy nhién, khing thé
khang TNF, infliximab, khong cai thién dugc
chat luong cudc song hay kha nang ging stic
cling nhu nguy co xuét hién dot cip cho bénh
nhan BPTNMT va c6 nguy co gdy ra ung thu va
viém ph01 Vi vay can ¢6 nhiéu nghién ciru hon
nita dé tao ra cac thudc diéu tri hudng vé cac tac
nhén viém dac hi¢u nay ¢ bénh nhan BPTNMT.

KET LUAN

Nhiéu té bao va hod chat trung gian gy viém
tham gia vao co ché viém cua BPTNMT giai
doan céap ciing nhu giai doan 6 6n dinh. Khi bénh
nhan vao dot cap, qua trinh viém dién tién ning
hon va ¢ nhiéu thay d6i vé té bao viém ciing
nhu céc chit trung gian so véi giai doan 6n dinh.
Tuy theo nguyén nhan gy ra dot cap 12 vi L trung,
virus hay khong phai tic nhan viém nhiém ma
kiéu viém cta duong ho hép ciing nhu toan than
trong dot cAp s& khic nhau. Co ban c6 2 kiéu
viém chinh 1a viém theo hudng tang BCAT
thuong gdp khi nhiém virus don thuan va kiéu
viém theo hudng ting BCDNTT thuong gap khi
nhiém vi tring hay ca vi tring va virus. Tinh
trang viém ma déc biét viem toan than gop phan
lam cho dot cap nang hon do vay do vay nguoi
thay thudc can hiéu dugc tAm quan trong cua
viéc diéu tri dé dat duoc muc tiéu giam nén viém
nay nham lam giam dot cdp va lam cham dién
tién cua bénh. Hién c6 vai loai thudc di dugc
ching minh lam dugc didu nay va nhiéu loai
thudc c6 trién vong dang dugc thir nghiém trén
lam sang.
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