CHUYEN DE HO HAP THU'C HANH

CAC YEU TO NGUY CO VA PHONG
NGUA BOT CAP COPD
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TOm TAT

Dot cdp COPD la nhirng bién c¢é nghiém trong
trong dién tién tw nhién cta COPD. Bénh nhan
COPD v¢i nhitng dot clp thwong xuyén cé sw suy
gidm chirc nang phdi nhanh hon, chat lvgng cudc
song thap hon (HRQL), viém duwong ho hap gia tang
va ty |é t&r vong cao hon. Phan Ion cac dot cap
COPD la do nhiém trung dwéorng hd hap dwdi va cé
lién quan dén sy tang cac marker viém hé théng.

Ngan ngtra dot cap va gidm nguy co cac dot cap
trong twong lai 1a muc tiéu can thiét trong diéu tri
COPD. Giam dot cap khoéng chi 1a mét thach thire vé
thubc diéu tri. Can c6 nhirng nd lwc khac ngoai viéc
dung thudc diéu tri cho céc chién lwgc phong ngira
dot cép.

ABSTRACT

Acute exacerbations are important events in the
natural history of COPD. Patients with COPD with
frequent exacerbations have a faster decline in lung
function, lower quality of life, increased airway
inflammation and higher mortality. A large proportion
of COPD exacerbations are due to infections of the
lower respiratory tract and are associated with
elevated markers of systemic inflammation.

Preventing exacerbations and reducing the risk of
future exacerbations represent essential aims in the
treatment of COPD. Reducing exacerbations is not
only a pharmacological challenge. Other efforts
should be made to initiate other, non-
pharmacological preventive strategies.

CAC YEU TO NGUY CO VA PHONG NGUA BOT
cAp COPD

Dot cap COPD la nhiing bién c¢d nghiém
trong trong dién tién tu nhién cua COPD. Bénh
nhan COPD véi nhitng dot cap thuong xuyén co
s suy giam chirc nang phdi nhanh hon, chét
luong cude sdng thip hon, viém duong ho hap
gia ting va ty 18 tir vong cao hon. Phan 16n cic
dot cap COPD 1a do nhiém tring duong hod hip
dudi va c6 lién quan dén su ting cic marker
viém hé théng.

Ngin ngtra dot cdp va giam nguy co céc dot
cip trong twong lai 12 myc tiéu can thiét trong
diéu tri COPD. Giam dot cip khong chi 12 mot

mot thach thuc ve thuoc diéu tri. Can c¢6 nhitng
no luc khic ngoai viéc dung thuoc di€u tri cho
cac chién lugc phong ngtra dot cap.

Dy BAO VE NGUY co bOT CAP COPD

* C4c bénh nhan COPD véi tién st dot cip
khac nhu thé nao véi nhitng bénh nhan COPD
6n dinh? Dt ligu vé diéu tra dan s6 va tién st
cua bénh nhan tir nghién ctru BIOAIR** dugc
phan tich va so sanh gitra cic bénh nhan COPD
6n dinh va nhing bénh nhan COPD c6 it nhit
mot dot cp nghiém trong trong vong 12 thang
qua. Két qua cho thdy rang, so v6i nhitg bénh
nhan COPD on dinh, nhtrng bénh nhan COPD
c6 dot cp c6 chi so co thé thap hon (BMI), giam
chat luong cudc séng, giam phan tram nitric oxit
tho ra va kem theo tang CRP va B-eosinophils
(p<0,05 cho tat ca cac tiéu chi).

* M6t nghién ciru bao gdm> 500 bénh nhan
COPD ttr 5 co s¢ dit liéu 1on da duoc thir nghi¢ém
mot s6 mo hinh dy bo nguy co dot cip COPD.
Céc md hinh khac nhau vé loai va du doan (phu
thudc vao tinhkha thi). Ba thong s6 di ching
minh c6 gié tri dy dodn dang ké trong tit ca céc
md hinh dwoc thir nghiém, bat ké muc do
nghiém trong cia COPD:

1. FEV1 % du doan;

2. Tién sir dot cép trudc do; va

3. Chét lugng cudc sdng thap.

O bénh nhan COPD nang, tién st bénh tim
mach (CV), c¢6 khi thiing phdi va chi s6 co thé
thép (BMI) duogc du bao cé nguy co dot cép
nang.

*ThS. BS. Bénh vién Phéi Trung Uong
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**Nohién cuu BIOAIR: Ddnh gid doc cdc
dién tién lam sang va cdc marker sinh hoc trong
bénh ly dwong déan khi man tinh dat ra dé so
sdnh ddc diém lam sang, ddp ung voi steroid va
cdc marker viém giita hen phé quadn nhe va nang
va COPD, ciing nhu xdc dinh dy bdo vé dot cdp
cua ca hai bénh .

Longitudinal Assessment of Clinical Course
and BlOmarkers in Severe Chronic AIRway
Disease (BIOAIR)
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TONG QUAN

« Nong d6 midrange pro-adrenomedullin
(MR-proADM) cao & bénh nhan COPD on dinh
¢6 thé 12 mot du béo doc lap vé nguy co dot cép
can nhép vién (AECOPD nang). Phat hién nay
dua trén mot nghién ctru st dung dit liéu gdp cua
1.285 bénh nhan COPD tur hai nghién ctru doan
hé 16n va xac dinh ngudng cit giam cho MR-
proADM 12 0,87 nmol/l & bénh nhan COPD 6n
dinh.

* Mot nghién ctru dang ky tai Pan Mach da
chting minh riang nguy co dot cip cua timg ca
nhan c6 thé dao dong, do d6 dat cau hoi vé khai
niém cua "Kiéu hinh dot cdp thuong xuyén”.
Theo d6, quy luat "Mor khi dot cdp thwong
xuyén — luén luén la mét dot cdp ning" duong
nhu khong ding trong moi truong hop.

TANG NGUY co DQT CAP COPD — PHAN TiCH
CAC YEU TO NGUY CcO

Mic dit cac hudng dan diéu tri COPD khuyén
cdo cac budc diéu tri thude dua trén muac do
nghiém trong ctia bénh va tan suét dot cap, két
qua tor mot nghién ctru quan sat ¢ 1.726 bénh
nhan COPD thudc tit ca cic mic do nghiém
trong cua bénh dugc phan tﬁng thube diéu tri
theo tan sudt dot cip, cho thiy sy gia ting cic
dot cap cho ting budc diéu tri va khong thé giam
dot cap. Phat hién nay c6 thé khuyén khich xem
xét lai cdc quan diém diéu tri thudc.

Ty 1€ neutrophil/lymphocyte (NLR) la mdt
marker dac hiéu cho viém. Str dung cac dit lidu
quan sat 885 bénh nhan COPD tuir nghién cuu
phan loai bénh nhan COPD & Han Quéc, mot
mbi quan h¢ ti I¢ nghich gitra NLR va gi¢i han
thong khi da duoc quan sét thiy. Bénh nhan c6
gid tri NLR cao hon c6 nguy co dot cip cao hon,
cho thay NLR c6 tiém nang nhu mot marker tién
lugng & bénh nhan COPD.

Bénh tim mach 1a bénh pho bién nhét & bénh
nhan COPD. Dot cip (AECOPD) dudng nhu
lam ting nguy co nhdi mau co tim (MI) trong
vong 91 ngiy sau mot dot cip so véi cic giai
doan On dinh. Két qua nay di duoc tim thiy
trong mot nghién ctru quan sit diéu tra dir lidu
tr 3.886 bénh nhan c¢6 MI lan dau dua trén
AECOPD.

LAM THE NAO PE XAC PINH BENH NHAN BI
COPD NANG CO NGUY CO GIA TANG BOT CAP

« Cau hoi nay da dugc giai quyét trong mot
phan tich dir liéu da bién sau cia thir nghiém
WISDOM. Phéan tich trén 2.291 bénh nhan
COPD ning cho thiy nguy co ting dot cip &
bénh nhin dung corticosteroid hit hodc diéu tri
khang sinh trudc d6 va c6 tién sir dot cip trude
do6 (Hinh 2). Viéc ngling diéu tri ICS khong lam
tang dang ké nguy co dot cip trong tong sb cac
dbi tuong.

ICS &kiéu hinh do't cap
thwong xuyén

eMaic du cac hwdng dan
khuyén céo ting thudc diéu
tri theo tirng bwée, nhwng
két qud mai tir cac nghién ctru

I&m sang cho thay khi phan
tang thudc theo tan suit dot
cap, sé co su gia tang cac dot
cap cho tirng budc ting diéu
tri, cho thy diéu tri nhiéu hon
khong cé nghia la it dot cap
hon

Nguy co Ml & AECOPD

o Dt liéu tlr 3.886 bénh nhan
v6i Ml [an dau dugce phan tich
dwa trén AECOPD

* Nguy co Ml cao (so v@i tinh
trang 6n dinh cta bénh nhan)
sau khi AECOPD

¢ Co |é dang ngac nhién, nguy
co cho Ml thdp hon & nhitng
ngudi co dot cap
thuongxuyén (> 2) so véi
nhitng bénh nhan it bi dot cap
hon (<2)

Ty lé
Neutrophil/Lymphocyte
(NLR)

* NLR la mot maker viém

e St dung dit liéu tir nghién
ctru phan loai bénh nhan

COPD & Han Quéc, cac nha
nghién ctru d3 tim ra méi lién
hé gitra NLR va gigi han thong
khi

e Bé&nh nhan cd cac tri s6 NLR
cao hon thuong cé xu hudng
dot cdp thudng xuyén hon

Hinh 1: Nhan biét nguy co gia tang dot cap
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Factors Hazard ratio (95% CI)  p value
Baseline FEV,, L E X 0.478 (0.389,0.587) <0.0001
ICS vs no ICS at screening —@— 1,671 (1.431,1.950) <0.0001
Previous courses of antibiotics or steroids (>2 vs <2) — 1.503 (1.329, 1.699) <0.0001
Xanthines vs no xanthines at screening -~ 0.792 (0.685, 0.917) 0.0018
Baseline 6-min walk test category (=350 vs <350 m) * 1.076 (0.949,1.219)  0.2540
GOLDC/ GOLD D . 2 0.861 (0.752,0.987) 0.0318
FEV, improved during run-in category L 2 1.085 (0.950,1.240) 0.2285
(improved vs no change / worsened)

ICS vs ICS withdrawal * 0.920 (0.816,1.038) 0.1752
Geographical region (Asian / not Asian) —p—t 0.839 (0.686, 1.026) 0.0874
Chronic bronchitis vs no chronic bronchitis R 0.883 (0.765, 1.020) 0.0921

T I T I I
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+—— | ower risk for 1st category Higher risk for 1st category ——
Hinh 2: M6 hinh ty 1&é nguy co’ Cox trong thi gian dén dot cap vira hodc ning dau tién

Factors Number of patients Rate ratio p value
Total 2296 o 1.10 0.4873
Screening eosinophis

<150 cells/pL 1067 —_— 1.01 0.9570
150~<300 cells/plL 724 — 1.03 0.9069
300-<400 cells/pL 201 ¢ ; 0.67 0.3857
2400 cells/pL 247 g 3.91 0.0036

1 ] 1 1 1
025 05 1 2 4 8 16

-@— Fawvours ICS

withdrawal
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Hinh 3: Sw gia ting dang ké ty I&é dot cap & bénh nhan c6 sé lwong bach cau ai toan cao (2 400 té bao / L)

Nguy co dot cap — vai tro tiém an cta bach
cau eosinophils & bénh nhan COPD nang

* S6 lugng bach ciu 4i toan trong méu c6 thé
du doan dap ung diéu tri v6i ICS ¢ bénh nhén
COPD c6 tién st dot cip. Cac nghién ctru gan
day dd chirg minh rang nhimng bénh nhan c6 s6
lugng bach cau 4i toan mau >2% téng sb bach
cAu hodc >280 té bao /L c6 nhiéu kha ning dap
g véi diéu tri ICS.

* Trong nghién ctu WISDOM, viéc ngung
diéu tri ICS & bénh nhan COPD véi liéu phap
diéu tri bd ba (LAMA / LABA cong véi ICS)
khong 1am ting nguy co dot cip hon so voi bénh
nhan duy tri liéu phap bo ba.

« Tuy nhién, mot phan tich duéi nhém gan
day & cadc b¢nh nhan trong nghién cuu
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WISDOM dua vao $6 luong bach clu 4i toan
trong mau duoc phan thanh siu phan nhém. O
nhitng bénh nhén c6 sb lugng bach cAu 4i toan
trong mau > 5% - <6% va > 400 té bao / pL, thiy
c6 su gia ting dang ké ty 1& dot cp sau khi
ngung ICS (Hinh 3).

* S6 luong bach ciu 4i toan mau trong xét
nghiém sang loc (=4% hogc 300 té bao/uL) c6
lién quan dén gia ting dot cap sau khi ngung ICS
0 bénh nhan COPD néng dén rat nang va co tién
sir dot cép. Chi c6 mot phan nhém bénh nhan
mac COPD ning dén rt nang, tién st dot cip va
$6 lugng bach cAu 4i toan mau cao (>4% hoac
300 té bao / pL) c¢6 nguy co gia ting dot cAp sau
khi ngimg ICS, va nhiing bénh nhin nay c6 thé
thuc sy dugc hudng loi tir viéc diéu tri véi ICS.
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CAcC BIEN PHAP PHONG NGUA QOPD
C6 ba nhédm cac bién phap dé ngan ngura dot

cap COPD xay ra.
1. Cac bién| 2.Cacbién | 3. Cac bién
phap cuabacsi| phap tir | phap trong
O’ bénh nhan COPD | bénh nhan | cdng dong
on dinh: « Ngirng  hat | « Cam hat
« Tiém ching (nhv | thudc thudc
cum) |+ Tuanthadiéu |« Cai thién 6
» Thuoc gian phé | tri / dung cu | nhidm khéng
quan (LAMA & | hit khi
LABA) . . Hoat d(_‘)ng
« ICS khi b0 sung v&i | thé chéat
LABAs « Tranh  tiép
Bién phdp khéng | xic
dung thuéc: |+ Tiém chang
* Quan ly bénh mac | (nhw cim)
kem (IDM) Tt ca cac bién
+ Gido duc phap nay déu

e Tw giam sat voi
theo d6i hang thang

O bénh nhéan trong
dot céap:

« Corticosteroid ubng

e« Phuc héi chic
nang

c6 chi phi thap
va khéng gay

nguy  hiém
cho bénh
nhan, do dé
can dwoc

khuyén khich!

Cac diém chinh quan trong
« Phong ngtra dot cAp va giam nguy co cic
dot cép trong twong lai 12 nhitng muc tiéu can
thiét trong diéu tri bénh nhan COPD.
* Nhirng marker méi nhu pro-adrenomedullin
c6 thé gitip danh gia nguy co dot cip cua timng

c4 thé bénh nhan.

* Dic diém cua bénh nhan COPD theo kiéu
hinh c6 thé hitu ich dé xéc dinh c4 thé c6 nguy
co gia tang dot cip hon.

* S6 luong bach cau 4i toan trong mau cao cé
thé xac dinh cdc phin nhém bénh nhin COPD
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c6 nguy co bi dot cép, trong d6 viéc sir dung ICS
c6 thé c6 loi dé ngan ngira su gia tang dot cp
trong tuong lai.

* Céac bi¢n phap du phong can duoc thuc hién
& béc si, bénh nhan va cong dong.
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