CHUYEN DE HO HAP

TIEP CAN VA XU TRi COPD BDOT CAP
THUONG XUYEN

Dé Thi Twong Oanh’*

TOM TAT

Trong thyc hanh lam sang, c6 nhirng bénh nhan bénh
phdi tdc nghén man tinh (COPD) ¢ cung murc do tac
nghé&n nhwng xuét hién dot cap nhiéu hon nhirng bénh
nhan khac. Kiéu hinh (Phenotype) ‘Dot cép thwong
xuyén’ mé td& mét nhém bénh nhan COPD 6n dinh va
riéng biét véi déc diém ¢ nguy co cao xuét hién cac bién
¢ cap tinh tai di tai lai trong dién tién tw nhién cla bénh,
dwoc xac dinh bdi co it nhéat hai dot cap hoac it nhat mot
dot cép phai nhap vién trong mét nam trude do. Cac dot
cép phai cach nhau it nhét 4 tuan sau khi ngwng diéu tri
dot cap trwdc dé hoac cach 6 tuan sau khdi dau cta dot
cép trwédec néu khong diéu tri.

+ Gia tang phan (ng viém toan thé va viém duong
thé trong va ngoai dot cap (tang CRP, fibrinogen, IL-
6); Sut giam nhanh FEV; .

+ Nhay cam véi nhiém virus, nhiém khuan hd héap &
vi khuan dinh cw. Cac dot cp nhiém khuén thuwéng do
ngwdi bénh mac phai ching vi khudn maéi, chwa diét
sach khuan cua dot cép nhiém khuén trwéc dé hoac
tang s6 luvgng vi khuan cta ciing loai vi khuan dinh cu.

« Bénh dong méc nang (trAm cam, tang nguy co
bénh tim mach), gidam chat lwgng cudc séng, tang nhap
vién va tlr vong.

Diéu tri: LAMA hiéu qua hon LABA trong vai trd
giam dot cép (bang chung loai A) va giam nhép vién
(béng chirng loai B), cai thién chét lwong cude song, it
tac dung phu khi dung kéo dai. Phéi hop LABA/ LAMA
la Iwa chon thay thé trén bénh nhan cé nhiéu dot cap
khi LAMA don doc kém hiéu qua. ICS /LABA gilp giam
dot cép nhung lam tdng nguy co viém phéi.
LABA/LAMA wu thé hon ICS/LABA trong phong nglra
dot cap Néu bénh nhan van thwong xuyén co nhiéu
dot cdp nén duwgc dung phdi hop 3 thuéc LABA/
LAMA/ICS.

ABSTRACT

APPROACH AND MANAGEMENT OF THE FREQUENT
EXACERBATOR PHENOTYPE IN COPD

During clinical practice, there are COPD patients
who have the same level of airway obstruction as
other patients, but with more exacerbations. The
phenotype of ‘frequent exacerbation’ describes a
specific group of stable COPD patients who have a
high risk of recurrent acute events in the disease
natural course, determined by having 2 or at least 1
exacerbation, which requires hospitalization during
the previous year. The exacerbations occur must be 4
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weeks after the treatment of previous exacerbation has
been completed or 6 weeks after the onset of the
untreated previous exacerbation.

* Increased system and airway inflammatory response
during and outside the exacerbations (increased CRP,
fibrinogen, IL-6); Rapidly deteriorated FEV1.

» More susceptible to virus infection, airborne and
local microbiome. The acute infectious exacerbations
are usually due to a new kind of bacteria, ineffective
treatment of the previous infectious exacerbation, or an
increasing quantity of local microbiome.

+ Severe co-morbidities (depression or increased
cardiovascular risks), decreased quality of life,
increased hospitalization and mortality

Treatment: Compared with LABA, LAMA is found
to have a greater effect on exacerbation reduction
(evidence A) and decreased hospitalizations (evidence
B), increases quality of life, produces fewer adverse
effects when being used for a long time. The combined
LABA/LAMA is an alternative for exacerbators when
the single LAMA is not effective. ICS/LABA helps to
reduce the rate of exacerbations, but it might increase
the risk of pneumonia. LABA/LAMA combination
decreases exacerbations to a greater extent than
ICS/LABA. If a patient has further exacerbations, a
triple therapy of ICS/LABA/LAMA should be used.

1. GANH NANG CUA QT CAP COPD

Theo GOLD 2011, dot cap COPD 1a mot bién
¢b cp tinh, dic trung boi su thay doi xdu di cic
triéu ching hd hip cta bénh nhan vuot qua nhimng
din bién thuong ngiy va co thé dan dén thay doi
thudc diéu tri. Pinh nghia méi vé dot cap COPD
theo GOLD 20171 la “tinh trang cdc triéu ching ho
hap x4u di cdp tinh din den phai ting cuong diéu

’. Hau qua cua cac dot cap COPD lam cho bénh
nhﬁn viém dudng tho nhiéu hon, sut gidam nhanh
chtrc nang hd hap, chit luong cude sdng kém, gia
tang ti 1& tr vong va cudi cling 1a tang chi phi kinh
té - x4 hoi.

Cac yéu té sau 1am ting nguy co vao dot cip:

* Lon tudi

« COPD ning (kh6 thé nhiéu, FEV| thap, PaO,
thap)

« Tién str nhiéu dot cap

* Dung khang sinh va glucocorticosteroids toan
than trong nam qua
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TONG QUAN
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Hinh 1: Nghién ctru Eclipse®

« Tang tiét nhidu dam

« Vi khuan dinh cu ngoai dot cip

* Bénh ly déng méc (bénh tim mach, yéu co,
trao nguoc da day — thuc quan).

2. CAc KIEU HINH COPD VA KIEU HINH DOT CAP
THUPONG XUYEN:
2.1 Kiéu hinh COPD:

COPD 1a mot bénh 1y khong thuan nhat. Cac
nhém bénh nhian COPD c6 biéu hién 14m sang rat
khac nhau: ngoai tic nghén ludng khi, cic biéu
hién ngoai phdi cua bénh thuong khong gidng
nhau, phan d6 va tién lugng bénh khong chi dya
vao FEV| ma con nhiéu yéu tb khic (mirc d6 kho
thd, chét lugng cudce song , nguy co dot cap, bénh
ly ddng mic...), dap ung diéu tri cung khac nhau
d6i voi céc loai thudc. C6 nhiéu bang ching cho
thdy COPD 1 mét bénh 1y da kiéu hinh c6 thé lién
quan dén tudi tac, 16i séng, kiéu di truyén va phoi
nhiém mai trudng’. Céc kiéu hinh thuong gip nhu:
Dot cép thuong xuyén; Viém phé quan man va
tang tiét dam; Khi phé thung va cang phdng ph01
qua muc; Hoi chimg chdng ldp; Viém toan thé va
bénh dong mac; Sut gidm nhanh FEV; ... Pinh
nghia kiéu hinh COPD 1a mot nhém céc thudc tinh
bénh md ta sy khac biét ciia cdc nhém bénh nhén
COPD c6 lién quan dén céc két cuc 1am sang khéc
nhau (hoi ching chdng lap, khi phe thung & céng
phong ph01 qué mirc, viém toan thé & bénh dong
mic, dot cap thuong xuyén...)°.
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2.2 Kiéu hinh COPD dot cap thwong xuyén:

Trong thuc hanh 1am sang, c6 nhitng bénh nhan
COPD c6 cuing mirc d6 tic nghén nhung xuat hién
dot cip nhiéu hon nhimng bénh nhan khéc. Khai
niém “Pot cap thudng xuyén” lan dau tién duoc
dung nam 1998 trong nghién ctru doan h¢ “East
London COPD cohort” véi gié tri cut off 1a > 3 dot
cap/ ndm cho nhém dot cap thudng xuyén. Nghién
cau ECLIPSE’ thuc hién trén 2138 bénh nhan
COPD theo dai trong 3 ndm nham khao sat muc do
nhay cam véi dot cdp trong quan thé bénh nhin
COPD (dot cip thuong xuyén dugc dinh nghia 1a >
2 dot cap/ nam). Két qua cho thay 71% bénh nhan
¢6 dot cap thudng xuyén & nam thtr 1 va nam thir 2
s& ¢6 dot cap thudng xuyén & nam tht 3, nguoc lai
74% bénh nhan khong c6 dot cAp ¢ nam thir 1 va
nim thir 2 ciing s& khong c6 dot cip ¢ nam thir 3.
Hay néi cach khac ¢6 mgt nhom bénh nhan COPD
“nhay cam” v6i dot cAp hon nhitng bénh nhan
COPD khac. (Hinh 1)

Kiéu hinh ‘Dot cép thudng xuyén’ md ta mot
nhém bénh nhan COPD 6n dinh va riéng biét véi
dic diém c6 nguy co cao xuat hién cdc bién cb cp
tinh tai di t4i lai trong din tién tu nhién cua bénh,
duoc xac dinh boi 6 it nhat hai dot cép hodc it nhét
mot dot cap phai nhap vién trong mot nam trudc do.
Cac dot cép phai cach nhau it nhit 4 tudn sau khi
ngung diéu tri dot cap truge do hodc cach 6 tudn sau
khoi dau cta dot cap trude néu khong diéu tri.
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Giai doan ON DINH

cw
Sut giam nhanh FEV;

Nhay cam ’ !
e « Tong trang kém

cao véi dot . g Kem ] )
cap * Tram cam va kém minh man

Bénh déng méac ning

Tang viém (tang CRP, fibrinogen, IL-6)
Nhay cam vé&i nhiém virus
Nhiém khuan hé hap & vi khuan dinh

Viém thwong
xuyén va cham
hoi phuc

» Tang nguy co bénh tim mach
« Tang nhap vién va ttr vong

TANG NHAY CAM VO DOT CAP

Yéu té khdi phat dot cép
Vi khudn, Virus, Chét kich thich

N

Hinh 2: Bac diém kiéu hinh dot cap thwong xuyén?

3. DAC BIEM KIEU HINH POT CAP THUONG XUYEN

Tir két qua cua nghién ciru POET COPD’® va
nghién ctru ECLIPSE’, ti 1¢ bénh nhan kiéu hinh
dot cap thudng xuyén ting dan theo muc do tic
nghén ludng khi va chiém ti 1¢ khoang 12 — 13,6%
trong dan s6 bénh nhan COPD. Nhém bénh nhén
kiéu hinh dot cAp thuong xuyén nay ¢ nhitng dic
diém sau:

* Gia ting phan tng viém toan thé va viém
duong thd trong va ngoai dot cip, biéu hién bai sy
gia tang CRP, fibrinogen va interleukin-6.

* Nhay cam voi nhiém virus, nhiém khuin ho
héap va vi khuan dinh cu. Cac dot cip nhiém khuan
thudng do ngudi bénh mic phai chung vi khuan
méi, chua diét sach khuan cua dot cép nhiém
khuin trude d6 hodc ting sb lwong vi khuan cia
cung loai vi khuan dinh cu. Vi khuan dinh cu 1a
sy ton tai cuia ching vi khudn giy bénh trong
duong hd hip dudi ctia ngudi bénh trong giai
doan 6n dinh, xdy ra do co ché bao vé cua ky chu
bi hu hong nén chi ¢6 kha niang gidi han sb lugng
vi khuan gy bénh ma khong thé diét sach ching.
Su tdn tai cta vi khuan dinh cu trong duong ho
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hap du6i 1am khuéch dai phan Gmg viém khi dao
va hu hong céu triic tai chd din dén ting nhay cam
v6i dot cap. Tan suat tim thdy vi khuan dinh cu
dya trén két qua cdy dinh lugng dich phé quan va
dam la 33 - 73% bénh nhan COPD.

* Sut giam nhanh FEV .

« Bénh dong méc ning (trAm cam, ting nguy co
bénh tim mach),

« Giam chat luong cudc sbng, ting nhap vién va
tor vong.

4. DIEU TRI

Diéu tri nhém bénh nhan kiéu hinh dot cp
thuong xuyén dua theo Hudng din diéu tri GOLD
2017 1a cac chon lua diéu tri cho nhirng bénh nhan
duogc xép vao phan nhém C hoic D.

4.1 Thuéc gian phé quan:

+ Nhom C: Khoi dau bang mot thude dan phé
quan tic dung dai, trong d6 LAMA hi¢u qua hon
LABA trong vai trd giam dot cap (bang chimg loai
A) va giam nhép vién (bang chimg loai B). Néu
bénh nhan van c6 dot cip thudng xuyén, c6 thé thay
thé bang phdi hop LABA/LAMA hoic ICS/LABA.

THOI SV Y HOC 03/2017



TONG QUAN
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Hinh 3: Diéu tri COPD phan nhém C va D (GOLD 2017)

Vi ICS/LABA lam ting nguy co viém phoi,
khuyén c4o nén vu tién phdi hop LABA/LAMA.

+ Nhom D: Nén khoi dau véi phdi hop
LABA/LAMA vi LABA/LAMA uu thé hon
ICS/LABA trong vai trd giam dot cip. ICS/LABA
lam ting nguy co viém phdi & bénh nhan nhém D,
tuy nhién ICS/LABA c6 thé duoc chon lua &
nhitng bénh nhan c6 tién sir hodc goi ¥ c6 hoi
chting chong 1ip ACOS hay c6 bang ching viém
tang eosinophil v4i eosinophil/ méau tang cao.

Néu bénh nhan con nhiéu dot cip khi dang st
dung LABA/LAMA, c6 thé thay thé bing phi hop
ba thubc LABA/LAMA/ICS hoic phbi hop
ICS/LABA. Can nhac ngung ICS néu
ICS/LABA/LAMA van khéng cai thién s6 1an vio
dot cap.

4.2 Thuéc khac:

O nhitng bénh nhan thudc nhém D, khi van con
xudt hién nhiéu dot cdp khi dang ding
ICS/LABA/LAMA, thudc @c ché PDE4
(roﬂumllast) nén dugc xem xét & nhung bénh nhan
viém phé quan man cé nhiéu dot cip, ting tiét
nhiéu dam va FEV; < 50%. Khéang sinh nhém
Macrolides nhu Azithromycin (250mg/ ngay hodc
500mg 3 lan/ tuan) hay Erythromycin (500mg x2
lan/ ngay) & bénh nhén c6 tién str hit thudc 14 gidp
giam nguy co dot cdp nhung c6 thé 1am tang kha
ning khang thudc va giam thinh lyc. Thudc long
dam carbocystein va N-acetyl cysteine ciing gop
phan 1am giam dot cap.
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5. KET LUAN

Kiéu hinh ‘Dot cip thudng xuyén’ mo ta mot
nh6ém bénh nhan COPD c6 ciing dic diém c6 nguy
co cao xudt hién céc bién cb cap tinh tai di tai lai
trong dién tién tu nhién cta bénh. Diéu trj giam dot
cip chu yéu gébm LAMA hoic phdi hop
LAMA/LABA, ICS/LABA/LAMA. ICS/LABA,
thudc rc ché PDE4, khang sinh macrolid va thude
long dam nhém cysteine c¢6 thé dugc xem xét sir
dung v6i nhitng chi dinh thich hop.

Danh muc viét tit:

COPD: Chronic Obstructive Pulmonary Disease
(bénh phéi tdc nghén man tinh)

ICS: Inhaled CorticoSteroids

LAMA: long-acting muscarinic antagonist

LABA: the long acting B2-agonist

ACOS: asthma-COPD overlap syndrome

PDE4: Phosphodiesterase-4
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