TONG QUAN

CAP NHAT CAC THUOC GIAN PHE QUAN
TRONG DIEU TRI COPD

Trin Vin Ngoc*

TOM TAT:

COPD la bénh tién trién nang dan va la mét trong
nhirng bénh Iy gay t& vong hang dau sau dét quy va
nhdi mau co tim. Hién nay chua c6 thubc nao dwoc
chirng minh cé hiéu qua lam cham sy giam chic
nang hé hép, nhung la bénh cé thé phong ngtra va
diéu tri hiéu qua.

Thubc gian phé quan, dac biét loai tac dung kéo
dai, 14 nén tang trong diéu tri COPD. Mac du chuwa
c6 thudc diéu tri dac hiéu, nhirng thubc nay st dung
mot minh hay phdi hop LAMA, LAMA + LABA, ICS
+ LABA hay ICS + LABA + LAMA nham giam triéu
chirng, tang chéat lwong cudc sbng, giam tan suét va
dé nang dot cap.

Mét khac, két hop cac nhém thudce gian phé quan
khac nhau c6 thé gidp cai thién hiéu qua va giam
nguy co tac dung phu so véi tang liéu mét thube gian
phé quan don déc.

ABSTRACT:

UPDATE OF BRONCHODILATORS IN TREATING
CHRONIC OBSTRUCTIVE PULMONARY
DISEASE (COPD)

COPD is the progressive disease and the leading
cause of mortality after stroke and myocardial
infarction. Bronchodilators remain the cornerstone of
COPD treatment

Bronchodilators, especially the long acting drugs,
are the mainstay of COPD treatment. None of the
existing medications has been shown to stop the
long-term decline in lung function. Although until
now, no specific medications, bronchodilators mono-
or combination of LAMA, LAMA + LABA, ICS + LABA
or ICS + LABA + LAMA can improve symptoms,
improve the quality of life, reduce frequency and
severity of exacerbation.

On the other hand, the combination of
bronchodilators in different pharmacologic classes
may improve efficacy and decrease the risk of side
effects compared to increasing the dose of a single
bronchodilator.

DINH NGHIA COPD THEO GOLD 2017:

Bénh phdi tic nghén man tinh (COPD), 1a
mot bénh hay gip cua dudng hd hap, thudng cé
thé du phong va diéu tri duoc, dic trung boi triéu

PGS, TS. Chua tich Hoi HO hép TPHCM, P. chd tich H6i Lao
va Bénh phéi VN, PCN B6 mén Noi DHYD TPHCM.
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chtng ho hap dai dang va han ché dong khi 1a
do cac bat thuong tai phé nang va/hay duong dan
khi, thuong xuat phat tir sy tiép xuic c6 y nghia
v6i c4c hat hay khi doc.!

DANH GIA COPD THEO GOLD:

Bang 1: Panh gia COPD theo GOLD

Nguy co thap
it trieu chirng
Nguy co thap
B Nhiéu triéu <1 >2 210
chirng
Nguy co cao
it triéu chirng

Nguy co cao
D Nhiéu triéu >2 >2 >10
chirng
mMRC: modified Medical Research Council.
CAT: COPD Assessment Test

GOLD 2011 phan nhém b¢nh nhan (BN)
COPD dua trén su két hop cic danh gia nhiéu
yéu td nhu tic nghén thong khi, tién sir dot cap,
diém sé tridu chimg khé thd va CAT (COPD
assessment test) thanh 4 nhém COPD cin ban
A, B, C, D va diéu tri dva trén phan loai nhu
trén.

GOLD 2017, diéu tri c6 sy thay d6i, dya
trén triéu chtng va tién str dot cip trong nim
vira qua dé hudng dan diéu tri. Tic nghén
thong khi chi dugc sir dung trong chan doén va
phan giai doan tic nghén, khong 1am cin cu
cho diéu tri.

Vi du: C6 hai bénh nhan COPD cung c6
FEV| < 30% va thang diém CAT = 18 diém
* BN A: khong c6 con kich phat/ nam qua
* BN B: 3 con kich phat/ nam qua

Phan nhém theo kiéu cii: ca 2 thudc nhém D

Phéan nhém theo GOLD 2017:

« BN A: tic ngh&n béic 4 theo GOLD, nhém B
« BN B: tic nghén bac 4 theo GOLD, nhém D
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DANH GIA, PHAN BAC DIEU TR

 Chtc nang phdi (FEV1) dwoc tach ra khoi cac dac tinh ]ém sépg va .
khong con dung dé tién lwong. Phan nhém ABCD dé diéu tri bang thuéc
dwa trén triéu chirng cta BN va tién st con cép

* GOLD 2016

Vai tro han che ctia FEV, trong viéc ra quyet dinh diéu tri neu dwa trén tirng cathe
CAT, COPD Assessment Test; COPD, Chronic Obstructive Pulmonary Disease; FEV,, forced expiratory volume in 1

DIEU TRI THEO GOLD:
1- Bién phap khéng dung thudc:

* Gido duc BN va tu xur tri

* Cai thudc 14

« Chich ngira cam ctm va viém phoi

« Phyc hdi chirc ning

« Tap thé duc

* Dinh dudng

* Can tir va cham s6c gidm nhe

* Oxy liéu phap

* Thé may

« Noi soi phé quan can thiép va phiu thuat.
2- Bién phap dung thuéc: c6 2 muc dich

- Giam cdc tri¢u chung

* Giam céc triéu chung

 Cai thién tinh trang strc khoe

- Giam nguy co

* Ngan chan tién trién cua bénh

* Ngén chin va diéu tri dot kich phét

* Giam ty 1€ tir vong

Theo hudng dan GOLD truéce 2011: diéu tri
COPD dura trén mirc do tic nghén dudng thé qua
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* GOLD 2017
Tién str dot cap

22
hay

>1 dot cap (D)

nhap vién

0 hay;1
e (A) (B)

nhap vién

mMRC 0-1 mMRC 22
CAT< 10 CAT 210

chi s6 FEV/.

Theo GOLD 2011-2017:

* Xiéc dinh va giam tiép xiic véi cac yéu td
nguy co la nhitng budc quan trong trong
viéc ngan ngira va diéu tri COPD.

+ Thudc gidn phé quan duoc ding khi can
thiét, hodc thuong xuyén dé ngin ngira dot
cip hodc 1am giam triéu ching, cai thién
chat luong cude séng.

+ Két hop cic thudc gidn phé quan nhém
khac nhau c6 thé cai thién hiéu qua va lam
giam nguy co céc tac dung phu so V(n tang
lidu ctia mot thude gidn phé quan.!

CAC THUOC GIAN PHE QUAN TRONG DIEU TRI
COPD:

Thuéc kich thich B; tic dung kéo dai
(LABA) da duoc st dung nhirng nam 1990, gém
formoterol va salmeterol, giip cai thién chirc
nang phoi, céc triéu ching kho tho va ging s,
chat luong cudc sdng, va c6 thé giam ty 1¢ dot
cip va it tac dung phu.!

Formoterol va salmeterol c6 thoi gian tic dung
kéo dai 12 gid str dung don doc hay phdi hop vai
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ICS d trd thanh thuong qui trong diéu tri duy tri
COPD giai doan 6n dinh. Tuy nhién hién nay,
mot s6 LABA tac dung 24 gi¢ va hi€u qua hon
da dugc nghién ctru 12 1an lugt dugc cAp phép st
dung. Indacaterol, mot LABA c¢6 thoi gian tac
dung 24 gio. Két qua so bo tir cac thir nghiém 1am
sang 16n cho thdy indacaterol cai thién chirc ning
phéi so véi gia duoc va thube gian phé quan tic
dung kéo dai khiac. LABA khac gobm carmoterol,
vilanterol trifenatate va oldaterol ciing co tac
dung kéo dai 24 gi0 twong tu va hiéu qua.!

LABA mdi ngay mdt lan, ding don doc hay
pho1 hop s¢€ tro thanh hién thuc trong twong lai
rat gan nham tim mot hiéu qua tbi uu trong gian
phe quan va giam dot cap COPD, rit thuan loi
cho COPD thong qua viéc don gian hoa phac )
diéu trj cling nhu cai tién vé hiéu qua.

LABA mot minh hay két hop voi dbi khang
muscarinic tic dung kéo dai c6 kha nang tiép tuc
cai thién két qua cho bénh nhan.

BN Nhom A:’

« Tat ca BN nhém A dwoc cho thuoc gian
phé quan, dya trén triéu chitng kho tho

* Chon lya tuy theo tinh hitu hiéu trong viéc
giam kho tho

« C6 thé la gian phé quan tdc dung ngdn
hodc dai

« Tiép tuc cho néu thdy giam triéu chirng

Mot nghién ctru mu doi 12 tuan trén 534 bénh
nhan COPD 6n dinh muc d6 nang vua két hop
B2 albuterol va ipratropium. Két qua nghién ctru
cho thay vao cic ngay 1, 29, 57, va 85 dicu tri
c6 thay d6i FEV 16n hon déng ké hon so véi str
dung mot minh (P <0,001).?

BN Nhom B:'

* Diéu tri ban dau nén la thudc gian phé quan
tdc dung dai vi thudc nay tét hon thuoc gian
phé quan tdc dung ngdn khi can.

* Khéng phén biét loai thudc gian phé quan tdc
dung dai trong viéc giam nhe triéu chung.

* Su chon lya tiy theo cam nhdn cua bénh
nhan.

* Ding hai thuéc gian phé quan cho BN khé
tho nang.

o Néu thém thuéc thir hai khong cai thién triéu
chitng = chuyén lai mét thuoc.

* BN nhém B c6 thé cé bénh dong mdc gdy kho
khan trong ddnh gid triéu chung.
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Tiotropium, gidin phé quan hit mdi ngay mot
lan duy nhét hién dang c6 sin, 1a mot LAMA cai
thién dang ké chuc niang cua phdi, 1am ting kha
ning gang strc va phuc hoi chirc nang phdi, cai
thién tinh trang strc khoe, va lam gidm céac dot
kich phat.!

Hai nghién ctru ngiu nhién, d6i chung gia
dugc, mi doi, gia doi da duoc tién hanh trén
1207 bénh nhan COPD (tiotropium 402,
salmeterol 405, gia dugc 400), 6 thang diéu tri
voi 18 mcg tiotropium m01 ngdy mot lan,
salmeterol 50 pug hai lan moi ngay, hoidc gia
duoc két hop. Céac dot cap duoc xac dinh kéo dai
it nhat 3 ngay va thuong can diéu tri. Két qua
cho thay: It dot kich phat COPD/bénh nhan -
nam trong nhém tiotropium (1,07 1dn /ndm) hon
so voi nhom dung gia dugc (1,49/nam, P =
0.025), mac du nhém salmeterol (1,23 /nam)
khong khac nhau gid dugc. Tiotropium, nhung
khong phai salmeterol, tao ra cham tré déng ké
trong thoi gian xuét hién dot cAp dau tién so véi
gia dugc, trong tho nghiém lam sang 6-thang.
Nhém tiotropium c6 0,10 1an nhp vién trung
binh mdi nam vi dot cép COPD, so v61 0,17 cho
salmeterol va 0,15 voi gida dugc (khong khéc
nhau vé thong ké).*

Mot thir nghiém mu d6i, ngau nhién, so sanh
4 nam diéu tri véi mot trong hai tiotropium hoac
gid dugc & bénh nhan COPD. BN dugc phép st
dung tat ca cac loai thudc ho hip, ngoai trir cc
loai thudc khang cholinergic dang hit. Cai thién
FEV| trong nhém tiotropium da dugc duy tri
trong sudt thir nghiém (tur 87 dén 103 ml trudc
gian phe quan va tu 47 dén 65 ml sau khi gian
phé quan, so véi nhém gia duoc (P <0,001).°

Trong nghién ctu UPLIFT c6 5.993 bénh
nhan bao gém: 2.987 trong nhém tiotropium va
3.006 & nhém gia dugc. Bénh nhan dugc theo
doi trong 4 nam va so v&i nhém chung,
tiotropium giam sé lugng trung binh dot cp
14% (P <0,001). Sb lugng trung binh dot kich
phat din dén nhép vién 1a khong thudng xuyén
va khong c6 khdc biét ddng ké gitta hai nhém
nghién ciru. Tiotropium kéo dai thoi gian xudt
hién dot cap dau tién c6 y nghia (16,7 so v6i 12,5
thang) va thoi gian nhap vién 1an dau vi dot cip
(thdp hon nguy co nhap vién; HR = 0.86 (0.81-
0.91) p<0.001.°
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* Diéu quan trong 12 nhém ching trong thir
nghiém UPLIFT bao gém cic bénh nhan duoc
diéu tri thong thuong dbi véi COPD, bao gdbm
corticosteroid hit va hodac beta-2 tic dung kéo
dai 1én dén 62% cac trudng hop lic ban dau 1én
dén 73 % cac trudng hop bét cir Iic nao trong
thoi gian theo doi. Céc thir nghiém 1am sang da
chtrng minh giam dang ké dot kich phat va nhap
vién, ngay ca ¢ nhitng bénh nhan dugc diéu tri
v6i cdc thude khéc c6 thé c6 kha nang ngan chin
dot cap.o”

Nguy co tim mach khi str dung thuong xuyén
bromide tiotropium hit ¢ bénh nhan COPD ¢
moi mirc d. Két cuc chu yéu 1a mot két hop cac
tac dung phu tim mach, tr vong tim mach, nhoi
mau co tim khong tir vong (MI) hay dot quy
trong thoi gian diéu tri. Nguy co tuong dbi (RR)
dugc ude tinh bang cach st dung mé hinh tic
dong cb dinh va thong ké khong dong nhat. Két
qua nghién ctru cho thay khéng c6 su gia ting
dang ké nguy co cic tac dung phu tim mach véi
diéu tri tiotropium.®

Trong hai nghién cou mu do6i, 52 tudn,
ACCLAIM/COPD I (N = 843) va I (N = 804),
bénh nhin dugc chon ngiu nhién dé hit 200 pg
aclidinium hodc gia dwoc mdi ngay mot lan.
Bénh nhan dugc yéu ciu phai c6 FEV1/FVC <
70% sau gidn phé quan va FEV| <80%. Trong
ACCLAIM/COPD I, ty 18 bénh nhan bi dot cap
trung binh-ndng la tuong tu nhu trong
aclidinium va nhém gia duogc (26,6% so véi
25,7%, P = 0,9). ACCLAIM/COPD II, bénh
nhan trong nhém aclidinium bi dot cdp trung
binh hodc nédng it hon so v6i nhitng nguoi trong
nhém gia duoc (33,2% so véi 39,8%, tuong g,
P = 0,0046). Thoi gian bi dot cip nang ddu tién
da duoc kéo dai dang ké trong aclidinium
ACCLAIM/COPD 1T (P =0,01), nhung khong
khéc trong ACCLAIM/COPD I (P =0,9).°

Nghién ctru danh gia anh hudng ctia bromide
glycopyrronium (NVA237) tic dung kéo dai,
d6i khang muscarinic, mdt ngay mot lan, trén
mirc d6 dung nap gang stc trong 95 bénh nhan
COPD trung binh- ndng. Bénh nhan dugc phan
ngau nhién vao mot thiét ké bat chéo NVA237
50 ngay mot lan hodc gia duoc trong 3 tuan. Két

14

qua nghién ciru chi ra rang NVA237 cao hon
dang ké vé6i gia duoc trong viéc ting dung nap
gang suc vaisotime IC vao cac ngay 1 va2l didu
tri (tit ca P <0,001).'°

Bromide glycopyrronium, dugc nghién ctru
14m sang trong COPD 1 (GLOW1) nham danh
£i4 hiéu qua, an toan va dung nap cua NVA237
& nhitng bénh nhan COPD trung binh dén nang.
822 bénh nhan COPD c6 tién st hit thude > nam
10 g6i, sau gidn phé quan FEV/ <80% va > 30%
du dodn binh thuong va FEV1/FVC <0,70. Bénh
nhan dugc chon ngiu nhién dé diéu trj mu doi
voi NVA237 50 ug mot lan mdi ngay hoic gia
dugc trong 26 tuan. FEV; dugc cai thién dang
ké trong nhém NVA237 so voi gia duge trong
sudt khoang thot gian 24 gio vao ngay 1 va tuan
12 va 26, va & tat ca cic 1an khac va thoi diém.
NVA237 lam giam dang ké nguy co dot cap dau
tien COPD vira/ning 31% (P = 0,023).!!

Nghién ctru vé tinh hiéu qua va an toan cia
indacaterol so véi gia dugc va salmeterol

Bénh nhan COPD trung binh dén ning da
duoc chon ngau nhién, mu d6i dé diéu tri 6 thang
voi indacaterol 150 pg mdi ngay mot lan,
salmeterol 50 pg hai lan mdi ngay hoic gia
dugc. Két cuc chinh 12 mirc day (24 gio sau licu)
FEV, sau 12 tuan. 1002 bénh nhan dugc chon
ngiu nhién va 838 (84%) hoan thanh nghién
ctru. Indacaterol 1am ting FEV| tai tuan 18 12 13
170 mL so véi gia duge (P <0,001), va 60 mL
hon salmeterol (P <0,001).'?

Mot nghién ctru song song mu do6i khéc cua
Dahl R va cs'? trén bénh nhan COPD trung binh
- ning, BN dugc chon ngiu nhién ding mdi
ngay mot 1an indacaterol 300 pg (n = 437) hodc
600 pg (n = 428), formoterol 2 1an mdi ngay 12
pg (n = 435), hoac gia dugc (n = 432) trong 52
tuan. Indacaterol 1am tang FEV, sau 12 tuén 1a
170 mL (ca hai liéu) so véi gia dugc va 100 mL
so voi formoterol (P <0,001). Nhitng su khéc
biét c6 y nghia nay duoc duy tri ¢ 52 tuan.'?

Nghién ctru ngau nhién mi d6i, dbi chimg gia
duoc, bdn giai doan bt chéo d4nh gid hidu qua
va d6 an toan cua ngay mot lan QVA149, gidn
phé quan kép bao gdm cic indacaterol va
glycopyrronium (NVA237), & nhitng bénh nhan
COPD trung binh-ndng.
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154 bénh nhan dugc phan ngéu nhién diéu tri
QVAI149 (indacaterol/NVA237) 300/50 png,
indacaterol 300 pg, indacaterol 600 ug, hoac gia
dugc, mdi ngay mot 1an trong 7 ngay voi thoi
gian 1am sach thudc (wash out) 7-ngdy giira mdi
lan tri liéu. Panh gia FEV; vao ngay thi 7. Su
khéc bi¢t FEV| vao ngay thu 7 gitta QVA149 va
gia dugc 1a 226 mL (P <0,001). Sy khac biét tur
QVA149 va indacaterol 300 va 600 pug la 123
mL (P <0.001) va 117 mL (P <0,001), tuong
trng. !4

Tic dung gian phé quan tiotropium,
formoterol, va két hop ca hai dugc so sanh trén
71 bénh nhan COPD, dugc phan ngﬁu nhién, mu
ddi, cach ba, bat chéo. Nhém diéu tri duge nhan
hodc tiotropium 18 pg mdi ngiy mot lan,
formoterol 12 pg, hodc ca hai két hop mdi ngay
mot 1an trong ba giai doan 6-tuan. So v&i ban
dau, tiotropium cai thién dang ké FEV; (0-12 h)
trung binh ban ngay hon formoterol (127 so voi
86 mL), trong khi FEV trung binh ban dém (12-
24 h) khong khac nhau (tiotropium 43 mlL,
formoterol 38 mL). Hi€u qua ro rét nhét b?mg
lidu phap két hop (ban ngay 234 ml, thoi gian
dém 86 mL), ca hai khac biét dang ké so véi don
chat.’

Nhém C la nhém it triéu chirng nhwng co

nguy co’ cao bi dot cap.’

* Nén bdt dau bang mét loai gian phé quan tdc
dung dai

* Hai nghién citu doi dau cho thiy LAMA tot
hon LABA trong dé phong dot cdp = khuyén
dung LAMA

« Bénh nhdn cé nhitng con kich phdt dai ding

2 cho LABA/ LAMA hodc ICS/ LABA. Do

ICS tang nguy co viém phoi = khuyén diing

LABA/LAMA

Bénh nhén c6 dot cap thuong xuyén c6 ti 16
t&r vong cao hon, chat lugng sdng kém hon, ting
viém duong hd hip, va suy giam nhanh chéng
trong chirc nang phdi so véi nhitng ngudi dot
cap it thudng xuyén hon. Dot cip COPD c¢6 lién
quan dén viém duong hd hip va viém toan than,
hay dbi sinh 1y, ddc biét ting & khi do nhiém
virus dudng hd hap va vi khuan. Mot sb bénh
nhan dic biét dé bi dot cép va bénh tién trién
ning hon nhimg ngudi c¢é dot cip it thuong
xuyén hon.!®
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Mot nghién ctru cdc dot kich phat cip ning
ctia COPD anh huédng truc tiép trén tir vong. Mot
ky thuét da bién duoc sir dung dé phan tich anh
huong cua céc dot cdp COPD diéu tri trong bénh
vién vé tudi bénh nhan, hiit thudc 14, chi s6 khbi
co thé, bénh kém theo, diéu tr1 oxy dai han, cac
thong s6 ho hip ky va khi mau dong mach trong
mot nghién ctru doan hé 304 ngudi dan 6ng voi
COPD theo dai trong 5 nam. Chi s6 tudi tic, ting
CO,, va dot cap COPD la cic chi sb tién luong
xau. Bénh nhén ¢ nguy co tir vong 16n nhét 1a
nhitng ngudi c6 ba hodc nhiéu hon cic dot cip
CoPD."

Trong nghién ctru ECLIPSE,'® ¢4 2.138 bénh
nhan tham gia trong ddnh gia dot cip trong 3
nim. Cac dot cip trd thanh thudng xuyén hon
(va ndng hon) ciing nhu mic d6 nghiém trong
ctia COPD gia tang, ty 18 trdm trong trong nim
dAu tién theo di 1a 0,85 moi ngudi cho cac bénh
nhan COPD giai doan 2; 1,34 cho bénh nhan voi
giai doan 3, va 2,00 cho bénh nhan giai doan 4.
Nhin chung, 22% bénh nhan bi bénh giai doan
2, 33% véi giai doan 3, va 47% vo6i giai doan 4
van con c¢6 dot cAp thudng xuyén (hai hodc nhiéu
trong nam dau tién theo doi) mic dit cac phuong
tién diéu tri ¢6 san.'8

Céc nghién ctru gan day da chi ra rang nhimg
bénh nhan bi ho man tinh va ¢6 dom cé dot cép
nhiéu hon hai 1an so véi bénh nhan khong c6
nhing triéu ching. Trong s6 2.500 bénh nhan
trong nghién ctru COPD Gene nhitng nguoi co
céc triéu chimg cta viém phé quan man tinh c6
dot cap dang ké thuong xuyén hon va nghiém
trong hon so v&i bénh nhan khong cé nhiing
triéu chimg ndy, mic dii ca hai nhém déu cé
FEV| nhu nhau. Cic triéu ching ctia ho man
tinh va ¢c6 dom cling lién quan véi giam chuc
ning phdi va tang ti 1& tir vong.'>?

Nghién ctru ctia Bourbeau J va cs? vé hi¢u
qua cua salmeterol/fluticasone (SFP), tiotro-
pium/fluticasone (Tio+FP) and tiotropium (Tio)
don doc trén cic té bao viém ¢ duong thd cua
bénh nhan COPD. Két qua cho thy giam cé y
nghia thong ké s CD8+ (P <0,001) va CD68 +
(P = 0.008) sau khi diéu trj v6i SFC nhung
khong phai voi FP mdt minh, su khac bi¢t trung
binh CD8 + va CD68 + gifta SFC va gia dugc c6
¥ nghia thong ké (P <0,001 va P = 0,03, tuong
ung). Su khac biét CD8 + va CD68 + gitta FP va
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gia dugc khong c¢6 y nghia thong ké. Su khic
biét c6 nghia la CD8 + va CD68 + gitra SFC va
FP 14 c6 ¥ nghia thong ké (P = 0,01 va P = 0,04
cho cic té bao CD8 + va CD68 +, twong tng).”?

Tic dung chéng viém cua salmeterol/
fluticasone (SFP), tiotropium /fluticasone (Tio +
FP) va tiotropium (Tio) mot minh da dugc Perng
DW?* nghién ciru trén cic té bao viém va cic
chét trung gian trong dom tir bénh nhan COPD.
Céc d6i tuong dugc hodc méi dugc chan doéan
hoic da khong dung bt ky loai thudc trong vong
3 thang trudc khi nghién ctru. Do tugng (n = 99)
duoc chon ngau nhién, hoic SFP (100/1000 pg
hang ngay), Tio + FP (18/1, 000 pg hang ngay)
hodc Tio (18 ug hang ngay) trong 12 tuan. Két
quéa cho thiy rang diéu tri voi SFP lam giam
dang ké IL-8 va MMP-9 trong dom, so voi Tio
mot minh. Khong c6 khic biét diéu tri giita cdc
SFP va Tio + FP trong giam IL-8 va MMP-9.
Tat ca cic nhém diéu tri khong lam giam dang
ké téng s6 t& bao, bach cau trung tinh, dai thuc
bao va bach ciu ai toan trong dom. Ngoai ra,
khong c6 su khac biét CRP huyét twong.>*

Mot nghién ctru da trung tam, ngéu nhién, mu
dodi, song song dugc tién hanh ¢ bénh nhan
COPD dé so sanh cai thién chirc ning phdi cua
tiotropium (18 pug qd) cdng voi formoterol (12
pug) so voi salmeterol (50 pg) cong voi
fluticasone (500 pg).

Sau 6 tuan, chtrc nang hé hip 12-gid nhém
tiotropium cong voi formoterol da vuot trdi so
voi nhom salmeterol cong voi fluticasone (P =
0.00006). Su khac biét giira hai phuwong phap diéu
tri cling ¢ y nghia tai mdi diém thoi gian sau
khi ding thude (P <0,05).%°

Nghién cuu hiéu qua va kha nang dung nap
cia budesonide/formoterol duwgc thém vao
tiotropium ¢ nhitng bénh nhéan hdi du diéu kién
dé diéu tri két hop ICS/LABA. Trong nghién
ctru 12 tuan ngau nhién, mi ddi, song song, da
trung tam, sau 2 tudn run-in, 660 nhén
tiotropium (18 ug mdi ngdy mot lan) cong vai
hodc budesonide/formoterol (320/9 ug) hoac gia
duogc hai 1an mdi ngdy. Budesonide/ formoterol
cdng véi tiotropium 1am tang 1én dang ké FEV,
predose 6% va postdose 11%, so véi tiotropium
mot minh (ca P <0,001).%¢

Nghién ciru OPTIMAL dugc thyc hién dé

16

xdc dinh xem viéc két hop tiotropium véi
salmeterol hay fluticasone-salmeterol cai thién
két cuc 1am sang & ngudi 16n voi COPD trung
binh dén ning so vé&i tiotropium mot minh.
Nghién ctru ngau nhién, mu ddi, ding gia dugc
duoc tién hanh trén 449 bénh nhan COPD trung
binh hodc ning nhan dugc 1 ndm diéu tri véi
tiotropium cong vo&i gid duogc, salmeterol
tiotropium, hodc tiotropium cdng voi fluticasone
salmeterol. Két qua chi ra rang tiotropium cong
v6i fluticasone salmeterol cai thién hon déng ké
so vé6i tiotropium mot minh dé ting FEV; (P =
0,049).7

Nguoc lai voi hen phé quan, céc té bao viém
chinh tham gia trong COPD la TB T CD8 +,
bach cau trung tinh va dai thuc bao, tat ca déu 1a
muc tiéu cho PDE4 inhibitors. Nhitng té bao niy
san xuit cic chit oxid hoéa, chemokine (IL-8),
cac cytokine (TNF-a) va protease (elastase va
metalloproteinase matrix) gdy viém man tinh.
Qua trinh viém dan dén pha hity nhu mé phoi,
mat tinh dan hoi va tic nghén duong h6 hap nho.
Chuyen san biéu mo va tang tiét chat nhay 1a tinh
ning noi bat cia COPD.?%

Trong nghién ctu chéo 4-tudn cia
Grootendorst DC,*° cdc mau dom cua bénh nhan
ding roflumilast thap hon dang ké vé s6 luong
bach cau, bao gf)m ca bach cdu 4i toan (P =
0,0005) va bach cau trung tinh (P =0 0017) SO
v6i cdc mau 1ay tir bénh nhan duogc diéu trj véi
gia dugc. Ngoai ra, chét trung gian giy viém
giam dang ké, bao gom IL-8 va elastase cia
Neutro trong dom tir cdc bénh nhan dugc diéu
tri roflumilast, so véi bénh nhan duoc diéu tri
bang gia duoc.*

Trong mot nghién cuu gop 12-thang hai
nghién cou lam sang (M2-145 va M2-125),
roflumilast 1am giam dang ké ty 18 dot cap trung
binh hodc ndang 17% so vo61 gia duge (P =
0,0003). Ngoai ra ty 18 thap hon dang ké dot cip
trAm trong sau diéu tri roflumilast, thoi gian khoi
phit dot kich phat 1au hon dang ké ¢ nhitng bénh
nhan nhin duogc roflumilast hon so v6i bénh
nhan dung gia duge (HR = 0,89, P = 0,0185).%!

Dit liéu gop tor 14 nghién ciu kiém soat gia
duoc, mu doi giai doan II/III roflumilast 500 pg
hodc 250 pug mdi ngay mot lan so véi gia duge
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trong COPD trung binh-rit ning. Tam trong s
14 nghién ctru d3 duogc cong bd trude d6 (5766
bénh nhan trong tong sb diéu tri bang roflumilast
va 5491 voi gia dugc). Cac tac dung phu thuong
gip nhét xay ra phd bién hon véi roflumilast so
voi gid dugc 1a tiéu chay (12,2% so voi 2,9%),
giam trong luong (7,0% so voi 1,8%), budn noN
(6,0% so voi 1,5%), nhtrc dau (5,1% so voi
2,3%). Ngoai thé trong giam, phan 16n cua
nhimg tic dung phu hdi phuc trong vong 3

tuan.

32

Nhom D: bénh nhan c¢6 nhiéu triéu chirng va
hguy co’ cao cua cac dot.

o Néu chon khéi dau véi mét thuée, wu tién
LAMA trong ngira dot cdp

* LABA/LAMA > ICS/LABA

« Nhém D ¢6 nguy co cao hon bi viém phéi
khi dung ICS

* LAMA/LABA/ICS
* Chuyén sang ICS/LABA

« Thém roflumilast: néu BN c6 FEV, <
50%, viém phé quan man, co it nhat 1 dot
kich phdt/ nam qua

» Thém macrolide: azithromycin co chirng
cir 16t nhdt ; can nhdc viéc phdt sinh chiing
Vi tring khdng thudc

* Nguwng ICS: do thiéu hiéu qud, tang nguy
co tdc dung phu (viém phéi) va khong
nguy hiém néu hit ICS
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