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Téng quan

DPIEU TR| KET HOP 3 THUOC (ICS/LABA/LAMA) TRONG COPD
- KHI NAO VA NHU THE NAO?

Pham Thi Kim Nhung?
Trung tam Noi hd h4p, Bénh vién Quan y 103, B6 mdn N6i ho hap, Hoc vién Quan y

Bénh phdi tdc ngh&n man tinh (BPTNMT) la mét bénh ly man tinh ctia dwérng hd hép, cé ty 1& mac va ty 1é t&r vong cao
trén toan thé gidi. Cac thudc chbéng viém, gidn co tron phé quan 1a diéu tri nén tdng dwoc chi dinh trén bénh nhan
BPTNMT. Liéu phap bo ba thubc bao gdm ICS, LABA va LAMA d3 tré thanh méot phwong thire diéu tri quan trong, da
dwoc chirng minh hiéu qua, an toan trong gidm ty 1& dot cap, gidm ty |é t& vong cho bénh nhan BPTNMT.

1. CO SO KHOA HOC, CO CHE TAC DUNG CUA LABA, LAMA, ICS

Co tron phé quan [a mét trong bén 1&p cAu trac chinh ctia dwdng dan khi, con goi 1a co Reissessen
- dwoc 1y tén tir nha gidi phau va sinh Iy hoc ngudi Bire Carl Friedrich Reissessen véi nhirng déng
gop quan trong trong viéc kham phéa va mé ta chi tiét mé co trong hé hé hap. Co tron phé quan
duwoc chi phdi hoat dong b&i hé than kinh thwc vat, trong do thu thé bé mat 1a thu thé beta 2
adrenergic. Méi té bao co tron phé quan chira khodng 30.000 dén 40.000 thu thé beta 2, dwoc
phan bé tir khi quan dén tiéu phé quan tan, trong dé khi dwdng kinh phé quan cang nhé di thi mat
d6 thu thé beta 2 cang tang [1].

Co ché gian co tron phé quan: Cac hoat chat catecholamin nhw epinephrine va cac thubc thudc
nhém déng van beta 2 sé lién két v&i cac thu thé beta 2 trén mang té bao co tron phé quan, lam
kich hoat protein Gs (Guanosine Triphosphate-binding protein); Protein Gs kich hoat enzyme
adenylate cyclase, gilp chuyén ddi ATP (adenosine triphosphate) thanh cAMP (cyclic adenosine
monophosphate). Khi ndng dd cAMP tang sé kich hoat cac con dwdng tin hiéu néi bao: kich hoat
protein kinase A (PKA), PKA sé& phosphoryl hoa cac protein khac bao gébm cac kénh kali, bom calci
va enzyme phosphodiesterase (PDE). Cu thé: sw phosphoryl hoa ctia cac kénh kali 1aM téang dong
chay cta kali ra khdi té bao, gay tdng dién thé mang té bao va dan dén gian co; hoat hoa bom calci
giip bom ion calci ra khdi té bao, lam gidam néng dé calci trong té bao, giam/pha v& su twong tac
gitra actin va myosin trong té bao co tron dan dén gian co va &rc ché hoat déng ctia enzyme PDE
lam tang néng d& cAMP trong té bao va gilp kéo dai tac dung gian co.

1.1. LABA

LABA - long acting beta 2 agonist 1a nhém thuéc gidn co tron phé quan theo co ché déng van beta
2 adrenergic tac dung kéo dai. Cac thudc thudc nhom LABA da dwoc FDA chép thuan trong diéu
tri duy tri cac bénh ly hé hdp man tinh nhw: Salmeterol, Formoterol, Arformoterol, Indacaterol,
Olodaterol, Vilanterol.
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Vé&i wu thé phan bd thu thé beta 2 tdng & phé quan nhd nén cac thubéc nhém LABA ciing wu thé
lam gidn co tron phé quan wu thé & phé quan nhé.
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Hinh 1. Co ché gidn co tron phé quan cta thubc ddng van beta 2 (Ngudn:
https:/tmedweb.tulane.edu/pharmwiki/doku.php/short_acting_beta2_agonists)

Mot s6é khuyén nghi vé liéu ctia LABA trong diéu tri BPTNMT: Salmeterol 50 pg hai lan/ngay qua
binh hit bdt khé (DPI - Dry Powder Inhaler); Formoterol 12 pg hai lan/ngay qua binh hit DPI;
Indacaterol 75 — 150 pg; Olodaterol 5 pg qua binh xit hit hat min dang phun swong (SMI - Soft Mist
Inhaler);...

Céc thuéc LABA duwoc chuyén hod qua gan qua CYP3A4 nén can than trong va theo déi khi st
dung trén nhirng bénh nhan suy gan nang. Ngwoc lai, trén bénh nhan suy than thi LABA khéng can
diéu chinh liéu. Tac dung khéng mong muédn thwerng gap chi yéu do thube 1am kich thich hé than
kinh giao cdm nén c6 thé gay bdn chén, tang nhip tim, hdi hdp tréng ngwe, run, ha kali mau,... Dac
biét trén nhom bénh nhan c6 bénh tim mach déng méc, c6 s dung déng thdi thude loi tiéu quai
hodc loi tiéu nhom thiazide, c6 thé dan dén ha kali mau cdng hop nén can theo ddi chat dinh lwong
kali mau.

1.2. LAMA

LAMA - long acting muscarinic antagonist - la thubc gian co tron phé quan thuéc nhém khang
cholinergic (rc ché M cholin), dwa trén co' ché ngan chan thu thé muscarinic cta acetylcholine -
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mot chat dan truyén than kinh gay co that co tron phé quan. Khi acetylcholine khéng thé gan vao
thu thé, co tron phé quan sé gian, gilp dwong thd théng thoang, khéng khi lwu théng dwoc dé
dang hon. Cac thubc khang cholinergic chi yéu nhdm vao thu thé M3 - c6 mét khw trd trong co
tron phé quén, cac tuyén dwdi niém mac. Vi hé than kinh phé giao cdm ngoai viéc lam co that co
tron phé quan, con gay tang tiét dich trong long phé quan, do dé thudc khang cholinergic viva lam
gian co tron phé quan, vira lam gidm tiét dich - gidi quyét thém mét triéu chirng quan trong trong
phan nhém bénh nhan BPTNMT c6é viém phé quan man chiém wu thé.

Céc soi cholinergic tap trung nhiéu tai ving rén phdi, & cac phé quan trung tdm, va xu huéng gidm
dan vé phia dwéng dan khi ngoai vi. Twong tw, cac thu thé cholinergic muscarinic ciing gidm dan
& ngoai vi - nguoc lai so v&i sy phan b cla céc thu thé beta 2 adrenergic.

Cac thuéc nhom LAMA gdm: Aclidinium bromide, Glycopyronium, Tiotropium bromide,
Umeclidinium bromide, Revefenacin. Trong d6 Revefenacin dwoc coi la mot chat khang cholinergic
dang hit “m&i” v&i ciu trdc amin bac ba (tertiary amine), khac biét so v&i ciu tric amoni bac bén
(QACs - Quaterary Ammonium Compounds) ctia cac LAMA truédc day, tao diéu kién cho viéc ting
cwdng tinh chon loc tac dung tai phéi va gidm thiéu tac dung phu toan than.

Tiotropium c6 trong ché pham déc lap dang vién nang hit véi ham lwong 18ug cho dung cu hit DPI,
dwoc chi dinh véi liéu 1 1an/ngay; va dang binh xit hit hat min dang phun swong - SMI véi liéu 2,5
ug/nhat xit véi liéu chi dinh 2 1an xit/ngay (tbng liéu 5 pg). Liéu théng thuwdng duoc st dung dbi voi
cac LAMA khéac: Glycopyronium 15,6 - 25 ug DPI hai lan mdi ngay; Umeclidinium 62,5 ug DPI moét
lan mébi ngay; Aclidinium 400 pg DPI hai lan méi ngay. Liéu dung, loai thubc va sw phdi hop trong
bd doi, bd ba thubc dwoc cu thé hoa trén tirng ngudi bénh ciing nhw sw sén c6 cla y té dia phwong.

Khi st dung LAMA can Iwu y theo ddi cac tac dung khéng mong mudn toan than nhw khé miéng,
m& mat, bi tiéu, tho bén, nhip tim nhanh,... V& méat chuyén hoda, cac LAMA hau hét déu dwoc dao
thai qua than, do d6 trén nhirng b&nh nhan mac bénh than man tinh c6 tinh trang gidam mirc loc ciu
than c6 thé lam tang tich luy thudc, gay nén nhirng tac dung phu khang cholinergic nhw bi tiéu, khod
miéng. Trén nhdm bénh nhan cao tudi, LAMA ciing cé thé lam tram trong thém tinh trang phi dai
tuyén tién liét, ting nhan ap goc hep, suy gidm nhan thire. Do d6 khi chi dinh LAMA trén nhém bénh
nhan bénh than man va ngu i cao tudi, cac bac silam sang nén khéi ddng va duy tri liéu thAp nhat
c6 hiéu qua va lwu y danh gia tac dung khéng mong mudn cta thudc dé tdi wu hod, can bang gitra
lgi ich diéu trj va tinh an toan.

1.3.ICS

ICS - inhaled corticosteroid - la corticoid dang hit, 1a thuéc chdng viém dwoc st dung twong dbi
phd bién trong diéu tri BPTNMT, hen phé quan, cac bénh phdi phé quan man tinh khac. Thubc
duoc st dung dudng tai chd, do d6 gidm thiéu tac dung phu toan than so véi duwdng ubng va tiém
truyén tinh mach. ICS ¢c6 & dang nang dung dich 1dng, dung qua may khi dung va céc loai binh hit
MDI, DPI & dang doc lap, phdi hop véi LABA trong bd d6i ICS-LABA va phdi hop trong bd ba ICS-
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LABA-LAMA. Cac hoat chéat ICS chi yéu bao gdbm: Budesonide, Fluticasone, Beclomethasone,
Mometasone, Triamcinolone, Flunisolide.

M6t sb tac dung khdng mong mudn cta ICS dwoc ghi nhan tai chd nhw khan tiéng, nhiém nam
miéng. Khi dung kéo dai, liéu cao, co thé gap cac tac dung khdng mong muén toan than khac nhw
tang nhan ap, rdi loan chuyén hoa glucose, lodng xwong, hdi chirng cushing, suy thwong than...
tuy nhién ty |& gap thap rd rét so v&i dung corticoid hé thdng.

Nguwoc lai v&i chi dinh ICS trong bénh hen - dwoc chi dinh & tat cd cac mirc 6 bénh véi muc tiéu
kiém soat nén viém man tinh, giam nguy co dot cp va gidm s tién trién cta bénh thi ICS trong
diéu tri BPTNMT dwoc dét ra trong bdi cdnh cé sw can nhac loi ich - nguy co trén tirng ngudi bénh
cu thé. Khuyén céo clia GOLD 2000 |an d4u tién da dat ra van dé goi y rang c6 thé st dung ICS
bd sung vao thém trong liéu phap gidn phé quan cho bénh nhan BPTNMT ndng cé nguy co bj dot
kich phat hodc c6 cac dac diém lam sang cta chéng lap hen BPTNMT.

Sé lwong bach cau ai toan 1a mét “ddu 4n” quan trong trong can nhéac ICS trong diéu tri BPTNMT.
Mot sé khuyén céo chinh lién quan dén sé lwong bach cau E va chi dinh ICS:

- Bénh nhan co dot cap tién trién khi da st dung moét loai thubc gian phé quan tac dung kéo dai va
c6 bach cAu &i toan =300 t& bao/uL c6 thé can nhac lén thang LABA + LAMA + ICS.

- Bénh nhan c6 dot cAp tién trién khi da stir dung phdi hop LABA + LAMA néu c6 sb lwong bach
cau ai toan 2100 té bao/uL c6 thé co dap ng tét khi Ién thang LABA + LAMA + ICS, néu c6 sb
lwong bach cau ai toan <100 té bao/uL cé thé c6 kha nang dap &ng thap khi 1én thang bo ba.

- Khi dang diéu tri bang LABA + LAMA + ICS (ho&c bach cau &i toan <100 t& bao/pL) ma van co
dot cAp thi c6 thé can nhac rat ICS néu cé viém phdi hodc gia tang dang ké tac dung phu. Luu y:
Néu bach cau &i toan =300 té bao/pL, viéc xudng thang rat cé thé lién quan dén gia tang dot cap
va can nhac can than liéu cta ICS dé gidm kha néng tac dung phu lién quan dén ICS xay ra thudng
xuyén hon & liéu cao.

Néu bénh nhan COPD khdng cé d4u hiéu hen da va dang dwoc diéu tri bang LABA + ICS bdi bat
ky ly do gi va dwoc kiém soat tét triéu chirng va dot cép, viéc tiép tuc ding LABA + ICS c6 thé 1a
mot Iwa chon. Tuy nhién, néu bénh nhan c6 xay ra dot cip, can 1én thang LABA + LAMA + ICS
ho&c c6 triéu chirng ndng, can nhac chuyén sang LABA + LAMA.

1.4. Loi ich hiép déng

Sw két hop ctiia LABA va LAMA trong diéu tri BPTNMT la sy két hop mang tinh chét hiép déng, bd
sung cho nhau dwa trén co ché tac dung cta tirng nhdm. Sy phan bé cla cac thu thé cholinergic
tao diéu kién cho sw gidn cac phé quan trung tam cla cac thudc LAMA, trong khi LABA lam gién
cac phé quan & ngoai vi vi thu thé beta 2 tap trung nhiéu & ngoai vi. O day co ché ctia thudéc nhém
LAMA tao diéu kién thuan lgi cho thuéc nhém LABA tiép can dich tac dung. Sw phdi hop LABA -
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LAMA dwoc khuyén cdo manh mé& cho phan nhém BPTNMT nhém E, vé&i cing dich dén la co tron
phé quan va théng qua hai thu thé, hai co’ ché déc 1ap nhwng hiéu qua khdng chi don thuan 1a phép
cong don thuan hiéu qua cla tirng thube riéng ré. Bén canh do, hoat ddéng ctia hé giao cam xay ra
chd yéu vao ban ngay, trong khi hé pho giao cam lai hoat ddng manh vé ban dém - do doé sy phéi
hop 2 nhém c6 thé bao phi tac dung trong 24 gid.

Xuét phat tir co ché phéi hop do, cac dung cu méi dwoc nghién ctru san xuat dé két hop LABA -
LAMA trong cling mét dung cu, dé tdi wu hoa sé 1an dung thuéc cho ngwdi bénh, gia téng ty 1é tuan
tha diéu tri, |am giam liéu thubc cda ting loai - do d6 gidm tac dung khéng mong mudn so véi don
tri liéu liéu cao cla tirng thudc doc 1ap. LABA - LAMA duoc khuyén céo Iwa chon dau tay cho
BPTNMT nhém B, E. Va LABA - ICS dwoc nhan manh khéng nén Ia lwa chon cho bénh nhan
BPTNMT moi phan nhém.

.Bang 1. Céac thubc gian phé quan tac dung kéo da

LABA | LAMA LABA + LAMA

Salmeterol Tiotropium Olodaterol + Tiotropium
Formoterol Glycopyronium Vilanterol + Umeclidinium
Indacaterol Vilanterol Umeclidinium Formoterol + Glycopyronium
Olodaterol Aclidinium Formoterol + Aclidinium
Arformoterol Revefanacin Indacaterol + Glycopyronium

Liéu phap bd ba ICS-LABA-LAMA dwoc dat ra xuat phat tir vai tro ctia ICS trong diéu tri BPTNMT
va tac dong hiép déng ctia bd d6i LABA-LAMA. C6 2 dang bd ba: mé& - thwong 1a sy két hop ICS-
LABA va LAMA trong 2 dung cu xit/hit khac nhau va déng - khi ca 3 thanh phan dwoc tich hop trong
mot dung cu xit/hit duy nhat. Bd6 ba déng hién nay gdbm: Fluticasone - Umeclidinium - Vilanterol,
Budesonide - Formoterol - Glycopyronium va Beclometasone - Formoterol - Glycopyronium

2. KHI NAO CHI PINH LIEU PHAP BO BA ICS/LABA/LAMA?

Tw ndm 2011, GOLD da phan loai COPD thanh 4 phan nhém A, B, C va D dwa trén mic do triéu
ching cla bénh (théng qua st dung thang diém mMRC va CAT dé danh gia tac dong cta bénh
lén cudc sdng hang ngay ciia ngwdi bénh) va nguy co dot cap. Theo d6, dwa ra nhirng khuyén céo
vé lwa chon liéu phap diéu tri duy tri cho bénh nhan COPD. T ndm 2023, GOLD da cap nhat lai
phén loai tiv ABCD thanh ABE, trong dé6 nhém A va B gilr nguyén; nhom C va nhém D duwoc hop
nhat thanh nhém E. Trong d6 khuyén céo phac dd két hop LABA + LAMA duoc chi dinh cho COPD
nhém B va E. Liéu phap bo ba ICS/LABA/LAMA dwoc can nhac khéi tri cho bénh nhan COPD nhém
E ¢6 tdng bach cau &i toan trong méau tir 300 té bao/pl - la nguéng gia tri dworc danh gia nhém bénh
nhan c6 kha nang cao duwoc hwdng loi ich gidam dot cép tir liéu phap c6 chra ICS. Bén canh do,
néu bénh nhan COPD c¢6 dac diém cla hen thi cling nén dwoc diéu tri phac dé thudc co6 chira ICS.

Trong khuyén céo ctia GOLD 2025, liéu phap khang viém véi ICS dwoc dwa ra véi nhivng diém
chinh sau [3]:
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- Viéc diéu tri thworng quy véi ICS 1am tang nguy co mac viém phdi dc biét trong trworng hop bénh
nang (muc chirng ct A);

- Su két hop ICS-LABA hiéu qua hon don trj liéu tivng thanh phan trong cai thién chirc nang hd
hép, tinh trang strc khoé chung va giam sé dot cdp & bénh nhan BPTNMT nhiéu dot cap va c6 muc
dod bénh vira dén nang (mrc chirng cir A);

- Khéng khuyén khich dung bd déi ICS-LABA trong BPTNMT, néu c6 chi dinh ICS thi bé ba ICS-
LABA-LAMA la lwa chon dwoc wu tién hon so voi b doi ICS-LABA;

- Liéu phap bd ba ICS-LABA-LAMA cai thién chirc nang hd hap, triéu chieng va tinh trang stec khoé
chung, gidam dot cip so véi ICS-LABA, LABA-LAMA hay LAMA don tri (mirc chirng ct A);

- Néu bénh nhan BPTNMT c6 cac déc diém dinh hwéng hen thi nén cé ICS trong phac db diéu tri;

- CO bang chirng vé viéc tdng nguy co’ viém phdi khi bach cau E trong mau <2%, doc lap véi viéc
dung ICS (muc ching cw C);

- Sy két hop thudc trong ciing mét loai dung cu hit thuan tién va hiéu qua hon so véi viéc sir dung
nhiéu dung cu.

BDP/FF/G va FLF/VI/UMEC la hai bé ba dwgc EU chap thuan trong diéu tri duy tri trén bé&nh nhan
BPTNMT murc dé trung binh dén nang, dap wng khong thoa dang véi diéu tri bd déi ICS-LABA;
FLF/VI/UMEC duoc chap thuan trong nhivng bénh nhan khéng dat dap (rng véi liéu phap bo doi
LABA-LAMA. Tai My, FLF/VI/UMEC duwogc chap thuan trong diéu tri duy tri, kéo dai trong diéu tri
tinh trang tac nghén ludng khi & bénh nhan BPTNMT va chi dinh dé& gidm sé dot cap trén bénh
nhan c6 tién st nhiéu dot cAp. M&c du c6 sw khac nhau vé chi dinh, nhwng déu c6 mét diém chung,
do 1a chi dinh cho bénh nhan khoéng dat dwoc mirc kiém soat bénh béi dung cu hit hién tai dang
dung.

2.1. Bang ching nghién cteu cha liéu phap bd ba ICS/LABA/LAMA trong diéu tri bénh nhan
BPTNMT

M6t sb nghién ctru |am sang bd ba déng trong diéu tri BPTNMT: B6 ba dau tién dwoc nghién ctru
la Beclometasone dipropionate/formoterol fumarate/glycopyrronium bromide (BDP/FF/G;
TRIMBOW®, Chiesi Farmaceutici SpA), th¢r hai la fluticasone furoate/vilanterol/umeclidinium
(FLF/VI/UMEC; TRELEGY ELLIPTA®, GlaxoSmithKline). BDP/FF/G duwoc thiét ké dwai dang binh
xit dinh liéu &p suét v&i cac hat kich thwéc siéu min <2 pm, cung cap néng dd thubc twong tng
87/5/9 pg, véi liéu st dung 1a 2 nhét hit/lan, 2 1an mdi ngay. FLF/VI/UMEC dwoc thiét ké trong binh
hit bot khé da liéu (MDDPI - Multidose dry-powder inhaler), cung cép liéu twong rng 92/22/55 g,
duwoc khuyén cao mét lan hit/ngay.

Chuwong trinh nghién ctru pha Ill ctia bé ba BDP/FF/G gébm 3 nghién ctru kéo dai 12 thang trén tbng
sb6 2529 bénh nhan BPTNMT c6 rbi loan théng khi tdc ngh&n méc dd nang dén rat nang (FEV1
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<50%), c6 mirc dd anh hwdng cao dén sinh hoat véi diém CAT 210 va tién s = dot cap trong 12
thang trwéc. Ca ba nghién ciru dé loai ra nhirtng bé&nh nhan da dwoc diéu tri bd ba truéc d6. Cac
két qua chinh dwoc mo ta tom tat trong bang 2. Nhin chung, cac nghién ctru da chirng minh sy cai
thién cac chi s6 FEV1, tinh trang sirc khoé théng qua bd cau hdi hd hap ctia St George - SGRQ),
gidm ty |é dot cAp vira/nang so v&i liéu phap bo déi ICS/LABA, LABA/LAMA va LAMA don tri. Trong
nghién cru TRINITY, bé ba BDP/FF/G c6 hiéu qua cao hon so v&i Tiotropium don tri va twong
duwong bd ba mé& BDP/FF két hop Tiotropium vé FEV1 va ty I& dot cdp hang nam vira/ndng [4].
Trong nghién ctru TRILOGY, BDP/FF/G kéo dai thei gian dan dén tinh trang suy gidm quan trong
vé |am sang dau tién (CID - Clinical Important Deterioration) so v&i BDP/FF [5]. Cac CID dwoc xac
dinh néu c6 bét ki sw thay ddi nao dwdi day: gidm =100 ml FEV1 so véi gia tri ban dau, gidm =4
diém SGRQ so v&i gia tri ban dau, gidm =1 don vi danh gia mirc do kho thé, xay ra dot kich phat
merc d vira/ndng hodc t& vong [6]. K&t qua nay ciing twong tw trong TRINITY: BDP/FF/G lam
cham CID so v&i Tiotropium va gidm dot cap vira/ndng. Trong nghién ciru TRIBUTE, ngoai viéc
kéo dai thoi gian dan dén CID thi BDP/FF/G da chirng minh ty 1& loi loi ich/nguy co so v&i thude
gidn phé quan kép IND/GLY, d&c biét cé sy gidm ty & dot cp vira/ndng, ty 1& viéem phdi twong
dwong nhau [7].

Nghién ctru FLF/VI/UMEC: 2 nghién ctru chinh cia bd ba déng FLF/VI/UMEC la nghién ctru FULFIL
va IMPACT trén 5062 bé&nh nhan BPTNMT c6 diém CAT =10; trong nghién ciru FULFIL: FEV1
<50% hoac FEV1 250% dén <80% va c6 =2 dot cap vira hoac 21 dot cap nang trong ndm qua, can
dwoc diéu tri duy tri trong it nhat 3 thang trwéc khi sang loc; trong nghién ctru IMPACT: FEV1 <50%
va =1 dot cip vira/nang trong nam qua hodc FEV1 250% dén <80% va =2 dot cap vira hoac =1
dot cdp ndng trong ndm qua. Tém tat thdng tin 2 nghién ciru trén dworc trinh bay trong bang 3. Két
qua nghién ctru cho thay sw vwot trdi ctia bd ba thudc vé FEV1 va tinh trang strc khoé chung, gidm
ty 1& dot cap so véi BUD/FF [8], [9], [10].

2.2. Viém phéi trong diéu tri ICS/LABA/LAMA cho bénh nhan BPTNMT

Van dé dwoc dat ra 1a tac dung khdng mong muén cta thanh phan ICS trong phac dd bd ba bdi
nhirng ghi nhan trwéc do trong liéu phap bd doéi ICS/LABA vé viéc gia tang ty & viém phdi, nhw
trong nghién ctu FLAME: ty 1& viém phdi cao hon (4,8%) & nhém diéu tri 1 ndm bang FLP/SAL so
véi IND/GLY (p=0,02) [11]. Trong nghién ciru TRILOGY, nguy co viém phdi 1a twong dwong nhau
& ca hai nhom (3%) BDP/FF/G va BDP/FF - déu chira ICS. Trong nghién ciru TRINITY, ty 1& viém
phéi lan lwot 12 3%, 2% va 2% dbi véi BDP/FF/G, Tiotropium va BDP/FF + Tiotropium. Ty 1& nay
déu la 4% trong nghién ctu TRIBUTE gitva nhém BDP/FF/G va nhém IND/GLY.
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Bang 2. Tém tat cac nghién ctu TRILOGY, TRINITY va TRIBUTE

Treatment groups®

TRILOGY TRINITY TRIBUTE

BDP/FFIG BDP/FF BDP/FF/G | Tiotropium | BDP/FF+ | BDP/FF/G | IND/GLY

(N=687) (N=680) (N=1,077) | (N=1,074) | tiotropium | (N=764) | (N=768)
(N=538)

Run-in period

2 weeks; BDP/FF

2 weeks; tiotropium

2 weeks; IND/GLY

Study duration

12 months

12 months

12 months

Baseline characteristics

All patients had:
e FEV <50%

® =| moderate or severe exacerbation in the previous 12 months

e CAT total score =10

e and were using ICS/LABA, ICS/LAMA, LAMA/LABA, or LAMA (but not triple therapy) for =2 months
before screening
TRILOGY also required Baseline Dyspnea Index focal score =10

FEV, % predicted, mean (SD) | 36.9 (8.4) 36.2 (8.6) 36.6 (83) | 36.6(8.1) 36.7 (8.3) 36.4 (80) | 364 (8.1)
30% to <50% 77% 77% 79% 79% 79% 80% 79%
<30% 23% 23% 21% 21% 21% 20% 21%

Exacerbation history, rate (range) | 1.2 (1-5) 12 (1-6) 13(1-11) | 13 (1-5) 1.2 (1-7) 1.2 (1-6) 1.2 (1-4)

CAT, mean (SD) 20.8 (5.9) 20.8 (5.7) 215 (58) | 21.6(5.8) 21.7 (6.0) Not stated (inclusion

criteria: =0 at screening)

Results

Exacerbation rate (adjusted annualized)

Moderate/severe 041 | 0.53 0.46 | 0.57 | 0.45 0.50 | 0.59
Rate ratio (95% CI) 0.77 (0.65-0.92); P=0.005 BDP/FF/G vs tiotropium: 0.80 (0.69—0.92); 0.848 (0.723-0.995);
P=0.0025" P=0.043
BDP/FF/G vs BDP/FF + tiotropium:
1.01 (0.85—1.21); P=0.89
Severe (hospitalizations) 0.12 (unadjusted) | 0.14 (unadjusted) | 0.07 [o.10 | 0.06 0.07 | 0.09
Rate ratio (95% CI) Not stated BDP/FF/G vs tiotropium: 0.68 (0.50-0.94); 0.787 (0.551—1.125);
P=0.0174 P=0.189
BDP/FF/G vs BDP/FF + tiotropium:
.18 (0.77—1.80); P=0.45

Predose FEVI change from baseline, L

Week 26 0.082 [ 0.001 Not stated | Notstated | Notstated | Not stated | Not stated

Mean difference (95% Cl)

0.081 (0.052-0.109); P<<0.001°

BDP/FF/G vs tiotropium: P<<0.001|
BDP/FF/G vs BDP/FF + tiotropium: P=NS

0.020; P=NS

Week 52 0.071 | 0.008 0.082 | 0.021 | 0.085 Not stated | Not stated
Mean difference (95% ClI) 0.063 (0.032-0.094); P<<0.001 BDP/FF/G vs tiotropium: 0.019; P=NS
0.061 (0.037-0.086); P<<0.0001
BDP/FF/G vs BDP/FF + tiotropium: —0.003
(—0.033 to 0.027); P=0.85
SGRQ total score change Not stated Not stated Not stated | Not stated Not stated Not stated | Not stated
from baseline at Week 52
Mean difference (95% Cl) —1.69 (-3.20 to —0.17); P=0.029 BDP/FF/G vs tiotropium: P<<0.05 —1.64; P<<0.01
BDP/FF/G vs BDP/FF + tiotropium: P<<0.05
(BDP/FF + tiotropium superior to BDP/FF/G)
Patients with pneumonia 23(3) 18 (3) 28 (3) 19 (2) 12 (2) 28 (4) 27 (4)
adverse event, n (%)
All-cause mortality 2.2% 2.4% 1.9% 2.7% 1.5% 2.1% 2.7%
Hazard ratio (95% CI) Pooled data

0.71 (0.50-1.02); P=0.066

BDP/FF/G, BDP/FF and BDP/FF + tiotropium (N=3,745) vs tiotropium and IND/GLY (N=1,844):

BDP/FF/G (N=2,528) vs tiotropium and IND/GLY (N=1,844): 0.72 (0.49—1.06); P=0.096
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Bang 3. Tom tét cac nghién cu FULFIL va IMPACT

Treatment groups® FULFIL IMPACT
FLF/VI/UMEC BUD/FF FLF/VI/UMEC | FLF/VI UMEC/VI
(N=211) (N=899) (N=4,151) (N=4,134) (N=2,070)
Run-in period 2 weeks; medication unchanged from screening 2 weeks; medication unchanged from screening
Study duration 24 weeks, with extension to 52 weeks (N=210 and 52 weeks

220 for FLF/UMEC/VI and BUD/FF, respectively)

Baseline characteristics

All patients had CAT =10 and:
|. FEV, <50%, or
2. FEV, =50% to <80%, and =2 moderate
exacerbations or =| severe exacerbation
in the past year
(Patients were required to be taking daily COPD
maintenance therapy for at least 3 months
prior to screening)

All patients had CAT =10 and:
I. FEV, <50% and =| moderate or severe
exacerbation in the past year, or
2. FEV, =50% to <80% and =2 moderate
exacerbations or = | severe exacerbation
in the past year
(LABA, LAMA or ICS permitted as prior medication,
alone or in any combination)

FEV, % predicted, mean (SD) 45.5 (12.97) 45.1 (13.64) 45.7 (15.0) 45.5 (14.8) 454 (14.7)
=80% Not stated Not stated <1% <1% <I%
50% to <<80% Not stated Not stated 37% 35% 35%
30% to <<50% Not stated Not stated 47% 49% 49%
<30% Not stated Not stated 16% 15% 15%
Exacerbation history, rate Mot stated Mot stated Mot stated Mot stated Mot stated
(range)
CAT, mean (SD) Not stated Not stated 20.1 (6.1) 20.1 (6.1) 202 (6.2)
Results
Exacerbation rate (adjusted annualized)
Moderate/severe 0.22 | 0.34 091 1.07 1.21

Rate ratio (95% Cl)

0.65 (0.49-0.86); P=0.002°

FLF/UMEC/VI vs FLF/VI: 0.85 (0.80-0.90); P<<0.001
FLF/UMEC/VI vs UMEC/VI: 0.75 (0.70-0.81); P<0.001<

Severe (hospitalizations)

1% (over 24 weeks) | 2% (over 24 weeks)

0.13 0.15 | 0.19

Rate ratio (95% Cl) Not stated FLF/UMEC/VI vs FLF/VI: 0.87 (0.76-1.01); P=0.06
FLF/UMEC/VI vs UMEC/VI: 0.66 (0.56-0.78); P<<0.001
Predose FEV| change from baseline (L)
Week 24 0.142 | -0.029 Notsated | Notsated | Not stated
Mean difference (95% Cl) 0.171 (0.148-0.194); P<0.001* Not stated
Week 52 0.126 | -0.053 0.094 | -0.003 | 0.040

Mean difference (95% ClI)

0.179 (0.131-0.226); P<<0.001

FLF/UMEC/VI vs FLF/VI: 0.097 (0.085-0.109); P<<0.001
FLFFUMEC/VI vs UMEC/VI: 0.054 (0.039-0.069); P<<0.001

SGRQ total score change from baseline

Week 24 6.6 | 43 Not stated | Not stated | Not stated
Mean difference (95% ClI) -2.2 (3.5 to —1.0); P<<0.001¢ Not stated
Weelk 52 46 [-19 55 |37 |37

Mean difference (95% Cl)

2.7 (5.5 to 0.2); P=0.065

FLF/UMEC/VI vs FLF/VI: —1.8 (<2.4 to —1.1); P<0.001
FLF/UMEC/VI vs UMEC/VI: —1.8 (2.6 to —1.0); P<<0.001

Patients with pneumonia adverse

event of special interest, n (%)

20 (2.2) (over 24 weeks) 7 (0.8) (over 24 weeks)

317 (8) 292 (7) 97 (5)

Hazard ratio (95% CI)

Not stated

FLF/UMEC/VI vs FLF/VI: 1.02 (0.87—1.19); P=0.85
FLF/UMEC/VI vs UMEC/VI: 1.53 (1.22-1.92); P<<0.001

All-cause mortality

Six on-treatment deaths in each arm; annualized data
not reported

1.20% 1.19% 1.88%

Hazard ratio (95% CI)

Not stated

FLF/UMEC/VI vs FLF/VI: 0.945 (0.637-1.402); P=0.780
FLF/UMEC/V1 vs UMEC/VI: 0.579 (0.381-0.881); P=0.011
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Nguy co’ viém phéi ghi nhan trong nghién ciru FULFIL cGa nhém diéu tri FLF/UMEC/VI cao hon so
v&i nhém diéu tri BUD/FF, lan lwot la 2,2% va 0,8%. Trong IMPACT, bénh nhan dwoc diéu tri
FLF/UMEC/VI c6 ty 1& méc viém phdi 8% cao hon so v&i nhém diéu tri UMEC/VI (5%, p<0,001),
twong dwong nhom diéu tri FLF/VI (7%, p=0,85).

Nguorc lai véi nhirng ghi nhan dé, nghién ciru WISDOM cho thdy khong co sy gia tang ty Ié viem
phdi & nhém duy tri ICS (Tiotropium + FLP/SAL) so v&i nhém “cai” ICS (Tiotropium + SAL) véi ty 1&
lan lwot 1a 5,8% va 5,5 % [12]. Twong tw trong nghién ctu SUNSET: ty & viém phdi lan lwot &
1,7% & nhom duy tri Tiotropium + FLP/SAL so v&i 1,1% & nhém “cai” ICS (IND/GLY) [13].

Chuwa c6 nhivng két qua ghi nhan vé nguy co mac cac bénh nhiém tring khac ngoai viém phdi trén
cac bénh nhan BPTNMT c6 diéu trj ICS.

Nhirng két qua trén goi y rang cac dac diém vé hoat chat dwoc ly, kich thuwéc hat, liéu lwong cha
ICS c6 thé la yéu td anh huéng téi bién cd viem phdi trén nhém bénh nhan BPTNMT dwoc diéu tri
liéu phap c6 chra ICS. Tuy vay day van la van dé can dwoc nghién clru thém dé cé nhirng bang
chivng rd rang hon. Do d6, trong thwe hanh 1am sang, thay thuéc can can nhéc cu thé, chi tiét vé
chi dinh ICS, can nhac “liéu phap xubng thang” ICS néu bénh nhan c6 nhirng bién cb rd vé tac dung
khéng mong muédn hodc cé viém phdi, nguwoc lai can duy tri néu danh gia viéc ngirng/cét ICS co
thé gia tang tién trién dot cip. Cac lwu dé vé suw chuyén tiép diéu tri dwoc cu thé hoa trong khuyén
cao cua GOLD.

3. KET LUAN

Liéu phap bd ba ICS/LABA/LAMA dac biét bd ba déng cé thé coi la liéu phap dwoc Iy manh mé
nhat hién nay, dwoc chirng minh tinh hiéu qué trong cai thién chirc nang hé hap, tinh trang stc
khoé chung, nguy co dot cap, can thiét trong diéu tri bénh phdi tdc ngh&n man tinh. Trong thuc
hanh |am sang, thay thuéc can can nhac chi dinh cho dbi twong bénh nhan phu hop, dé tdi wu hoa
dwoc tAc dung hiép ddng dong thdi gidm thiéu téi da nguy co tac dung khéng mong mudn cla
thuéc, nham dat dwoc muc tiéu diéu tri kiém soat triéu chirng, dw phong bién chirng, nang cao chat
lwong cudc séng bénh nhan BPTNMT.

Dia chi tac gia lién hé: khanhnhul06@gmail.com

Ngay nhan: 22/10/2025

Ngay chap nhan: 14/11/2025

Phan bién: PGS.TS.BS. Ta B4 Thang, PGS.TS.BS. binh Ngoc S§
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