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TONG QUAN HE THONG VE HIEU LU'C, HIEU QUA, AN TOAN VA CHI PHI
- HIEU QUA CUA BUDESONIDE/GLYCOPYRROLATE/FORMOTEROL
FUMARATE TRONG PIEU TRI BENH PHOI TAC NGHEN MAN TiNH

Tran Thi~H6ng N guyép , Nguyép Pham Mai Chi!, Lé Chéu Minh Thu!,
Nguyén Thi Hai Yén', Nguyén Thi Quynh Nga!, Nguyén Quoc Hoa!

TOM TAT

Pat van dé: Phéi hgp ba thudc
budeson|de/gchopyrrolate/formoterol fumarate (BGF)
co tiém nang gidp tang tuan tha va hiéu qua diéu tri
cho ngudi bénh ph0| tac nghen man tinh (COPD). Muc
tiéu: Nghlen clru tdng quan hé thong vé hiéu Iuc,
hiéu qua, an toan, chi phi — hiéu qua cua budesonlde/
gchopyrrolate/formoterol fumarate trong diéu tri
COPD dé cung cdp cac bang chirng cho cac cd quan
quan ly va cac nha hoach dinh trong viéc lua chon
thudc. Phuaong phap nghlen clru: Tong quan hé
thong thuc hién theo erdng dan thuc hién téng quan
hé thong clia PRISMA trén Pubmed va Embase. K&t
qua nghién ciru: Trong 16 nghlen cfu théa man tiéu
chi lua chon dudc dua vao téng quan, 12/16 c6 thiét
k& 1a RCT (hai RCT 16n la ETHOS va KRONOS). Két
qua cho thay BGF trong d6 liéu budesonide 160-pg va
320-ug deu cai thién chic nang phdi, cac triéu cerng
va dot cdp COPD, bat ké tién sit dot cap COPD. H6 so
an toan cua BGF nhin chung tuong dudng véi cac
nhom so sanh. Phdi hgp BGF cling cho thay dat chi phl’
hiéu qua so vdi phoi hop hai thu6c LAMA/LABA va
ICS/LABA K&t luan: S dung phdi hgp ba BGF co
hiéu qua, dung nap t6t, dat chi phi-hiéu qua va cé thé
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la phugng phap diéu tri thich hgp han so vdi liéu phap
kép tuong Ung va co tiém nang so vai phdi hgp ba
thudc danh cho ngudi bénh COPD tir trung binh dén
rat nang.

Ta' khoa: budesonide/glycopyrrolate/formoterol
fumarate, bénh phdi tic nghen man tinh

SUMMARY
EFFICACY, EFFECTIVENESS, SAFETY AND
COST-EFFECTIVENESS OF BUDESONIDE/
GLYCOPYRROLATE/ FORMOTEROL
FUMARATE IN THE TREATMENT OF
CHRONIC OBSTRUCTIVE PULMONARY
DISEASE: A SYSTEMATIC REVIEW
Background: The triple inhaled therapy
budesonide/glycopyrrolate/formoterol fumarate (BGF)
has the potential to increase adherence and efficacy in
patients with chronic obstructive pulmonary disease
(COPD). Objective: To systematically review the
efficacy, effectiveness, safety, and cost-effectiveness
of BGF in the treatment of COPD. Methods: The
systematic review was conducted according to the
guidance of PRISMA guidelines using 2 databases
(Pubmed and Embase). Results: Of 16 included
studies, 12/16 were RCTs (two large RCTs were
ETHOS and KRONOS). BGF wherein budesonide dose
of 160-ug and 320-ug improved lung function,
symptoms and COPD exacerbation rate, regardless of
history of COPD exacerbations. The safety profile of
BGF was generally comparable to that of the
comparison groups. BGF was cost-effective compared
to other dual therapies such as LAMA/LABA or
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ICS/LABA. Conclusions: BGF was efficacious, well
tolerated, cost-effective and could be a more
appropriate treatment than the corresponding dual
therapies and have potential compared to triple
therapies for symptomatic patients with moderate to
very severe COPD.

Keywords: budesonide/glycopyrrolate/formoterol
fumarate, chronic obstructive pulmonary disease.

I. DAT VAN DE

Bénh phdi tic nghén man tinh (COPD) dudgc
ddc trung bdi cac triéu chirng hd hdp dai ddng va
gidi han ludng khi tién trién, khong hdi phuc lién
qguan dén tinh trang viém man tinh cia dudng
thd [1]. Theo bdo cdo cla Td chiic Y t& Thé gidi
(WHO), COPD la nguyén nhan gay tr vong ding
hang th(r ba trén thé gidi [2]. COPD c6 thé dugc
diéu tri kiém soat triéu chiing théng qua cac
thubc dang khi dung, bao gom cac thu6c khang
viém corticosteroid dang hit (ICS) va thu6c dan
ph& quan nhu thudc chi van thu thé B2 tac dung
kéo dai (LABA) va thuSc ddi khang thu thé
muscarinic tac dung kéo dai (LAMA) [1]. Sang
ki€n Toan cau vé& Bénh phdi tdc ngh&n man tinh
(GOLD) khuyén cao liéu phap phdi hgp ba thudc
gom ICS, LABA va LAMA cho nhirng trudng hgp
bi dgt cdp thudng xuyén hodc sb lugng bach cau
ai toan trong mau > 300 té€ bao/mcL [1]. PhGi
hop ba thudc dudng nhu cho thay Igi ich bang
viéc giam ty |é dot cap COPD trung binh hoac
nang, cai thién chirc ndng phéi va chat lugng
cudc song tot han so vdi phoi hgp hai thudec hodc
don tri liéu & bénh nhan COPD tién trién [3,4].

Hién nay tai Viét Nam chua c6 nghién clu
tdng quan danh gia day da vé hiéu qua, an toan
cting nhu chi phi trong viéc sir dung phoi hgp ba
thudc kiém soét tinh trang COPD. Nghién clu
tdng quan hé thdng dudc thuc hién nhdm danh
gia hiéu luc, hiéu qua, an toan, va chi phi hiéu
qua cua phdi hgp ba thudc ICS, LABA va LAMA
(budesonide/glycopyrrolate/formoterol fumarate
- BGF) trong diéu tri COPD.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

Thiét k& nghién ciru: Tong quan hé thdng
thuc hién theo hudng dan thuc hién cla PRISMA
2022.

Cd sG dir liéu va chién lugc tim kiém:
Nghién clfu thuc hién tim ki€m trén 2 cd s& dir
liéu PUBMED va EMBASE, ngay tim ki€ém cap
nhat dén 15/04/2023. Trong do can thiép la phoi
hgp ba thudc BGF.

Thiét k€ nghién clru: nghién cttu RCT va
non-RCT, nghién cu doan hé (ti€n cru, hoi clu)
trong danh gia hiéu luc, hiéu qua va an toan cua
thudc; nghién clru danh gia kinh t€ dugc.

Thuat toan tim kiém két hgp cac tir khoa
chinh cling cac tir dong nghia vé COPD va BGF.

Lua chon nghién ciru:

Tiéu chuan lua chon:

- Nghién clru so sanh hiéu luc, hiéu qua, an
toan, chi phi — hiéu qua cia BGF trong diéu tri
COPD trén bénh nhan COPD tlr 18 tudi trg Ién.

- Thiét ké nghién cru la RCT, non-RCT, doan
hé (ti€én clru, hoi ciu), phan tich chi phi — hiéu qua.

- Bugc xudt ban bang ti€éng Anh

Tiéu chudn loai trur:

- Cac ban ghi khong |1y dugdc ban toan van

- Cac cong bo khong phai la nghién clru goc

- Cac nghién clru trung lap

Viéc lua chon nghién clfu phu hgp dugc ti€én
hanh theo 2 budc:

Budc 1: 2 nghién cltu vién doc 1ap sé tién hanh
ra soat tiéu dé, tdm tat cta cac ban ghi tim duoc.

BuGc 2: Sau khi cac ban ghi véi tiéu dé, tom tat
phu hgp da dugc lua chon, ban toan van cla ching
sé dugc ra soat doc lap bdi 2 nghién clru vién.

Két qua qua trinh ra soat & ca hai budc dugc
so sanh, bat ki su khac biét nao sé dugc giai
quyét bang viéc thao luan va tham van nghién
clfu vién thdr 3 néu can. Két qua tim kiém va lua
chon nghién cltu dugc tdm tit trong bi€u do
PRISMA.

Il. KET QUA NGHIEN cUU

3.1. Két qua tim kiém. Nghién cliu ghi
nhan 232 két qua, sau khi loai bd 47 bai tring
lap, 185 bai bdo dudc sang loc tiéu dé, tom tat.
128 bai dugc loai bd, con lai 57 bai dudc ti€p tuc
ra soat ban toan van. Sau qua trinh sang loc, 16
bai bdo phl hgp véi céc tiéu chuan lua chon, loai
trlr dugc dua vao téng quan (Hinh 1).

Nghién ciru tim trong co' s& dir liéu Pubmed va Embase
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Hinh 1. So' d6 PRISMA lua chon nghién ciru
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3.2. Pac diém co ban cua cac nghién
clru dua vao téng quan. Trong 16 nghién cltu
tim ki€m dugc tIr y van thi 13 nghién cru la vé
hiéu luc, hiéu qua, an toan cua thudc, trong do
€6 12/13 bai RCT; ¢ 3 nghién cltu phan tich chi
phi hiéu qua cia BGF trong diéu tri COPD (Hinh

Bang 1. Tom tat dic diém nghién ciu hiéu luc, hiéu qua, an toan va chi phi-hiéu qua

2). C6 8 ba

i bao thudc nghién clru ETHOS xuat

ban tor nam 2020 dén 2022, 6 bai bao thudc

nghién ctiu

KRONOS xuat ban tr nam 2018 dén

2022, va hai nghién clu riéng & cla van den
Berge va cs.(2021) [5] va Ohtsuka va cs. (2023) [6].

cla thuéc
Tén tac| Quadc Thiét . . Nh6ém can
- . ké |Quan thé nghién .~ -~ | Panh gia hiéu luc, hiéu qua, an
STT| gia |gia/Khu nahién ciru thiép va toan
(nam) | vuc %a,u so sanh
Nghién ciru ETHOS
Crane Tiéu chi chinh: Ty |é dgt cap COPD
1 | (2020) trung binh hodc ndng hang nam
[10] Tiéu chi phu: Thdi gian dén dgt cap
COPD dau tién, muc st dung trung
binh hang ngay cac thu6c cap clitu
trong hon 24 tuan, ty 1é cac dot cap
COPD nang hang nam, thdi gian dén
Rabe khi t&r vong do moi nguyén nhan, va
2 | (2020) chat lugng cudc séng lién quan dén
[11] Ngugi bénh COPD suc khoe i
tUr trung binh dén DPanh gia an toan bao gém kiém
Nghién rat nang Eé it nhat traﬂthé ghé’t,, dau Ijiéu sinh t\(“)n, di‘én
U 1 dot cap trong tam do, xet nghiem lam sang va
E'(IEHOS nam qua (N=8509) theo doi cac tac dung phu.
Martinez thuc BGF 320 Thai aian d&n khi to .
' gian dén khi t&r vong (do moi
3 | (2021) hién trén BID nguyén nhan)
[12] |56 uge |RCT pha (320/18/9,6 guy
gia III mu mg); MOi Iign hé giira hiéu qua diéu tri va
Bafadhel doi, thar BGF 160 s0 lugng EOS (<~10(\), =100, .
4 | (2022) nghiém BID 2100—-<300, 2300 t&€ bao/mm3) doi
[13] nhom (160/18/9,6| VvGi cac dgt cap COPD, triéu ching,
song mg); |chat lugng sdng lién quan dén bénh,
song GFF 18/9,6 chirc ndng phéi va an toan
Quan thé ngudi mg;
bénh nghién clru BFF
Singh ETHOS c6 sur dung|320/9,6 mg
5| (2022) (N=6810) va khong Tuong tu nghién ctu ETHOS
[14] st dung corticoid
trudc can thiép
(N=1699)
Nghién Quan thé nguoi o . v
Rabe |cifu phu bénh nghién cttu tTer]gy I?I‘?I dF‘EV1 tf]ax,so \vdlbmgc nen
6 | (2021) |ETHOS- ETHOS tham gia FrEv1c d.A' ung thuoc vao buol sang,
. o, ién tich dudi dudng cong tu' 0
[15] |PFT (26 vao nghién cuu phu dén 4 gits (AUCO—4) & tuan 24
quécgia) PFT (N=3088) 9
De Nigris| Vuang Ngugi bénh COPD
7 | (2022) | Quoc tur trung binh dén Chi phi, s6 dgt cap, QALY, LY, ICUR
[16] Anh rat nang co it nhat
Trigueros| Tay Ban 1 dgt cap trong . n
8 Q02)[17] Nha n&m qua (N=8509) Chi phi, s6 dot cap, QALY, LY, ICER
Nghién ciru KRONOS
9 |Ferguson| Nghién [RCT pha| NguGi bénh COPD |  BGF | FEV1 dién tich dugi dudng cong tur
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(2018) cu | III, mu| 40-80 tudi, dang |320/18/9,6|0—4 h (AUC0—4) ddi vGi BGF MDI so
[18] |KRONOS|ddi, thir| hodc da tifng hdt | ug MDI, | vdi BFF MDI va BGF MDI so véi
thuc | nghiém | thudc (co tién sir |GFF 18/9,6| BUD/FORM DPI trong 24 tuan;
hién trén| nhom |hat thude >10 géi-| pg MDI, | Thay ddi FEV1 day so véi mUc nén
4 qubc | song | nam), mac du da BFF trude khi dung thudc vao budi sang
gia |song, daldugc diéu tri duy tri|320/9,6 ug| ddéi véi BGF MDI so vGi GFF MDI
trung bdng hai hodc | MDI, hodc | Su' khdng thua kém cua BFF MDI so
tdm | nhiéu hon hai lan |BUD/FORM| v&i BUD/FORM DPI trong 24 tuan
trong it nhat 6 tuan| DPI nhan
trude khi sang loc | ma 400/12
cho nghién ctru Hg.
(N=1902)
Phan nhom quan Ty |é phan tram thay do6i so vdi mirc
Kerwin thé nghiénmctru némn cﬂa; mat do xuang (BMD) cQt
10| (2019) KRONOS tiep tuc song,that Iu’ngﬂ,) va Qiem danh gia
[19] diey tri bo sung 28 duc thuy ti,nh tDe dudi t;ao sau qp 111
tuan sau tuan 24 (P-score) G Tuan 52. Cac bién cd bat
(N=456) Igi cling dugc danh gia.
Phan nhém nghién
cttu KRONOS khdng
Martinez c6 (N=1411) hoac ]
11| (2021) c6 (N=485) it nhat Dot cap COPD va chiic néng phdi
[20] 1 dot cap COPD
trong 12 thang
trudc dé
Vi LA A Tinh an toan dugc danh gia sau 52
B’\égnug,:élzeggp'\lghgté tuan théng qua theo ddi bié'n_ Ac6 b§t Igi
Ichinose hoan thanh nghién (AE), dien tam do, xet nghiem lam
12| (2019) INhat Ban cltu KRONOS pha ng trong phong thi nghicm va do
[21] 111 24 tuan, va kéo au hieu sinh ton. Thay qOI‘FEVI dgy
dai thém 2’8 tUAN so vai mUc nen trudc kh]Adung tAhupc
(N=416) vao buoi sang sau 52 tuan, ty l€ cac
dat cdp COPD trung binh hodc nang
Ngugi bénh Trung Thay doi FEV1 day so véi mdc nén
Wang Trun Qudc mac COPD da truc khi dung thuéc vao bgc“ii sang
13| (2019) Qu6g hoan thanh nghién sau 52 tuan, chat lugng séng, an
[22] cfu KRONOS pha toan, ty Ié cac dgt cap COPD trung
[1I 24 tuan (N=416) binh hodc ndng
NguGi bénh COPD
Liu 40-80 Euc“fi, dang L B o
14| (2022) Trung hoég da tung hu)t Téng sb dgt cap (trung binh va
[23] Quoc thudc (6 tién su nang), chi phi, QALY, ICER
hut thuoc =210 goi-
nam)
Nghién ciru khac
RCT pha| Ngugi bénh 40-80 | BGF 320/
van den IIIb | tudi; dang/co tién | 18/9,6 pg | Mirc thay ddi siVaw, siRaw, FEV1 so
15 Berge |Ha Lan, ((NCTO038| st hut thudc > 10 | BID so vdi vGi trudc can thiép
(2021) Bi |36677),|nam; da dugc chan| GFF 18/
[8] mu doi,| doan xac dinhla | 9,6ug BID
chéo | COPD (N=28) | trong4tuén
Non- UV
Ohtsuka RCT Ngudi bénh COPD |100/62,5/2
16 | (2023) |Nhat Ban thict k& va co tién sir hit |5 mg so véi IC, %IC, FVC va %FEV1
[9] chéo | thudc(N=61) | BGF 160/
9,0/5,0 mg
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Ghi chd: RCT — Thir nghiém 1am sang ngau
nhién c6 doi chiring, BGF — PhGi hgp ba thudc
litu c6 dinh budesonide/ glycopyrronium/
formoterol, FUV - Ph6i hgp ba thudc liéu cd dinh
Fluticasone-furoate/umeclidinium/vilanterol, BFF
- budesonide/formoterol fumarate, SITTs — Li€u
phap hit mét [an, BID — Hai lan mét ngay, IC —
Dung tich khi hit vao, FEV1 - thé tich thd ra géng
stic trong 1 giay, GFF - glycopyrrolate/formoterol
fumarate, siVaw - Thé tich dudng thé dua trén
hinh anh, siRaw - Sc can dudng thd dua trén
hinh anh, RR — Rate ratio, KTC — Khoang tin cay,
HR — Hazard Ratio, PFT - xét nghiém chirc ndng
phéi, MDI - Ong hit dinh liéu, DPI - Ong hit b6t
kho, TEAE — Bién cd cd hai xuat hién trong diéu
tri, LABA - Thudc cudng beta2 tac dung kéo dai,
LAMA - Thu6c khang muscarinic tac dung kéo
dai, ICER — ti |é chi phi-hiéu qua tang thém, ICS
- Corticosteroid dang hit, ICUR — ti I€ chi phi-thda
dung tang thém, LSM - chénh léch trung binh
binh phugng nho nhat, LY — s6 nam séng, QALY
— s6 nam song dudc hiéu chinh chat lugng song.

3.3. Két qua vé hiéu luc, hiéu qua, an
toan cua thudc. Nghién clru ETHOS trén ngudi
bénh COPD tir trung binh dén rat nang cd it nhat
1 dgt cdp trong ndm truéc & 26 qudc gia
(N=8509); so sanh hiéu luc va an toan clia BGF
320 BID (320/18/9,6 mg); BGF 160 BID
(160/18/9,6 mg); GFF 18/9,6 mg; BFF 320/9,6
mg. Két qua cho thay s dung liéu phap ba
thu6c BGF BID (& liéu 160-ug hoac 320-ug) cho
ty 1é dgt cap COPD trung binh hodc nang thap
hon so véi ca hai liéu phap GFF va BFF [7,8].
Martinez va cs (2020) phan tich cho thdy nguy co
tr vong véi BGF 320 thdp hon dang k& so Vvdi
GFF. Dac biét, Igi ich cla BGF so véi GFF da
dugc quan sat & tat ca cac nhdm EQOS, dac biét
la & mirc =100 t€ bao/mms3. Ngoai ra, Igi ich doi
vGi dot cap COPD, triéu chitng, HRQoL va chirc
nang phdi clia BGF so vdi GFF da dudc quan sat,
b4t ké tinh trang si* dung ICS trong 30 ngay
trudc khi bat dau nghién clu. Lgi ich trén chirc
néng phdi véi ca hai liéu BGF ciing dudc duy tri
sau 52 tuan diéu tri.

Nghién cu KRONOS la nghién citu RCT pha
III, mu d6i, th nghiém nhém song song, da
trung tdm thuc hién trén 4 qudc gia la My,

Canada, Nhat Ban, va Trung Qudc so sanh hiéu
luc va an toan cua BGF 320/18/9,6 ug MDI, GFF
18/9,6 pg MDI, BFF 320/9 ,6 ug MDI, va
BUD/FORM DPI nhan md 400/12 ug. Két qua cho
thdy BGF MDI c6 hiéu qua, dung nap tot va co
thé la phuang phap diéu tri thich hdp hon so Vi
liéu phap kép tuong Ung danh cho ngugi bénh
COPD tUr trung binh dén rat nang, bat ké tién sir
dot cap [9]. Kerwin va cs (2019) phan tich nguy
¢ gap phan Ung cb hai lién quan dén mat va
Xuang clia ngudi bénh. Két qua cho thay ca hai
phuagng phap diéu tri c6 chra ICS déu khong
thua kém GFF MDI khi xem xét cac tiéu chi chinh
vé BMD va nhan khoa. O nhitng nguGi bénh cé
hodc khong co tién sir dgt cap trong 12 thang
trudc khi nghién ctru, BGF MDI lam gidm ty |é dgt
cap so vdi GFF MDI, cho thay hiéu luc cla thudc
guan sat dudc trong toan bd dan s6 khong phai
do phan nhém nho co tién sir dgt cap trudc do.
Hai nghién c(u phan tich dugi nhém cua nghién
cifu KRONOS trén dan s6 chau A. Ichinose va cs
(2019) danh gia ho sc an toan ctia BGF MDI trén
dan s6 Nhat Ban cho thady BGF MDI nhin chung cé
thé tuong duong vdi thuSc phSi hop kép
LABA/LAMA va ICS/LABA. Trén dan s6 Trung
Qudc, BGF MDI cai thién chiic ndng phdi, cac triéu
chiing va dgt cdp COPD so vdi liéu phap kép
ICS/LABA, tudng dong véi két qua trén quan thé
toan b6 dan s6 nghién cru KRONOS [10].

Nghién clitu RCT pha III ctia van den Berge
va cs (2021) xem xét muc thay déi siVaw (thé
tich dudng thd dua trén hinh anh), siRaw (sic
can dudng thd dua trén hinh anh) va FEV1 so
Vvdi trugc can thiép cho thdy liéu phap ba thudc
BGF dan dén tiéng thé tich dudng thd va giam
stiic can dudng thd nhiéu han so vdi liéu phap
kép vGi GFF. Cudi clung, nghién cru hoi cfu non-
RCT cua Ohtsuka va cs (2023) tai Nhat Ban so
sanh BGF vGi phGi hgp ba thuGc liéu cd dinh
Fluticasone-furoate/umeclidinium/vilanterol
(FUV). Két qua cho thdy ca hai liéu phap déu cai
thién dang ké IC, %IC, FVC va %FEV1; trong dé
FUV hiéu qua han & nhitng ngudi bénh cd triéu
chrng nghiém trong, BGF hiéu qua hon & nhirng
ngudi bénh cé triéu chiing nhe.

Toém tat két qua chinh cda 13 nghién clu
dugc trinh bay trong Hinh 3.

Bang 2. Tom tat két qua nghién cuu hiéu luc, hiéu qua, an toan cua thuéc

S ,g-:-ée?n;:::) Két qua nghién ciru Két luan
Nghién ciru ETHOS
1 Crane Ty € dot cap trung binh hodc ndng hang nam: SUr dung liéu phap ba thudc
(2020) |+ Thap han 6 nhém BGF 320 so v@i GFF [thap hon 24%:| BGF BID (G liéu 160-ug
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[10] |RR0,76; KTC 95%, 0,69-0,83; P<0,001]; HOAC BFF (thap| hoac 320-ug) co ty Ié dot
han 13%; RR 0,87; KTC 95%, 0,79-0,95; P=0,003). cap COPD trung binh hoac
+ Thap han & nhdm BGF 160 so vdi GFF (thdp hon 25%: | ndng thap hon so véi GFF
Rabe RR, 0,75; KTC 95%, 0,69-0,83; P<0,001); HOAC BFF va BFF.
(2020) (thdp hon 14%; RR, 0,86; KTC 95%, 0,79-0,95;
[11] P=0,002).
Ty Ié ngudi bénh gap it nhat mét tac dung phu dao dong
tUr 61,7 dén 64,5%.
Nguy cd ti vong véi BGF 320 thap hon déng ké so Vi
Martinez GFF (HR 0,51; khoéng t!n cay 95%, 0,33-0,80; P chua . i
(2021) i ) ,dieuA ch|“nh, =A0,9035). ) BGF ;20 lam giam nguy cd
[12] Khéng c6 su khac biét veé ty I€ ti vong khi so sanh BGF tu vong so vai GFF.
320 v@i BFF (HR 0,72; khoang tin cdy 95%, 0,44-1,16; P
= 0,1721), tuy khong cd y nghia thong ké.
BGF 320 lam giam ty 1€ dgt cap trung binh/nang so vdi ;cg :jCSdCcuauE]EFszgc’\f/?g’tGg
GFF & cac phan nhém 2100, >100-<300 va 2300; sy | % S B8 28 € 20 K
khac biét diéu tri tdng 1&n véi s lugng EOS. cac nhom £U>, dac biet 1a
DU P RIS A muc =100 té bao /mm3
Bafadhel |BGF 320 da cai thién chifc nang phoi trén tat ca cac phan K&t qua nahién citu khu é’n
(2022) | nhém, diém chét lugng sdngs, diém TDI va trong tat ca qua hghien cuul khuy
A ; o nghi xem xét liéu phap ba
[13] _ trr phan nhom <100 so vGi GFF. thubc & nhiing ngudi bénh
Trong moi phan nhém EQS, ty 1€ cac bién c6 bat Igi xuat 6 tidn st dat &b VA <6
hién trong diéu tri (TEAEs) nhin chung tuong dudng gilra )t cap va,
cac phuang phap diéu tri lugng EOS 2100 te
: bao/mm3.
Ty |é dot cap COPD trung binh/ndng da giam lan luct la
24% va 23% & nhiing ngudi bénh cé va khong st dung Lgi ich doi véi dot cap
ICS trudc do, véi BGF 320 so véi GFF. COPD, triéu chirng, HRQoL
Singh  |BGF 320 ciing cho thdy su cai thién nhiéu hon vé diém s8 | va chirc ndng phdi clia BGF
(2022) |TDI, FEV1 ddy, so vGi GFF trong phan nhém cé dung ICS | so v8i GFF da dugc quan
[14] trude do. sat, bat ké ngudi bénh cé
Lgi ich clia BGF 320 so vdi GFF cling tuong tu’ & nhitng | str dung ICS trong 30 ngay
ngudi bénh cé va khong sir dung ICS trudc do trén cac trude do.
tiéu chi khac lién quan.
BGF 320 va BGF 160 cai thién dang k& FEV1 day trudc | BGF 320 va BGF 160 cai
duing liéu vao budi sdng & tuan 24 so véi GFF (p < thién dang k& FEV1 day so
Rabe 0,0035); va G tuan 52 so véi BGF 320/18/9,6 ug va  |vGi GFF va FEV1 AUC0—4 so
(2021) 160/18/9,6 g so vdi GFF (p < 0,0005 cho ca hai). vGi BFF & tuan 24. Ldi ich
[15] D6i v&i FEV1 AUC0—4 vao tuén 24, BGF 320 va 160 cho | chilic ndng phdi véi ca hai
thdy su cai thién dang ké so véi BFF (p < 0,0001). Su cdi [liéu BGF dudc duy tri sau 52
thién dugc duy tri 6 tuan 52 (p <0,0001). tuan diéu tri.
Nghién ctu KRONOS
Trong 24 tuan, BGF MDI d3 cai thién déng ké FEV1
AUCO0—4 so vGi BFF MDI (104 mL, KTC 95% 77-131;
p<0,0001) va BUD/FORM DPI (91 mL, 64 dén 117; p <0 |BGF MDI c6 hiéu qua, dung
,0001). nap t6t va ¢ thé la phuong
Ferguson BGF MDI cling cai thién dNéng ké FEV1 day trL‘I’é’C lieu so pha’p,di”éAu tri t,hl'ch,h(jp han
(2018) VGi gFF MDI (2,2 mL, 4 dén 39; p=0 \,0132) va BFF M‘DI S0 VGi \Iieu phap kep tudng
[18] khéng thua kém BUD/FORM DPI. Vao tuan 24, ngudi 'ng danh cho nguGi bénh

bénh trong nhdém BGF MDI ¢ FEV1 AUC0—4 dudgc cai
thién dang k€& so vdi ngudi bénh dung BFF MDI (116 mL,
95% CI 80 dén 152; p<0,0001). Cac tac dung phu xuat
hién trong diéu tri phd bién nhét la viém miii hong (7-9%)
va nhiém tring dudng hé hap trén (6-10%)

COPD tur trung binh dén rat
nang, bat ké tién sl dgt
cap.
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Ca hai phuong phap diéu tri
cd chira ICS déu khong thua
kém GFF MDI déi vdi cac
tiéu chi chinh vé BMD va
nhan khoa. Tat ca cac
phuang phap diéu tri déu
dudc dung nap tét ma
khong cé phat hién an toan
mdi hodc bat ngG nao.

O nhirng ngudi bénh co
hoac khong cé tién s dot
cap trong 12 thang trudc
khi nghién c(ru, BGF MDI
lam giam ty Ié dot cap so

vGi GFF MDI, cho thay hiéu
luc clia thudc quan sat dugc
trong toan bo dan s6 khdng
phai do phan nhém nhoé cé
tién sir dgt cap trudc do.

HO sc an toan clia BGF MDI
nhin chung tugng duong vdi
thudc phoi hgp kép
LABA/LAMA va ICS/LABA

BGF MDI cai thién chic
nang phéi, cc triéu chling
va dgt cap COPD so vdi liéu

phap kép ICS/LABA trén
ngudi bénh COPD & Trung

Quac.

Liéu phap ba thudc BGF dan
dén téng thé tich dudng tha
va giam s(c can dudng thé
nhiéu han so vdi li€u phap
kép véi GFF

Ca BGF MDI va BFF MDI déu khong thua kém GFF MDI
Kerwin | Khistrdung gia tri bién la —2% (BMD) va 0,5 dan vi (P-
erwin
8 | (2019) | 1y pa b SO e
[19] yle TI,EAI,Es nhin c ung,tu’dpg tg nhau g!kra cac nhom.
Khéng co tac dung phu tich Ily cua viéc diéu tri theo thai
gian.
BGF MDI giam ty |é dgt cap COPD so v&i GFF MDI trong
Martinez ca phénﬂnhénj co ddE cap t,rufc'jc, do (58%; p=0,0003) va
9 | (2021) khorAlg co c,jdt cap trchic do (,48%,; p=0,0001)v.
[20] Tiong“phap nthm co dgt cap trudc do, nguy ,cd gap dot
cap dau tién thap han & nhédm BGF MDI so vGi GFF MDI
(p=0,0022) va BFF MDI (p=0,0110).
Ty 1€ AE xuat hién trong diéu tri (TEAE) tuagng tu nhau
gitfa cac nhom diéu tri (82,6-82,9%).
Ichinose | Khong quan sat thdy xu hudng nao cé y nghia lam sang
10| (2019) | trong dién tam do, thong s6 phong thi nghiém hodc dau
[21] hiéu sinh ton theo thdi gian & bat ky nhdm diéu tri nao.
Két qua vé cac chi sb hiéu qua véi BGF MDI nhin chung
tuong tu véi nhirng két qua nghién KRONOS.
BGF MDI cai thién dang ké FEV1 day so v8i mdc nén so
Wang vGi BFF MDI ( chénhA IéchA LSM 68 mL; P = 0,0035) va
11| (2019) BUD/FORM DP{ (Ehenh Igch LSM 7§ mL; P = 0,0910)
[22] BGF MDI giam ty Ié dgt cap COPD vura/ndng so véi GFF
MDI (RR 0,41; P = 0,0030).
56,0% nguGi bénh bao cdo TEAE.
Nghién ciru khac
Tang siVaw so vGi muc trudc can thiép: BGF (72%) and
van den GFF (53%), p < 0.000_1’. BGF tang sivaw n,hi”éu hon GFF
12| Berge _S9%; p = 0.0061). Giam siRaw so vGi muc tru’gc can
(2021) [8] thlep’: BG!: (50°{o) and GFF (48%), p < 0.0001. Tang FEV1
so véi muc trude can thiép: BGF (346 mL [182, 509]; p =
0.0003), GFF (273 mL, [140, 405]; p = 0.0004)
Ohtsuka |1 (P = 0,006, r = 0,36), %IC (P = 0,008, r = 0,34), FVC
13| 2023) 9] (P = 0,038, r = 0,24) va %FEV1 (P = 0,005, r = 0,32) s0
V@i gia tri trudc can thiép

SITT cai thién dang ké IC,
%IC, FVC va %FEV1 FUV
hiéu qua haon & nhirng ngudi
bénh c6 triéu chirng nghiém
trong, BGF hiéu qua hon &
nhirng nguGi bénh cé triéu

chifng nhe

Ghi cha: RCT — Thir nghiém |am sang ngau
nhién c6 do6i ching, BGF — PhGi hgp ba thudc
lfu c6 dinh  budesonide/glycopyrronium/
formoterol, FUV - Phdi hgp ba thudc liéu c6 dinh
Fluticasone-furoate/umeclidinium/vilanterol, BFF
- budesonide/formoterol fumarate, SITTs — Li€u
phap hit mét [an, BID — Hai [an mét ngay, IC —
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Dung tich khi hit vao, FEV1 - thé tich thg ra gng
suc trong 1 gidy, GFF - glycopyrrolate/formoterol
fumarate, siVaw - Thé tich dudng thd dua trén
hinh anh, siRaw - Slc can dudng thd dua trén
hinh anh, RR — Rate ratio, KTC — Khoang tin cay,
HR — Hazard Ratio, PFT - xét nghiém chirc ndng
phGi, MDI - Ong hit dinh liéu, DPI - Ong hit b6t
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kho, TEAE — Bién cd cd hai xuat hién trong diéu
tri, LABA - Thudc cudng beta2 tac dung kéo dai,
LAMA - Thu6c khang muscarinic tac dung kéo
dai, ICS - Corticosteroid dang hit, LSM - chénh
Iéch trung binh binh phuagng nhd nhat

3.4. Két qua vé chi phi hiéu qua cua
thudc. C6 tdng cdng 3 nghién ctiu dénh gia chi-

phi hiéu qua va déu sir dung mo6 hinh Markov,
trong d6 2 nghién clu phan tich két qua tur thar
nghiém ETHOS [11,12] va 1 nghién clu tir thar
nghiém KRONOS [13]. Két qua cta 3 nghién ctu
cho thdy BGF dat chi phi hiéu qua han so vdi cac
can thiép so sanh. Tom tat két qua chinh cla 3
nghién clu dudc trinh bay trong Hinh 4.

Bang 3. Tom tat két qua nghién cuu chi phi hiéu qué cua thuéc

S g.il;?le?n?;) Két qua nghién ciru Két luan
Dir liéu hiéu qua tir nghién ciru ETHOS
M0 hinh Markov, Vuang Quéc Anh piislézgtrl:ﬁgc
Phan tich nén: A
+ Dot cip thap hon & nhom BGF (11,02) so véi GFF (13,48) va BFF| Do ‘:ﬂgﬁ:};ips'g
., (12,88). . ‘ Vi LAMA/LABA
+ QALY cao han 6 nhom BGF (6,53) so vai GFF (6,31) va BFF va ICS/LABA V6i
. (6,04). . ngudng chi tra tai
+ LY cao hon ¢ nhém BGF (8,91) so vGi GFF (8,64) va BFF (8,36). Vuana audc Anh
+ Chi phi cao hon & nhém BGF (£15.238,09) so véi GFF (ICUjo £20.000
De Nigris ;. (12.971,55) va BFF (14.172,23). ‘ mai QALY téng
1 (2022) [16] + ICUR moi QALY tang thengilBG(ilF. cao hon GFF £9901 va BFF th,ém).lYé’uAt6
+ Chi phi mi dot c&p tranh dugc: BGF cao hon GFF £924,00 va ;g;}”g‘hfa;hﬁﬁ?gu
BFF £574,06 1 Chi pRI-NIe
Phan tich d6 nhay xac suat: qlg:ranla i'g?ﬁ tqalrég
+ Ngung chi tra ICUR £20.000 mdi QALY téng thém: xac sudt dat| , ng o ’I’BG-F
chi phi hiéu qua 14 85,1% vdi BGF, 14,3% vdi GFF, 0,6% vdi BFF. | = dé‘?n o
+ Ngudng chi trd ICUR £30.000 moi QALY tang thém: xac suat dat hi va Qc?L khi 5o
chi phi hiéu qua la 93,3% véi BGF, 6,3% vGi GFF, 0,4% vdi BFF. pvéi LAMA/LABA
va ICS/LABA.
M6 hinh Markov, Tay Ban Nha; Phan tich nén:
+ Dgt cap thdp han d nhom BGF (12,80) so véi GFF (13,36) va BFF
(13,23). Két qua phan tich
+ QALY cao han & nhdm BGF (7,55) so v&i GFF (7,41) va BFF (7,32). | chi phi hiéu qua
+ LY cao hon & nhom BGF (10,32) so véi GFF (10,14) va BFF (10,06). | cho thdy diéu tri
+ Chi phi cao han 6 nhém BGF (€16.520,45) so véi GFF phdi hgp 3 thudc
, | Trigueros  (16.044,47) va BFF (15.489,48). BGF dat chi phi
(2022) [17]|+ Chi phi mOi QALY tdng thém: BGF cao han GFF €3461,19 va BFF| hiéu qua so VGi
i €4545,24 phdi hdp hai
+ Chi phi moi dgt cap tranh dudc: BGF cao han GFF €850,95 va thudc
BFF €2422,26 . (LAMA/LABA va
Phan tich d6 nhay xac suat: nguBng chi tra €25.000 moi QALY tang| ICS/LABA).
thém: xac sudt dat chi phi hiéu qua la 98,8% vdi BGF, 0,6% vGi
GFF, 0,6% vGi BFF.
Dt liéu hiéu qua tir nghién ciru KRONOS
M6 hinh Semi-Markov, Trung Quéc BGF cho thay chi
Phan tich nén (nhém chiing la ph6i hdp 2 thuéc LAMA/LABA): | phi-hiéu qua han
Liu (2022) + Dot cap trung binD théjp hdn~6 nhém BGF (4,01) so VGi nhém_ o) vc'ii_ ph(‘)lh(jp
3 [23] ching (8,42); Dgt cap nang tha,p hon & nhom BGF (0,87) so vGi hai thudc
nhom ching (2,04) LAMA/LABA trong
+ QALY cao han & nhom BGF (7,00) so vGi nhom chirng (6,20). diéu tri COPD
+ Chi phi cao han § nhém BGF (CN¥181.428,78) so vGi nhdm mrc do trung
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_ chiing (CN¥170.550,92).
+ Chi phi moi QALY tdng thém: BGF cao han nhém chirng
CN¥13,685.94 (US$1983,47)
Phan tich d6 nhay xac suat: ngudng chi tra CN¥72.447
(US$10.499,57) moi QALY tang thém: xac suat dat chi phi hiéu qua
la 98,8% vdi BGF.

binh dén ndng.

Ghi chi: BGF — PhGi hgp ba thudc liéu c6
dinh budesonide/glycopyrronium/formoterol, BFF
- budesonide/formoterol fumarate, GFF -
glycopyrrolate/formoterol fumarate, LABA -
Thu6c cudng beta2 tac dung kéo dai, LAMA -
Thu6c khang muscarinic tac dung kéo dai, ICER
— ti 1é& chi phi-hiéu qua tang thém, ICS -
Corticosteroid dang hit, ICUR — ti Ié chi phi-thoa
dung tang thém, QALY — s6 nam s6ng dudc hiéu
chinh chat lugng song.

IV. BAN LUAN

Nghién cltu téng quan hé théng tim kiém va
sang loc tai liéu trén 2 cd sé dir liéu PUBMED va
EMBASE, tim dugc téng cdng 16 nghién ctu béo
cao Ve hiéu luc, hiéu qua, an toan va chi phi hiéu
qua cua viéc dung phoi hgp ba thudc liéu co dinh
BGF trong diéu tri COPD. Trong dd, 14 nghién
clu bdo cdo két qua tir th&r nghiém lam sang
ETHOS va KRONOS, va 2 nghién clfu riéng lé
danh gia hiéu qua cua ph6i hgp BGF. DU dan s6
nghién cru hai thr nghiém lam sang ETHOS va
KRONOS c6 khac nhau, cac phan tich dudi nhém
tUr hai thr nghiém nay cling nhu hai nghién ciu
khac cho két qua tugng déng vé hiéu qua va tinh
an toan cla phoi hgp. Cac nghién clu nay déu
cho thdy hiéu qua cla BGF trong viéc cai thién
chirc ndng ho hap, cai thién HRQoL, giam ty |é
xuat hién dgt cdp va tr vong cho ngugi bénh
COPD, dong thdi dat chi phi-hiéu qua khi so sanh
ph6i hgp hai thudc khac. Nghién clru Ohtsuka va
¢s (2023) cling cho thay BGF hiéu qua han phai
hgp FUV & nhitng ngudi bénh co triéu chiing
nhe; tuy nhién, nghién cltu nay cé han ché do
thiét k€ vdi ¢@ mau nho va khong cé ngau nhién
hda cac nhém trude can thiép.

T6ng cdng 6/16 nghién clfu bdo cdo vé dir
liéu an toan cta phdi hgp ba thubéc BGF. Ty |é
cac bién c6 bat Igi cia nhém GBF nhin chung
tuogng dudng véi nhdm so sanh va khéng cé tich
IGy theo thdi gian. K&t qua nay ciing tuong dong
vGi nghién cltu téng quan da céng bd trudc day.
Cac tac dung khong mong mudn xuat hién trong
diéu trj phé bién nhét 13 viém miii hong (7-9%)
va nhiém tring dudng ho hap trén (6-10%).

Két qua tir ba phan tich chi phi hiéu qua tai
Vugng quéc Anh, Tay Ban Nha va Trung Qudc
cling cho thay viéc sir dung phoi hgp BGF dat chi
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phi-hiéu qua hon so vGi phdi hgp hai thudc
LAMA/LABA va ICS/LABA. Két qua dat chi phi
hiéu qua chi yéu nhd kha nang lam giam dot
cap COPD cua phdi hgp ba thudc BGF, qua dé cai
thién gia tri LY, QALY.

Bang viéc ti€p can hai co sa dir liéu 16n,
nghién clru da trich loc tat ca cac nghién cu lién
quan dén thdi diém hién tai vé& hiéu luc, hiéu
qua, an toan va chi phi hiéu qua cua phdi hgp
BGF trong diéu tri COPD. Cac bdng chiing vé chi
phi-hiéu qua cua ph6i hgp BGF tir 3 qudc gia
gom Vuong qudc Anh, Tay Ban Nha va Trung
Quéc cho thay tiém nang cla phdi hdp nay doi
vGi cac nudc cé ngudn luc cho y té€ con han ché
nhu Viét Nam. D€ danh gid ding tiém néng cla
phbi hgp BGF nham mang lai Igi ich t6t nhat cho
ngudi bénh ciling nhu hé thong y t€, can c6 thém
cac nghién clru trong tuong lai danh gia chi phi
hiéu qua clia BGF s dung dit liéu thuc tai Viét
Nam, nham lam rd hon vai tro cta phi hgp BGF
trong diéu tri COPD tai Viét Nam.

V. KET LUAN

Mac du dugc danh gia véi dan s6 khac nhau,
phdi hgp ba thu6c BGF c¢é vai tro cai thién chic
nang ho hap, giam ty I&é xuat hién dogt cap va tr
vong nhung khéng lam téng nguy cd cac bién cd
c6 hai & ngusi bénh COPD khi so sanh vdi cac
dang ph6i hgp khac. Phéi hgp ba thudc BGF ciing
dat chi phi-hiéu qua so vé&i ph6i hgp hai thudc
khac nhu LAMA/LABA va ICS/LABA. Can c6 thém
nghién clfu danh gid chi phi hiéu qua cua phoi
hop ba thudc BGF tai Viét Nam trong tugng lai.
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TANG TRIGLYCERID MAU NANG

TRONG THAI KY -

NHAN 1 TRUONG HOP

Nguyén Ngoc Phuong!, Nguyén Thi Hong Gam!, Nguyén Bao Giang!

TOM TAT

Tang trlglycerld mau nang trong thai ky la mot
benh ly hiém gap, thudng xuat hién tren thai phu co
rdi loan chuyén hda lipid tiém tang, gay ra nhiing bién
chiing nghlem trong cho me va thai. Diéu tri cg ban,
hiéu qua va an toan vdi tinh trang tang trlglycerld mau
nang khi mang thai béng ché& d6 an it m3 va Omega-
3. Loc mau la phudng phap c6 thé st dung trong thai
ky vGi trudng hgp tang triglycerid mau nang c6 bién
chiing hodc khong dap Ung vdi cac diéu tri khac.
Thudc ha m8 mau cd tac dung tét nhung cd chéng chi
dinh vai phu nr co thai. Chung téi ghi nhan mot
trufdng hgp tang triglycerid mau nang phat hién trong
khi mo 13y thai véi lugng Triglycerid mau 64,2 mmol/L.
Tré sd sinh binh thuGng, bénh nhan sau mo derc diéu
tri hiéu qua béng ché do dinh dudng, Omega-3 va
thubc ha m& mau fibrate.

T khoa: Tang m3 mau, mang thai.
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Severe hypertriglyceridemia in pregnancy is a rare
condition, often occurring in pregnant women with
potential lipid metabolism disorders, threatens
maternal and fetal prognosis. Basic, effective and safe
treatment of severe hypertriglyceridemia during
pregnancy with low-fat diet and Omega-3.
Plasmapheresis is a method that can be used during
pregnancy in cases of severe hypertriglyceridemia
complicated by or unresponsive to other treatments.
Oral lipid lowering therapies have good effects but are
contraindicated for pregnant women. We recorded a
case of severe hypertriglyceridemia detected during
cesarean section with triglyceridemia of 64.2 mmol/L.
The newborn is normal, postoperative patients have
been treated effectively with diet, Omega-3 and
fibrates.

Keywords: Hypertriglyceridemia, pregnancy.

I. GIO1 THIEU

Nhitng thay déi sinh ly xay ra trong thdi ky
mang thai c6 thé gdy ra nhiéu bién ddi & thai
phu trong d6 cd su thay d6i vé m& mau. Trong
thai ky binh thudng, cholesterol toan phan huyét
thanh c6 thé téng tir 23% dén 53% va triglycerid
huyét thanh tang tir 2 dén 4 [an, nhung d6i véi
hau hét phu nir cé néng do triglycerid huyét
thanh cg ban binh thudng thi mic tang nhu vay
dudc dung nap tot. Triglycerid mau thudng tang
trong quy 2 va 3 cUa thai ky [1].
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