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Tai liéu théng tin thubc danh cho can bo y té

BREZTRI AEROSPHERE: LIEU PHAP BO BA TRONG 1 N EREZIRL
DUN GC UH IT! \ S

DPIEU TRI DUY TRI BENH PHOI TAC NGHEN MAN TiNH (COPD)

ICS (BUD) LAMA .(GLY) LABA (FORM)
budesonide 160 g @ glycopyrronium 7.2 ug @ Formoterol fumarat

dihydrat 5 ug

Corticosteroid khang Hoat chat khang Hoat chat cha vén beta2-
viém cé hoat tinh muscarinic tac dung dai. adrenergic tac dung dai va
glucocorticoid manh Tac dung gidn phé quan, c6 thoi gian khoiphat
ddc hiéu tai cho nhanh. Tac dung gian phé

quan, dac hiéu tai ché

% 1. Théng tin ké toa san phém Breztri Aerosphere tai Viét Nam

Vui long tham thao thong tin ké toa dwoc dinh kem tai liéu Hoi thao



Tai liéu théng tin thubc danh cho can bo y té

BREZTRI AEROSPHERE : HIEU QUA BAO VE TRONG \ BREZTRI

b\
1 2* (budesonide, glycopyrronium, and
y formoterol fumarate) Inhalation Aerosol

BREZTRI AEROSPHERE v@i lich dung thubc don gién, gilp bao vé ca ngay 1an dém?2.2+

HIT,
BUE] TOI

HIT
BUC: SANG +

Néu quén 1 liéu, nén hit lai 1 liéu cang s&m cang tét va liéu tiép theo nén hit vao thei diém
nhuw théng thudng?

¥  Khong nén hit lidu gap doi @& bu cho lidu da quén?

©

* 1. Ferguson GT, et al. Lancet Respir Med. 2018;6:747-758. 2. Thong tin ké toa san pham Breztri Aerosphere tai Viét Nam
Q‘
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Tai liéu théng tin thubc danh cho can bo y té

BREZTRI AEROSPHERE: CONG NGHE TIEN TIEN GIUP BREZTRI

AEROSPHERE™

PHAN PHOI THUOC HIEU QUA PEN TOAN BO PHOI

Dung cu MDI Cong nghé hén dich  Chét mang c6 kich  Ti 1é hat min cao giam Ca 3 thanh phan
quen thudc véi ddng nhat: giam thwoe toi wuz lang dong thudc & thuoc déu dworc phan
bénh nhan! thiéu sai s6t khi lac miéng va tang phan phdi téi ca dwong
thuéc va phan phéi phéi thuéc t&i phéivei  dan khilén va nhé
lieu thudéc 6n dinh5 doi héi lwe hit thapt56 & bénh nhan COPD?

‘% COPD, chronic obstructive pulmonary disease; MDI, metered dose inhaler; pMDI, pressurized metered dose inhaler.
4 References: 1. Beeh K-M, et al. Int 3 COPD 2021:16 79-89. 2. Vehring R, et al. Langmuir 2012;28:15015-15023. 3. Demoly P, et al. Respir Med 2014;108:1195-1203. 4. de Boer AH, et al. Eur J Pharm Biopharm 2015;96:143-151. 5. Doty A, et al. AAPS PharmSciTech
2018;19:837-844. 6. Lechuga-Ballesteros D, et al. Future Med Chem 2011;3:1703-1718. 7. Usmani O, et al. Respir Res 2021;22:261.

Vui long tham khao thong tin ké toa dinh kem tai liéu hdi thao



Tai liéu théng tin thubc danh cho can bo y té

BREZTRI AEROSPHERE: KiCH THUO'C HAT TOI LU BREZTRI

AEROSPHERE™

V 4 N < < o~ > \
1 - 5 \{ (budesenide, glycopyrronium, and
N formoterol fumarate) Inhalation Aerosol
u

BREZTRI AEROSPHERE cho kich thuwéc hat ~3 pm* trong khoang kich thwéc téi wu 1.5-5 pm cho phan phéi thudc té&i phoid*

GLYCOPYRRONIUM
FORMOTEROL
BUDESONIDE

(LA

KICH THUOC ~3 pm23

~3 um23 ~200 pm®

*Particle size is based on that of the individual components.?2

5

/ References: 1. Usmani O, et al. Respir Res. 2021;22:261. 2. Wu L, et al. Poster presented at the AAPS PharmaSci 360 Conference; October 17-20, 2021; Philadelphia, PA. 3. Usmani OS, et al. Int J Chron Obstruct Pulmon Dis. 2021;16:113-124.
4. Demoly P, et al. Respir Med. 2014;108:1195-1203. 5. Ochs M, et al. Am J Respir Crit Care Med. 2004;169:120-124.

Vui long tham khao thong tin ké toa dinh kem tai liéu hdi thao



Tai liéu théng tin thudc danh cho can bd y té

BREZTRI
AEROSPHERE"

(budesocnide, glycopyrronium, and
formoterol fumarate) Inhalation Aerosol

S KHAC BIET VE Ti LE LANG PONG THUOC TAI
PHOI GIDPA CAC ICS/LAMA/LABA!

BREZTRI AEROSPHERE
cho ti 1é thuoc lang dong
tai phoi (47%) cao hon

~2 Ian

vs FLU/UMEC/VI (20.8%)
vOi lwe hit 69L/phut
(norminal p<0.001)

FLUIUMEC/VI_ BREZTRI

In-silico activity does not always correlate with clinical efficacy

aAs a percentage of delivered dose.
‘ 3D-airway models of patients with COPD were used to evaluate TLD and small airways deposition of BUD/GLY/FORM MDI 320/14.4/10 pg and FLU/UMEC/VI DPI 100/62.5/25 ug using the in-silico FRI based on in-vitro aerodynamic particle size distribution of each device.

Simulations were performed with 4 inhalation profiles for BUD/GLY/FORM and 2 profiles for FLU/UMEC/VI, of varying duration and flow rate to represent different disease severities and usage.
Marshall J et al. Am J Resp Crit Care Med. 2023;207:A1556; 2. Usmani et al. Respiratory Research (2023) 24:226

Vui Idong tham khao thong tin ké toa dinh kem tai liéu hoi thao



Tai liéu théng tin thubc danh cho can bo y té

ETHOS
BREZTRI AEROSPHERE GIAM PANG KE DOT CAP RERoSPHERE”

formoterol fumarate) Inhalation Aerosol

TRUNG BINH - NANG SO VO'I LAMA/LABA!

GIAM

24"

vs LAMA/LABA
(p<0.001)!

- nang

7

Ti lé dot cap trung binh

GLY/FORM BUD/GLY/FORM
(n=2120) AEROSPHERE
(n=2137)

? 1. Rabe KF, et al. N Engl J Med. 2020;383:35-48; . 2. . Rabe KF, et al. Eur Resp J 2020;56(Suppl. 64):5230 (Abstract)
D 1 5 o I A p . Sl A
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Tai liéu théng tin thubc danh cho can bo y té

ETHOS
BREZTRI

(budesonide, g

TRUNG BIiNH - NANG SO VO ICS/LABAL

BREZTRI AEROSPHERE GIAM DANG KE BDOT CAP
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BUD/FORM BUD/GLY/FORM
(n=2131) AEROSPHERE

(n=2137)

1. Rabe KF, et al. N Engl J Med. 2020;383:35-48. 2. . Rabe KF, et al. Eur Resp J 2020;56(Suppl. 64):5230 (Abstract)

Vui long tham khao thong tin ké toa dinh kem tai liéu hdi thao



Tai liéu thong tin thubc danh cho can bo y té

BREZTRI

BREZTRI AEROSPHERE GIAM DANG KE (7)) Sreamm

(budescnide, glycopy m, and

DOT CAP TRUNG BINH - NANG SO VOI LAMA/LABA: =

*Phan I&n bénh nhan khong c6 tién sr dot cap trong nam trwéct

g 1.0 1
s
b}
g 08
L
3 vs LAMA/LABA
& 06 (p<0.0001)*
S
g 04— PHONG NGUA 1 DOT CAP TRUNG
S BINH - NANG CHO MOl 3 BENH
5 NHAN BIEU TRI TRONG 1 NAM VO
§ 0.2 BREZTRI AEROSPHERE VS
£ LAMA/LABA (95% CI 2-4)12
S 00
< GLY/FORM BUD/GLY/FORM AEROSPHERE
(n=625) (n=639)

AUC,_,, area under the curve from 0—4h; CI, confidence interval; DPI, dry powder inhaler; FEV,, forced expiratory volume in one second; ICS, inhaled corticosteroid; LABA, long-acting beta,-agonist; LAMA, long-acting muscarinic antagonist; NNT, number needed to treat;
pMDI, pressurised metered-dose inhaler.
KRONOS coprimary endpoints: change from baseline in morning predose trough FEV, over 24 weeks vs LAMA/LABA pMDI (22 mL; p=0.0139); and FEV, AUC,_, vs ICS/LABA pMDI (104 mL; p<0.0001) and ICS/LABA DPI (91 mL; p<0.0001).*

References: 1. Ferguson GT, et al. Lancet Respir Med. 2018;6:747-758. 2. Martinez FJ, et al. Int J Chron Obstruct Pulmon Dis. 2021;16:179-189.

Vui long tham khao thong tin ké toa dinh kem tai li€u hoi thao



Tai liéu théng tin thubc danh cho can bo y té

ETHOS
BREZTRI

T VONG DO MOI NGUYEN NHAN O NHOM BREZTRI

AEROSPHERE THAP HON SO VOI LAMA/LABA?

37 Th&i gian dén khi tir vong do moi nguyén nhan
GLY/FORM
(n=2120)

—~ 2 ]
S
(@]
o
o
>
2
Q.
= BUD/GLY/FORM VS LAMAILABA -

1- (HR 0.51, 95% CI 0.33-0.80;

AEROSPHERE . - .
(n=2137) unadjusted p=0.0035)
0 ! T T T T T T T T T T T 1 8 O
0 4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks

Percentage of patient deaths in each arm: 1.4% for BREZTRI, 2.6% for LAMA/LABA, and 1.9% for ICS/LABA.1

Cl, confidence interval HR, hazard ratio; ICS, inhaled corticosteroid; LABA, long-acting beta,-agonist; LAMA, long-acting muscarinic antagonist; NNT, number needed to treat.

*Additional data included from 354 patients who had incomplete 1-year vital status at the time of trial completion.*
% l The p-value is considered unadjusted due to an endpoint in the Type | error control testing hierarchy not reaching significance.!2

i

References: 1. Martinez FJ, et al. Am J Respir Crit Care Med. 2021;203;553-564. 2. Rabe KF, et al. Resp Med. 2019;158:59-66.

Vui long tham khao thong tin ké toa dinh kem tai liéu hdi thao



Tai liéu théng tin thubc danh cho can bo y té

MAIC
BREZTRI

BREZTRI AEROSPHERE LIEN QUAN TOI GIAM TI LE TU (D)) r=oreee
VONG DO MOI NGUYEN NHAN SO VO'l FLU/UMEC/VI TR

Time to All-Cause Mortality in ETHOS vs IMPACT?* Studies, Adjusted Base-Case Analysist 3 9 ()/
FLU/UMEC/VI > S
GIAM nguy co tir vong
2 - . n~n ~
< do moi nguyén nhan vs
=S FLU/UMEC/VI
S
>
2
9.
=
1 BUD/GLY/FORM
AEROSPHERE
0 T T |
0 30 60 90 120 150 180 210 240 270 300 330 360

; } Days
So sanh bat cdp gian tiép cé hiéu chinh (MAIC: Matching-adjusted Indirect Comparison?)

P-values were not adjusted for Type | error. aBGF was adjusted according to aggregate FF/UMEC/VI data from IMPACT for sex, body mass index, smoking status, race (Asian, White, Other), severe exacerbation history in the last 12 months, bronchodilator reversibility, and COPD
severity (moderate, severe, very severe). bin the MAIC analysis, absolute risk reduction of BGF versus FF/UMEC/VI at week 52 was 0.009 (95% CI [Greenwood SE]: 0.0016, 0.0164), corresponding to a number needed to treat of 112. MAIC weights were scaled to the original sample

size when computing the SE so that they are representative of the quantity of data available. cBoth analyses used on- and off-treatment data in the final retrieved data, which included 99.6% of data from the ITT populations of both ETHOS and IMPACT.

1. Stolz D, et al. Curr Med Res Opin 2023;15:1-17 (Article and supplementary appendix); 2. Rabe KF, et al. N Engl J Med 2020;383(1):35—48; 3. Lipson DA, et al. N Engl J Med 2018;378:1671-1680 1 N R 1 o > . TR .
Vui long tham khao théng tin ké toa dinh kém tai liéu hoi thao



AEROSPHERE"™

Z L (budesenide, glycopyrronium, and
I RON 5 PH | I 1 formoterol fumarate) Inhalation Aerosol

BREZTRI AEROSPHERE: KHO1 PHAT TAC DUNG (75 BREZTRI

BREZTRI AEROSPHERE cai thién FEV, so v&i ban dau:

+175 mL

S0 v&i ban dau

i ¥elle;
sau khi hit

5 PHUT
sau khi hit

*BREZTRI/TRIXEO AEROSPHERE® is NOT a rescue medication and does NOT replace fast-acting inhalers to treat acute symptoms;? ftime to onset is defined as the first post-dose timepoint where the mean change from baseline in
FEV, exceeded 100 mL, a secondary endpoint from the KRONOS study; FEV,, forced expiratory volume in 1 second

1. Ferguson GT, et al. Lancet Respir Med 2018;6:747-758; 2. European Medicines Agency (EMA). TRIXEO AEROSPHERE summary of product characteristics. 2022. Available from: https://www.ema.europa.eu/en/documents/product-information/trixeo-aerosphere-epar-product-
information_en.pdf (Accessed 14 June 2023) 1
Vui long tham thao thong tin ké toa dwgc dinh kém tai liéu Hoi thao
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Tai liéu théng tin thubc danh cho can bo y té

BREZTRI AEROSPHERE: GIAI PHAP GIAM NGUY CO AR Senet
POT CAP & TU VONG CHO BENH NHAN COPD

B Dung cu MDI quen thudc vé&i bénh nhan®
B Cong nghé AEROSPHERE tién tién gitp thudc phan phéi dén toan bé phéi®

) GIAM GIAM _ GIAM _GIAM
DOT CAP TRUNG BINH - NANG  POT CAP NANG TUVONG , TU VONG
vs LAMA/LABA vs ICSILABA DO MOINGUYEN NHAN O NHOM DO MOI NGUYEN NHAN O NHOM
~ (ps000L) (p<0-00D) BREZTRI AEROSPHERE BREZTRI AEROSPHERE
Trong nghién ctru KRONOS ma trong dé
phan I6n dan sé khong cé tién st dot vs LAMA/LABA vs FLU/UMEC/VI
cé\pl (HR 0.51, 95% CI 0.33-0.80; (HR: 0.61; 95% CI: 0.41 t0 0.92;

unadijusted p=0.0035)%" Unadjusted p=0.019)*

i

1. Ferguson GT, et al. Lancet Respir Med. 2018;6:747-758. 2. Rabe KF, et al. N Engl J Med. 2020;383:35-48. 3. Martlnez FJ, et al. Am J Respir Crit Care Med. 2021;203;553-564. 9; 4. Stolz D, et al. Curr Med Res Opin 2023;15:1-17 (Artlcle and supplementary

‘ *Additional data included from 354 patients who had incomplete 1-year vital status at the time of trial completion.;
appendix); 5. Beeh K-M, et al. Int JCOPD 2021:16 79-89; 6. Usmani O, et al. Respir Res 2021;22:261;

Vui long tham thao thong tin ké toa dwoc dinh kem tai liéu Hoi thao



Rx
BREZTRI AEROSPHERE
Budesonid 160 mcg/Glycopyrronium 7,2 mcg/Formoterol fumarat dihydrat 5 mcg

Hén dich nén duwai &p suét dung dé hit

THUOC NAY CHIi DUNG THEO PON THUOC.
PE XA TAM TAY TRE EM. POC KY HUONG DAN SU’ DUNG TRUO'C KHI DUNG.

LAC KY TRUG'C KHI DUNG.
THANH PHAN CONG THU'C THUOC

Thanh phan hoat chat:

BREZTRI | Liéu dinh chudn twong (rng (mcg) M&i nhat xit (liéu pnéng thich, Igng thudc roi
AEROSP khdi ddu ngam) (mcg) chira:
HERE
Budesonid | Glycopyrronium | Formoterol | Budesonid Glycopyrronium | Formoterol
fumarat fumarat
dihydrat dihydrat
160/7.2/5 | 170 7.7 53 160 7.2 5
(twong  duong | (trong (twong dwrong 9 | (trong
9, mcg | duong 5,1 mcg duong 4.8
glycopyrronium | mecg glycopyrronium | mcg
bromid hodc | formoterol bromid hodc | formoterol
glycopyrrolat) fumarat) glycopyrrolat) fumarat)

Thanh phén ta dwec:

Norfluran
1,2-distearoyl-sn-glycero-3-phosphocholin
Calci clorid

DANG BAO CHE
H&n dich nén dwéi ap suét diing dé hit.

Hon dich mau trang.

CHi DINH

BREZTRI AEROSPHERE dwoc chi dinh dé& diéu tri duy tri bénh phdi tic nghén man tinh
(COPD).

Han ché st dung:

BREZTRI AEROSPHERE khéng dwoc chi dinh dé gidam co thét phé quan cép tinh hoac diéu

tri hen phé& quan (Xem muc Canh béo va than trong khi duing thuéc).
CACH DUNG, LIEU DUNG

Liéu khuyén cao va cach dung

Liéu BREZTRI AEROSPHERE khuyén céo |& budesonid 320 mcg, glycopyrrolat 18 mcg va
formoterol  fumarat 9,6 mcg (twong (ng 2 hit BREZTRI AEROSPHERE
[budesonid/glycopyrrolat/formoterol fumarat 160 mcg/9 mcg/4,8 mcg]) hai 1an méi ngay, vao
budi sang va téi qua dwong hit bang miéng. Khéng st dung nhiéu hon hai hit hai lan méi
ngay.

S(c miéng bang nwéc sau khi hit thubc nhung khéng nuét.

Chuén bi

Khéi dong binh xit BREZTRI AEROSPHERE trwdc khi st dung Ian dau tién. Khéi dong binh
xit 1a can thiét d& dadm bao lwong thudc thich hop & méi lidu xit. Khdi dong binh xit BREZTRI
AEROSPHERE béng cach xit 4 lan vao viing khéng khi cach xa mat, l&c ky truéc méi 1an xit
thudc.

Néu binh xit khéng dwoc dung trong hon 7 ngay, binh xit bj roi hodc sau khi rira sach hang
tudn, khéi dong lai binh xit bang cach xit 2 1an vao khéng khi cach xa mat, lac k¥ trudc méi
1&n xit thubc.

B phan dém liéu thudc

Binh chira thubc BREZTRI AEROSPHERE c6 kém theo bd phan xac dinh lidu, cho biét sb
Iwong lidu xit con lai sau mdi 1an s&r dung. Man hinh bao lidu diing cé mét vach chi thi liéu sé&
dich chuy&n sau mdi 1an xit. Khi vach chi thj liéu ndm trong viing vang ttrc 1a da gan hét s6
lidu thuéc c6 thé st dung. Khong s dung BREZTRI AEROSPHERE khi vach chi thj liéu da
ném & vi tri vach 0 trong ving mau d3.

CHONG CHi BINH

Chéng chi dinh dung BREZTRI AEROSPHERE & nhirng bénh nhan man cam véi budesonid,
glycopyrrolat, formoterol hodc bét ky t& dwoc nao (xem trong muc Thanh phén céng thic
thubc va muc Canh béo va than trong khi dung thudc).

CANH BAO VA THAN TRONG KHI DUNG THUOC

Bién cé nghiém trong lién quan dén hen phé quan — nhap vién, dat ndi khi quan, tr

vong



Tinh an toan va hiéu qua ctia BREZTRI AEROSPHERE trén bénh nhan hen phé quan van
chwa dwoc xac dinh. BREZTRI AEROSPHERE khong dwoc chi dinh dé diéu tri hen phé quan.

S dung don ddc thubc chl van betay-adrenergic tac dung kéo dai (LABA) [khéong phéi hop
véi corticosteroid dang hit (ICS)] trén bénh nhan hen phé quan cé lién quan dén tang nguy co
t& vong do hen. D@ liéu hién c6 tir cac thlr nghiém lam sang c6 déi chirng ciing cho thay viéc
st dung LABA don doc lam tang nguy co' nhap vién do hen phé quan & tré em va thanh thiéu
nién. Nhitng tdc dong nay dwoc xem la chung cho cd nhém LABA khi str dung don ddc. Khi
st dung lidu ¢ dinh LABA két hop véi ICS, di¥ liéu tir cac thr nghiém lam sang lén khong
cho thay sy tang dang ké nguy co xay ra cac bién cb nghiém trong lién quan dén hen phé

quan (nhap vién, dat ngi khi quan, tlr vong) so voi ICS don trj.

Dt liéu hién c6 chwa cho thay nguy co t& vong tang lén khi st dung LABA trén bénh nhan
COPD.

Dién tién nidng cta bénh va cac dot cap tinh

Khéng nén khéi dau diéu tri véi BREZTRI AEROSPHERE & nhitrng bénh nhan méc COPD
dién tién nang c6 thé dan téi de doa tinh mang. Chwa cé nghién céu nao vé& BREZTRI
AEROSPHERE trén nhém bénh nhan mic COPD dién tién néng. Do d6, viéc st dung
BREZTRI AEROSPHERE trong trwdng hop nay la khéng phu hop.

BREZTRI AEROSPHERE khéng nén dwoc st dung dé& 1am giam cac triéu chirng clp tinh, vi
du diéu tri cit con co that phé quan cip. Chua c6 nghién ctu v& viéc gidm céc triéu chirng
cép tinh khi ding BREZTRI AEROSPHERE va khéng nén s dung thém liéu cho chi dinh
trén. CAc triéu ching cép tinh nén duoc diéu tri bang thudc chl van beta; tac dung ngan dang

hit.

Khi bat dau diéu tri bang BREZTRI AEROSPHERE, nhitng bénh nhan dang st dung thubc
chll van beta, tac dung ngén dang hit thwéng xuyén (vi du: bdn 1an/ngay) nén dwgc hudng
dan ngirng st dung thuwdng xuyén céc loai thuéc nay va chi st dung chiing dé giam triéu
chirng hé hap cép tinh. Khi ké don BREZTRI AEROSPHERE, nhan vién y té ciing nén ké don

thuéc chl van beta, tAc dung ngan dang hit va hwéng din bénh nhan céch st dung. Viéc
ting tan suét st dung thudc chl van beta, dang hit cho thay bénh cé thé dang dién tién

nghiém trong hon va can dwoc cham séc y té kip thoi.

COPD c6 thé dién tién cép tinh trong mét vai gi hodc chuyén thanh man tinh trong vai ngay
hodc lau hon. Néu viéc s dung BREZTRI AEROSPHERE khéng con kiém soat dwoc cac
triéu chirng hodc thudc chli van beta, tac dung ngan dang hit tré nén kém hiéu qua hoac bénh
nhan can hit nhiéu thubc chi van beta, tdc dung ngén hon binh thuong, thi day cé thé la

nhirng d4u hiéu cho thay tinh trang bénh xau di. Trong trwéng hop nay, can danh gia lai tinh

trang ctia bénh nhan déng thoi véi phac dd diéu tri COPD. Khéng nén ting liéu hang ngay
clia BREZTRI AEROSPHERE vuot qué lidu khuyén céo.

Tranh dung qua lidu BREZTRI AEROSPHERE va tranh két hep v&i cac thube chi van

beta, tac dung kéo dai khac

Twong tw nhw céc loai thubc hit c6 chira thanh phan beta-adrenergic khac, khéng nén st
dung BREZTRI AEROSPHERE thwéng xuyén hon tan suat dwoc khuyén céo, khong nén
dung liéu cao hon khuyén céo, hodc két hop véi cac thubc khéac cé chiva LABA, do cé thé gay
qua lidu. B4 c6 bao cao vé céac tac dung khdng mong mudn trén tim mach cé y nghia trén lam
sang va t&r vong lién quan dén viéc st dung quéa nhiéu thudc cwong giao cam dang hit. Bénh
nhan dang st dung BREZTRI AEROSPHERE khong nén st dung mét loai thuéc khac co
chira LABA (vi du: salmeterol, formoterol fumarat, arformoterol tartrat, indacaterol) vi bat ky

ly do gi (xem phan Twong tac, tiong ky cta thudc).

Nhiém ndm Candida hau hong

BREZTRI AEROSPHERE c6 chira budesonid, mét ICS. Nhim Candida albicans tai ché &
khoang miéng va hau hong da xay ra & nhitng bénh nhan dwoc didu tri bang thudc hit qua
duwdng miéng cé chira budesonid. Khi nhiém ndm, bénh nhan nén dwoc diéu tri béng thudc
khang ndm tai chd hoadc toan than (cu thé 1a dwong udng) trong khi van tiép tuc st dung
BREZTRI AEROSPHERE. Trong mét sb trwdng hop, can tam nguwng st dung BREZTRI
AEROSPHERE. Tw vén bénh nhan siic miéng bang nuwéc nhung khéng nuét sau khi ding
BREZTRI AEROSPHERE dé gitip giam nguy co' nhiém ndm Candida hau hong.

Viéem phéi

Da c6 bao co v& nhidm khudn dwong ho hap dwéi, trong d6 c6 viem phdi, sau khi st dung
corticosteroid dang hit. Cac bac s nén canh giac véi sw phat trién viem phdi cé thé xay ra &
bénh nhan COPD do céc dic diém lam sang cda viém phédi va cac con kich phat thwéng triing

13p vo&i nhau.

Trong mét thtr nghiém kéo dai 52 tuan trén cac bénh nhan mac COPD (n = 8529), ty I& mic
mai viém phdi duwoc xac nhan 1a 4,2% & nhém BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6
mcg (n = 2144), 3,5% dbi véi budesonid, glycopyrrolat va formoterol fumarat [BGF MDI 160
mcg/18 mcg/9,6 meg] (n = 2124), 2,3% dbi véi GFF MDI 18 mcg /9,6 mcg (n = 2125) va 4,5%
déi voi BFF MDI 320 mcg/9,6 mcg (n = 2136).

Céc trwdong hop tir vong do viém phdi xdy ra & 2 bénh nhan ding BGF MDI 160 mcg/18
mcg/9,6 mcg, 3 bénh nhan dung GFF MDI 18 mcg/9,6 mcg va khdng cé trwdng hop nao voi
bénh nhan dung BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6 mcg.



Trong mét thtr nghiém kéo dai 24 tuan trén cac bénh nhan méc COPD (n = 1896), ty 1& méc
maéi viém phdi dwoc xac nhan 1a 1,9% dbi voi BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6
mcg (n = 639), 1,6% dbi voi glycopyrrolat va formoterol fumarat [GFF MDI 18 mcg/9,6 mcg]
(n = 625) va 1,9% dbi voi budesonid va formoterol fumarat [BFF MDI 320 mcg/9,6 mcg] (n =

320). Khéng c6 trwéng hop ti vong do viém phédi trong nghién ctu.

e ché mién dich va nguy co’ nhiém khuén

Bénh nhan dang st dung thudc (¢ ché mi&n dich c6 thé dé& bi nhiém khuin hon nhirng nguoi
khde manh. Vi duy, thdly dau va bénh séi cé thé cé dién tién nghiém trong hon hodc tham chi
gay tir vong & tré em hoac nguwoi Ién man cam khi st dung corticosteroid. O nhiing tré em
hodc ngudi I6n chwa tirng méc cac bénh nay hodc chwa dwoc tiém phong day dd, can dic
biét lwu y dé tranh phoi nhiém. Chwa xac dinh dwoc anh hwéng cla lidu lwong, duwdng ding
va thoi gian dung thubc dén nguy co khéi phat mét dot nhiém tring lan téa. Bénh Iy nén
va/hodc viéc str dung corticosteroid trwédc d6 c¢6 anh hwdng nhw thé nao dén nguy co ciing
chua dwoc lam sang t6. Néu bénh nhan bi phoi nhiém thdy dau, cé thé chi dinh diéu tri dw
phong béng immunoglobulin varicella zoster (VZIG). Néu bi phoi nhiém s&i, c6 thé chi dinh
diéu tri dw phong bang immunoglobulin (IG) tiém bap (xem t& hwéng dan st dung twong ting
dé biét day du thong tin k& don cla VZIG va IG). Néu xuét hién thly dau, cé thé can nhéc

diéu tri bang thubc khang vi rat.

ICS can duoc st dung than trong & nhitng bénh nhan méc bénh lao phdi thé tién trién hodc
tiém an; nhiém nam, vi khuan, vi rat hodc ky sinh tring toan than khong dwoc diéu tri; hodc

nhiém herpes simplex & mét.
Chuyén dbi thuéc cho bénh nhan dang diing corticoid tac dung toan than

Uc ché truc HPA/ Suy thwong than

Can déc biét chi y dén nhitng bénh nhan chuyén tir corticosteroid tac dung toan than sang
ICS do céc trwdng hgp t&r vong do suy thwong than da xady ra & bénh nhan trong va sau khi
chuyén tlr corticosteroid toan than sang ICS cé tac dung toan than it hon. Sau khi ngirng str
dung corticosteroid toan than, can mét vai thang d& phuc hdi chirc nang viing dwéi ddi-tuyén
yén-thwong than (HPA).

Nhitng bénh nhan truéc d6 dwoc diéu tri duy tri dung prednison tir 20 mg tré 1én hang ngay
(hodc ham lwong twong dwong) cé nguy co cao nhat, déc biét khi bénh nhan da ngirng
corticosteroid tAc dung toan than gan nhw hoan toan. Trong thoi gian truc HPA bi (e ché,
bénh nhan cé thé xuét hién cac dau hiéu va triéu ching clia suy thwong than khi bi chan
thwong, phiu thuat hodc nhiém khuén (d&c biét 1a viém da day rudt) hodc céc tinh trang khéc
lién quan dén mét dién giai nghiém trong. Mac di BREZTRI AEROSPHERE c6 thé gitip kiém

S04t cac triéu chirng COPD nhung & liéu khuyén céo thuéc tao ra lwong glucocorticoid toan
than it hon so v&i lwong sinh ly binh thwong va khéng cung cép lwgng mineralocorticoid cd

hoat tinh can thiét d& (rng phé véi nhivng trwdng hop cap tinh trén.

Trong trwdng hop stress hoac con kich phat COPD nang, can hwéng dan bénh nhan da
ngtrng st dung corticosteroid tac dung toan than dung lai corticosteroid dwdng ubng (voi lidu
Ién) ngay lap tirc va lién hé véi bac st d& dwoc hwéng dan thém. Nhivng bénh nhan nay ciing
nén dwoc hwdng dan mang theo mot thé canh bao v& viéc ho can bd sung corticosteroid toan

than trong thoi gian stress hodc cac con kich phat COPD nang.

Bénh nhan can dung corticosteroid dwéng udng nén giam dan viéc s dung corticosteroid
toan than, sau khi chuyén sang BREZTRI AEROSPHERE. Giam dan prednison béng cach
giadm liéu hang ngay cla prednison xuéng 2,5 mg trong 1 tuan trong khi van dang diéu tri bang
BREZTRI AEROSPHERE. Chirc nang phdi (thé tich thd ra gang stc trong gidy dau tién
[FEV4] hodc lwu lwgng dinh thd ra bubi sang [PEF]), viéc st dung thudc chi van béta va cac
triéu chirng COPD nén duwoc theo dai can than trong thoi gian ngirng st dung corticosteroid
dwong udng. Ngoai ra, bénh nhan can dwoc theo déi cac dau hiéu va triéu chirng cla suy

thwong than, nhu mét mai, ué oai, suy nhwoc, budn non va non, ha huyét ap.

Tai phat tinh trang di (rng trwéc d6 da dwoc kiém soat béi corticosteroid toan than

Bénh nhan chuyén tir corticosteroid toan than sang BREZTRI AEROSPHERE c6 thé tai phat
tinh trang di ing trwéc d6 da dwoc kiém soat béi corticosteroid toan than (vi du: viém midi,

viém két mac, eczema, viém khép, tinh trang tang bach cau ai toan).

Hbi chirng cai corticosteroid
Mbt s6 bénh nhan cé thé xuét hién cac triéu chirng cai corticosteroid toan than trong thoi gian
ngirng st dung corticosteroid dwéng udng (nhw dau co va/hodc khép, mét méi, trdm cam),

mac di chirc ndng ho hap clia bénh nhan da dwoc duy tri hodc tham chi cai thién.

Héi chirng cwong va e ché thweng than

Budesonid dang hit dwoc hap thu vao tudn hoan chung va cé thé gay tac dung toan than. Tac
dung clia budesonid trén truc HPA chwa dwoc quan sét thdy khi ding véi lidu diéu tri cla
budesonid trong BREZTRI AEROSPHERE. Tuy nhién, vuot qué lidu khuyén céo hodc phéi
hop v&i chat (e ché Cytochrom P450 3A4 (CYP3A4) manh cé thé din dén réi loan chirc ning
truc HPA (xem muc Céanh béo va than trong khi ding thuéc va muc Twong tac, tuong ky cla

thuéc).

Do ICS dwoc hdp thu dang k& vao tudn hoan chung nén bénh nhan diéu tri bdng BREZTRI
AEROSPHERE can dwoc theo ddi chét ché bat ky bing chirng nao vé tac dung toan than



cla corticosteroid. Can d&c biét than trong theo déi cac dau hiéu cho thay tuyén thwong than

khéng dap (rng day du & bénh nhan sau phau thuat hoac trong giai doan stress.

Céc tac dung toan than cla corticosteroid, nhw cwéng vé thuwong than va ke ché tuyén thuong
than (bao gébm ca con suy thwong than dot ngdt) cé thé xuét hién & mot s it bénh nhan nhay
cam v6i cac tac dung nay. Néu nhirng tac dung trén xay ra, can c6 bién phap x tri phi hop

trong trwéng hop can thiét.

Twong tac thudc véi thude trc ché Cytochrom P450 3A4 manh

Than trong khi phéi hgp BREZTRI AEROSPHERE lau dai véi ketoconazol va cac thuéc e
ché CYP3A4 manh khac (nhw ritonavir, atazanavir, clarithromycin, indinavir, itraconazol,
nefazodon, nelfinavir, saquinavir, telithromycin) do cé thé xay ra tac dung bét loi lién quan dén
sy ting ndng dd budesonid toan than (xem muc Twong tac, tuong ky cda thudc va muc Déc

tinh dwoc dong hoc).

Co that phé quan nghich thuwéng

Ciing nhw cac tri liéu dwong hit khac khac, BREZTRI AEROSPHERE c6 thé gay co that phé
quan nghich thwong, cé thé de doa tinh mang. Néu xay ra tinh trang nay sau khi ding
BREZTRI AEROSPHERE, bénh nhan can diéu tri ngay bang thuéc gidn phé quan tac dung
ngén, dang hit; ngirng ngay BREZTRI AEROSPHERE va st dung thuéc khac thay thé.

Phan (rng qua man bao gém séc phan vé

Da co6 bao céo phan (ng qua man cap tinh xay ra sau khi dung budesonid, glycopyrrolat hodc
formoterol fumarat - cac thanh phan clia BREZTRI AEROSPHERE. Néu xay ra cac dau higu
clia phan (ng di rng, dac biét, phi mach (bao gdm khé thé hoac khé nudt, swng lwdi, méi va
mét), may day hodc phét ban, nén nglrng ngay BREZTRI AEROSPHERE va can nhic thubc
thay thé (xem muc Chéng chi dinh).

Téac dung trén tim mach

Gibng nhw céc thubc cha van beta, khac, formoterol fumarat cé thé gay ra cac anh hwéng
trén tim mach cé y nghia trén 1am sang & mot s& bénh nhan bao gém gay téng nhip tim, huyét
&p tam thu hodc tam trwong, loan nhip tim, nhw nhip nhanh trén that va ngoai tam thu (xem
muc Bdac tinh dworc Iwc hoc)

Néu xuét hién nhitng tdc dung ngoai y trén, c6 thé ngwng ding BREZTRI AEROSPHERE.
Ngoai ra, cac thudc chl van beta ciing da dwoc bao co gay ra nhirng thay dbi trén dién tam
dd, nhw tao ra séng T det, kéo dai khoang QTc va doan ST chénh xudng, du chwa biét o y

nghia |dm sang cGa nhitng phat hién nay. Do d6, can than trong khi ding BREZTRI

AEROSPHERE cho bénh nhan c6 cac réi loan tim mach, dac biét la suy mach vanh, réi loan

nhip tim va ting huyét ap.

Giam mat dé xwong

Gidm mat d6 xwong (BMD) da dwoc ghi nhan khi st dung dai han cac thuéc cé chira ICS. Y
nghia lam sang clia nhitng thay di nhd trong BMD lién quan dén hau qua lau dai nhw gay
xwong hién chwa duoc biét rd. Bénh nhan cé cac yéu té nguy co chinh lam gidm ham Iwong
khoang chét trong xwong, nhw bét dong lau ngay, tién st gia dinh bj lodng xwong, phu ni
sau man kinh, hat thuéc 14, tudi cao, ché d6 dinh dwéng kém hodc si dung dai han céac loai
thubc cé thé lam giam khéi lwong xwong (vi du: thudc chéng co giat, corticosteroid dwdng
ubng) can duoc theo dbi va diéu tri phi hop. Do bénh nhan COPD thwéng cé nhidu yéu t6
nguy co lam gidm BMD nén danh gia BMD trwéc khi bat ddu s dung BREZTRI
AEROSPHERE va dinh ky sau d6. Néu BMD gidm dang k& va BREZTRI AEROSPHERE van
la thubc quan trong @& diéu tri COPD cla bénh nhan d6, thi cin can nhéc ky viéc si¢ dung

thuéc diéu tri hodc ng&n nglra lodng xwong.

Trong mét th&r nghiém kéo dai 24 tuan va thoi gian theo ddi d6 an toan kéo dai thém 28 tuan,
anh hwéng cia BREZTRI AEROSPHERE 320/18/9,6 mcg va GFF MDI 18/9,6 mcg lén chi s6
BMD da dwoc danh gia trén mét nhém nhoé bénh nhan COPD. Viéc danh gia BMD duoc thuc
hién tai thoi diém ban du va sau 52 tuadn bang cach si dung phwong phap do hap thu tia X
nang lwong kép (DEXA). Phan tram thay ddi trung binh ctia BMD so véi ban dau la -0,1% dbi
véi BREZTRI AEROSPHERE 320/18/9,6 mcg va 0,4% dbi véi GFF MDI 18/9,6 mcg (xem muc
Céc nghién ctru 1am sang).

Tang nhan &p va duc thay tinh thé, ting nhan ap géc khép dién tién nang

Da c6 bao céo v& bénh ting nhan &p, gia ting &p Iwc bén trong mét va duc thiy tinh thé trén
bénh nhan COPD sau khi st dung dai han ICS hoac khi s&¢ dung cac thubc khang cholinergic
dang hit. Than trong khi st¢r dung BREZTRI AEROSPHERE & nhitng bénh nhan bj bénh
glaucom géc déng. BAc si ké don va bénh nhan can canh giac vé cac dau hiéu va triéu chirng
clia bénh glaucom géc déng cép tinh (vi du, dau hodc khé chiu & mét, nhin mé, quang séng
hodc hinh anh nhidu mau lién quan dén méat dé do sung huyét két mac va phi giac mac).
Hwéng dan bénh nhan trao dbi véi bac si ngay lap tic néu cé bat ky dau hiéu hoac triéu
chirng nao nhw trén. Néu bénh nhan cé cac triéu chirng & mét hodc st dung BREZTRI

AEROSPHERE lau dai, nén can nhéc xin tw vén cta bac sT nhan khoa.

Mot ther nghiém kéo dai 52 tuadn danh gia BREZTRI AEROSPHERE 320/18/9,6 mcg, GFF
MDI 18/9,6 mcg va BFF MDI 320/9,6 mcg trén nhitng bénh nhan COPD cho thdy, ty I& duc
thay tinh th& dao dong tir 0,7% dén 1,0% & cac nhém.



Tinh trang bi tiéu dién tién ning

Twong tw nhu tit ca cac thudc khang cholinergic, can than trong khi st dung BREZTRI
AEROSPHERE trén nhitng bénh nhan bij bi tiéu. BAc sT va bénh nhan nén canh giac vé céc
déu hiéu va triéu chirng cta phi dai tuyén tién liét hodc tdc nghén cb bang quang (vi du: kho
tiéu, tidu budt), dic biét & nhitng bénh nhan da bj phi dai tuyén tién liét hodc tc nghén cb
bang quang. Hwéng dan bénh nhan tham khao y kién bac si ngay khi cé bat ky dau hiéu hodc

triéu chirng nhw vay.

Céac bénh mac kém

Twong tw nhw tat ca cac thubc chira amin cudng giao cadm, can than trong khi s dung
BREZTRI AEROSPHERE & nhitng bénh nhan bj cac r6i loan co giat hodc nhiém doc giap va
nhitng ngwdi c6 phan (ng bat thwong véi cac amin cwong giao cdm. Khi tiém tinh mach
albuterol, mét thuéc chl van thu thé beta, khac trong nhém, da lam bénh tiéu dwong trdm

trong hon va tang bién ching nhiém ceton.

Ha kali mau va ting dwéng huyét

Thubc chi van beta-adrenergic cé thé gay ha kali mau dang ké trén mét s6 bénh nhan, cé thé
théng qua shunt néi bao gay ra cac tc dung bét loi trén tim mach. Ha kali huyét thwong
thoang qua, khong can bd sung. Cac thudc chl van beta; c6 thé lam tang duwdng huyét thoang

qua & mot sb bénh nhan.

DPo6i twong bénh nhan dic biét

Tré em

BREZTRI AEROSPHERE khong dwoc chi dinh cho tré em. Tinh an toan va hiéu qua cla
BREZTRI AEROSPHERE trén bénh nhan nhi chwa dwgc chirng minh.

Duwa trén cac dir lidu hién c6, khdng can chinh lidu BREZTRI AEROSPHERE trén bénh nhan

cao tudi, tuy nhién khéng thé loai trlr mét s6 bénh nhan cao tudi nhay cam véi thube.

Trong th& nghiém 1 va 2, 1an lwot 1100 dbi twong va 343 déi twong tir 65 tudi tré lén dwoc
st dung BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6 mcg hai Ian méi ngay. Trong ca hai
thtr nghiém, chwa ghi nhan sy khéc biét tng thé vé tinh an toan hoac hiéu qua gitra ddi twong

nay va dbi twong tré tudi hon.

Bénh nhan suy gan

Chuwa c¢6 nghién ctru chinh thire v& dwoc dong hoc BREZTRI AEROSPHERE trén bénh nhan

suy gan. Tuy nhién, do budesonid va formoterol fumarat chii yéu dwoc thai trir qua chuyén
héa & gan, chirc ndng gan suy gidm cé thé dan dén tich Ity budesonid va formoterol fumarat

trong huyét twong. Do vay, bénh nhan bj bénh Iy gan ndng can duwoc theo déi chat ché.

Bénh nhan suy than

Chwa c6 nghién ctvu chinh thérc vé dwoc ddng hoc BREZTRI AEROSPHERE trén bénh nhan
suy than. Tuy nhién, & bénh nhan suy than nang (d6 thanh thai creatinin < 30 mL/phit/1,73
m2) hodc bénh than giai doan cudi cin loc méu, chi nén st dung BREZTRI AEROSPHERE
néu lgi ich vwot troi nguy co (xem muc Béc tinh duoc déng hoc).

SU’ DUNG THUOC CHO PHU NI CO THAI VA CHO CON BU
Phu ni¥ c6 thai

Téng quan vé nguy co

Chua c6 cac nghién clru day di va dwoc kiém soat tot trén ddi twong phu niv ¢ thai st dung
BREZTRI AEROSPHERE hodc voi hai trong s6 cac thanh phan riéng 1& cia thudc,
glycopyrrolat hodc formoterol fumarat, d& cung cap théng tin v& nguy co c6 lién quan dén

thudc; tuy nhién, hién da c6 nghién ctru vé& thanh phan khac 1a budesonid.

Trong cac nghién clru vé kha nang sinh san trén dong vat, budesonid ding don doc theo
duong dudi da, cé thé gay ra cac bat thuong vé cau tric thai, gay chét phdi thai va lam giam
can nang thai nhi & chudt va thé & muc lidu twong tng bing 0,3 va 0,75 lan liéu hit hang
ngay tbi da dwoc khuyén cédo & ngudi (MRHDID), tuy nhién, khéng ghi nhan duoc nhiing tac
dung nay & chuét dung liéu hit gAp dén 4 1an MRHDID. Céc nghién ctru vé& phu ni c6 thai st
dung budesonid dang hit don déc trong thai ky chuwa cho thdy su gia ting nguy co bat thuong.
Kinh nghiém véi corticosteroid dwéng udng cho thdy déng vat gdm nham dé bi tac dung gay
quaéi thai khi phoi nhiém véi corticosteroid hon so v&i ngudi.

Formoterol fumarat ding don doc bang dwéng udng & chudt va thd gay ra cac bat thuong vé
cAu tric thai & muc lidu twong (ng gép 1500 va 61.000 l&n MRHDID. Formoterol fumarat
cling c6 tac dung gay chét phoi thai, lam tang ty 1& méat con khi sinh va trong thoi ky cho con
b, va gidm trong lwong con & chudt voi lidu gép 110 1An MRHDID. Nhitng tac dung ngoai y
thwong xay ra voi lidu gép nhiéu lan MRHDID khi ding formoterol fumarat bang dwdng uéng
dé dat ndng @6 toan than cao. Khéng cé bat thwong vé cAu tric thai, gay chét phéi thai hoic

phat trién & nhitng con chudt nhan liéu hit 1én d&n 350 1&n MRHDID.

Glycopyrrolat diing don doc theo duwdng dwéi da & chudt va thé, khong gay ra bat thuong vé

cu trac thai hodc anh hwéng dén sy séng clia bao thai & muc liéu twong ng gép khodng



2700 va 5400 lan MRHDID. Glycopyrrolat khdng anh hwéng dén sw phét trién thé chat, chic

n&ng va hanh vi ctia chuét con & murc lidu gap dén 2700 1an MRHDID.

Chua wéc tinh dwoc nguy co ban dau cla cac di tat bAm sinh nang va say thai déi véi phu
ni mang thai dwoc chi dinh dung thubc. Tai Hoa Ky, wéc tinh nguy co ban dau xay ra cac di
tat bAm sinh nang va say thai trong céc thai ky d& dwoc ghi nhan lam sang twong tng la 2-
4% va 15-20%.

Can nhéc vé mét 1am sang

Chuyén da hoac sinh con: Chwa c6 nghién ctru dwoc kiém soat tét trén ngwdi nham danh gia
thc dong clia BREZTRI AEROSPHERE déi véi chuy&n da sinh non hodc khéi phat chuyén
da. Do kha n&ng (rc ché co thét tr cung cta céc thubc chid van beta, chi st dung BREZTRI
AEROSPHERE trong khi chuyén da & nhitng bénh nhan khi lgi ich rd rang nhiéu hon nguy
co.

D& liéu

Ddr liéu trén nguoi

Céc nghién ctru trén phu ni cé thai khdng cho thdy budesonid dang hit lam tang nguy co gay
ra nhitng bat thwéng khi dung thudc trong thai ky. Két qua tlr mot nghién ctu doan hé tién
ctru c6 c& mau lon, trong d6 bao gdbm khodng 99% céc trwdng hop mang thai trong giai doan
1995-1997 tlr ba hé théng sb bod ctia Thuy Dién (Hé thdng quan ly khai sinh clia Thuy Dién;
hé théng quan ly di tat bam sinh; hé thdng quan Iy tim mach tré em) cho thay khéng cé s gia
téng nguy co di tat bam sinh khi st dung budesonid dang hit trong thoi ky dau mang thai. Mot
nghién ctru khac vé di tat bdm sinh duoc tién hanh vao ndm 2014 & tré so sinh c6 me si
dung budesonid dang hit d& diéu tri hen phé quan trong thdi ky dau mang thai (thuwong khodng
10-12 tuan sau ky kinh nguyét cudi) - thdi ky ma hau hét cac di tat co quan I&n xay ra. Theo
do, ty 1é di tat bAm sinh trong nghién ctru dwoc ghi nhan twong duong so véi ty 1 di tat bam
sinh clia quan thé chung (twong (ng 1a 3,8% so véi 3,5%). Ngoai ra, sau khi s&¢ dung
budesonid dang hit, sb tré sinh ra c6 khe hé viing miéng-mét twong ddng véi s tré c6 di tat

nay du kién trong quan thé binh thuwong (twong tng la 4 tré so véi 3,3).

Nhirng di liéu nay da duoc sl dung trong mdt nghién ctru thir hai, nang téng sb tré so' sinh
c6 me dung v6i budesonid dang hit 1én 2534. Trong nghién ciru nay, ty 1& xay ra dj tat bam
sinh trong s6 tré c6 me st dung v6i budesonid dang hit trong thdi ky dau mang thai khéng
khac biét so v&i ty 1& nay & tat ca tré so sinh cung thoi ky (3,6%).

Dir liéu trén déng vét

Budesonid

Trong mét nghién ctru vé& kha nang thu thai va sinh san, chuét dwc duoc tiém duwéi da trong
9 tudn va chuét céi trong 2 tudn trwéc khi két ddi va trong subt thoi ky giao phdi. Chuét cai
dwoc tiém bd sung cho dén khi cai stra cho chudt con. Budesonid 1am gidm kha nang séng
clia thai trwdc khi sinh va kha néng séng dwoc cla con tai thdi diém sinh va trong thdi ky bl
me, cling véi s gidm can nang tang thém & chudt me, voi lidu bang 0,3 IAn MRHDID (tinh
theo mcg/m?2 véi lidu tiém dudi da & chudt me tlr 20 mecg/kg/ngay tré 1én). Chua ghi nhan tac
dung nhw trén & liéu 0,08 1an MRHDID (tinh theo mcg/m? véi lidu tiém dudi da & chudt me la

5 mcg/kg/ngay).

Mét nghién clru vé& sy phat trién phéi thai clia thé mang thai dwoc dung thude trong giai doan
hinh thanh co quan tir ngay thai thi 6 dén ngay 18, budesonid gay mét thai, gidm trong lwong
thai va bat thwong vé xwong veéi liéu 0,75 1&n MRHDID (tinh theo mcg/m? véi lidu tiém dudi
da & chudt me la 25 mcg/kg/ngay). Trong mét nghién cru vé sy phat trién phéi thai cla chudt
mang thai dwoc dung thudc trong giai doan hinh thanh co' quan tir ngay thai th(r 6 dén ngay
15, budesonid gay ra cac tac dung bat loi twong tw dbi véi thai nhi véi lidu gap khoang 8 lan
MRHDID (tinh theo mcg/m2 véi lidu tiém duwdi da & chudt me 1a 500 mcg/kg/ngay). Trong mét
nghién ctru khac vé& sw phat trién phéi thai clia chudt mang thai, khéng ghi nhan sw bt thuong
vé cAu trc thai hodc gay chét phéi thai & lidu gap 4 1an MRHDID (tinh theo mcg/m? véi lidu
dung theo dwéng hit téi da & chudt me la 250 mcg/kg/ngay).

Trong mét nghién ctru vé& sy phat trién trong va sau thai ky, khi chudt st dung budesonid tir
ngay mang thai th(r 15 dén ngay th 21 sau sinh, cho thdy budesonid khéng anh huéng dén
qua trinh sinh né, nhung cé anh huwdng dén sy tang trwdng va phat trién cia con. Ty 1& séng
clia con gidm va giam trong lwong co' thé trung binh ctia con sbng khi sinh va trong thoi ky
bt me & lidu tlr 0,3 1an MRHDID tr& trén (tinh theo mcg/m?2 véi lidu tiém dwdi da & chudt me

tr 20 mcg/kg/ngay tré 1én). Nhirng phat hién nay dwoc ghi nhan khi gay doc tinh & chudt me.

Formoterol Fumarat

Trong mét nghién cru vé kha nidng thu thai va sinh san, chuét dwc duoc cho ding thudc theo
dudng udng trong it nhat 9 tudn va chudt cai trong 2 tuan trwdc khi két ddi va trong subt thoi
ky giao phdi. Chudt cai dwoc ding thém thube tlr ngay mang thai thtr 19 hodc cho dén khi cai
stba. Con duc dwoc ding thudc t6i da 25 tudn. Thoat vi rén dwoc ghi nhan & bao thai chudt
khi diing liéu uéng gap 1500 l1an MRHDID (tinh theo mcg/m? véi lidu uéng & chudt me tir 3000
mcg/kg/ngay tré Ién). Tat ham ngén dwoc ghi nhan & bao thai chudt khi ding liéu gp 8000
l&n MRHDID (tinh theo mcg/m?2 véi liéu udng & chudt me la 15000 mcgr/kg/ngdy). Thai ky bi
kéo dai khi dung lidu gép 8000 lan MRHDID (tinh theo mcg/m?2 véi liéu uéng & chudt me la
15000 mcgl/kg/ngay). Chét bao thai va chuét con xay ra véi liéu xap xi tr 1500 1an MRHDID

tré |én (tinh theo mcg/m? véi lidu ubng tlr 3000 mcg/kg/ngay trd lén) trong thdi ky mang thai.



Trong mét nghién ctu v& sy phat trién phoi thai & chudt mang thai dwoc ding thudc trong
giai doan hinh thanh co quan tir ngay thai thi 6 dén ngay 15, khéng ghi nhan sy bét thuong
vé cAu trdc thai, gay chét phdi thai hodc anh hwéng dén sy phat trién & lidu lén dén 350 Ian
MRHDID (tinh theo mcg/m? véi liéu dung theo dwong hit & chudt me lén dén 690
mcg/kg/ngay).

Trong mdt nghién clru vé sy phéat trién phai thai & thd mang thai dwgc ding thudc trong giai
doan hinh thanh co quan tir ngay thai th(r 6 dén ngay 18, u nang dwéi bao clia gan & bao thai
dwoc ghi nhan khi ding liéu gap 61000 1&n MRHDID (tinh theo mcg/m? véi lidu uéng & chudt
me la 60000 mcg/kg/ngay). Khéng ghi nhan trwdng hop quai thai ndo véi lidu gép 3500 lan
MRHDID (tinh theo mcg/m? véi liéu udng & chudt me Ién dén 3500 mcg/kg/ngay).

Trong mét nghién ctru vé sy phat trién trwdc va sau khi sinh, chudt cai mang thai dwoc uéng
formoterol véi lidu 0, 210, 840 va 3400 mcg/kg/ngay ké tir ngay mang thai th( 6 (hoan thanh
qué trinh lam t& cla phéi thai) cho dén thoi ky cho con ba. Ty 1& séng s6t clia chudt con giam
tr khi sinh d@én ngay 26 sau sinh khi dung liéu gap tr 110 [An MRHDID tr& Ién (tinh theo
mcg/m2 véi lidu ubng & chudt me 1a tlr 210 mcg/kg/ngay tré 1&n), mac du chwa cé béng ching
vé mdi quan hé gitra lidu lwong va dap (ng. Khdng ghi nhan dwoc céc tac dung cia thudc

1&n phat trién thé& chét, chire ndng va hanh vi & chudt con.

Glycopyrrolat

Trong mét nghién ctu vé& sy phét trién phoi thai & chudt mang thai dwoc ding thube trong
giai doan hinh thanh co quan tir ngay thai thir 6 dén ngay 17, glycopyrrolat khéng gay ra cac
bét thwong vé céu trdc thai hodc anh hwdng dén kha ndng sbng sét cla thai nhi; tuy nhién,
trong lwong co thé cua thai nhi gidm nhe khi xu4t hién doc tinh & me véi lidu thir nghiém cao
nhét gap 2700 IAn MRHDID (tinh theo mcg/m? véi lidu tiém dwéi da & chudt me la 10000
mcg/kg/ngdy). Trong lwong co thé thai nhi khong bi anh hwéng khi dung lidu Ién dén 270 Ian
MRHDID (tinh theo mcg/m2 véi lidu tiém dwoi da & chudt me lén dén 1000 mcg/kg/ngay). Boc
tinh xay ra & chudét me dwoc ghi nhan véi lidu gép tir 270 1dn MRHDID tré Ién (tinh theo

mcg/m?2 véi lidu tiém dwéi da & chudt me tir 1000 mcg/kg/ngay tré 1én).

Trong mét nghién clru vé sy phét trién phai thai & thd mang thai dwoc ding thubc trong giai
doan hinh thanh co quan tir ngay thai th(r 6 dén ngay 18, glycopyrrolat khong gay ra cac bat
thwong vé cau tric hodc anh hwdng dén sw sbng sét cla thai nhi; tuy nhién, trong lwong co
thé cua thai nhi gidm nhe khi xuét hién doc tinh & me véi liéu thl nghiém cao nhét gap 5400
14n MRHDID (tinh theo mcg/m2 véi lidu tiém dwdi da 6 chudt me 12 10000 mcg/kg/ngdy). Trong
lwong co thé thai nhi khdng bi anh hwéng véi lidu 18n dén 540 1an MRHDID (tinh theo mcg/m?

véi lidu tiém dwéi da & chudt me 1én dén 1000 mcg/kg/ngdy). Déc tinh xay ra & chudt me

duwoc ghi nhan voi liéu gap tir 540 1An MRHDID tr& 1én (tinh theo mcg/m? véi lidu tiém dudi

da & chudt me la tlr 1000 mcg/kg/ngay tré 1én).

Trong mét nghién ctu vé sy phéat trién trwdc va sau khi sinh, chudt cai mang thai duwoc st
dung glycopyrrolat vé&i lidu 100, 1000 va 10000 mcg/kg/ngay tir ngay mang thai th(r 6 cho dén
thoi ky cho con bi. Sy tang trong lwgng co thé chudt con tir khi sinh cho dén thai ky b me
bi gidm nhe khi dung liéu gap 2700 l1&n MRHDID (tinh theo mcg/m2 véi lidu tiém duwéi da &
chuét me la 10000 mcg/kg/ngay); tuy nhién, sw tdng trong lwong clta chudt con khdng bi anh
hwéng sau khi cai stva. Khdng ghi nhan duoc cac anh huéng lién quan dén thudc diédu tri lén
sy phat trién thé chat, chirc ning va hanh vi & chudt con véi liéu 1én dén 2700 Ian MRHDID
(tinh theo mcg/m? véi lidu tiém dwéi da & chudt me 1én dén 10000 mcg/kg/ngay). Doc tinh xay
ra & chudt me dwoc ghi nhan tir ngay thai th(r 6 dén ngay thl 18 véi lidu gap tiv 270 lan
MRHDID tré Ién (tinh theo mcg/m2 véi lidu tiém duwoi da & chudt me tir 1000 mcglkg/ngay trér

1én).
Thei ky cho con bu

Téng quan nguy co

Hién chwa c6 di¥ liéu vé anh hwéng clla BREZTRI AEROSPHERE, budesonid, glycopyrrolat,
hosc formoterol fumarat 1&n tré bl me hodc sw bai tiét sia. Twong tw nhw ICS khéc,
budesonid dwoc bai tiét qua stva me. Hién chwa cé dir liéu v& sw cé mat cia glycopyrrolat
hoac formoterol fumarat trong si*a me. Formoterol fumarat va glycopyrrolat dwgc phat hién
trong huyét twong clia chudt con bu sira clia me ¢6 dung thubc. Loi ich v& phat trién va stc
khde clia viéc bl me can dwoc can nhic véi nhu cau didu tri cla ngwdi me bing BREZTRI
AEROSPHERE va cac tac dung khong mong mudn tiém tang ddi véi tré bl me lién quan dén
BREZTRI AEROSPHERE hodc lién quan dén bénh Iy nén clia nguodi me.

D liéu

D liéu trén nguoi

Dir liéu trén ngwoi st dung budesonid qua bng hit bt khd cho thay tdng liéu ubng hang ngay
clia budesonid dwoc phéat hién trong siva me cho tré so sinh bl xap xi 0,3% dén 1% liéu ma
nguodi me hit vao. Bbi voi BREZTRI AEROSPHERE, ty 1& phan tram lidu budesonid c6 trong

stva me cho tré so’ sinh bl so voi tdng liéu nguwdi me st dung, cling twong .
Hién chwa c6 di liéu trén ngwdi clia formoterol hodc glycopyrolat.
Ddr liéu trén déng véat

Trong nghién ctu vé kha nang thu thai va sinh san & chuét, ndng dé formoterol trong huyét

twong dwoc do & chudt con vao ngay ther 15 sau sinh. Wéc tinh ndng do ti da cla thube



trong huyét twong ma chudt con nhan dwoc tir chudt me khi chuét me dwoc dung lidu cao
nhat 15 mg/kg, sau dé cho con b, 1a 4.4% (0,24 nmol/L cho mét Ira chuédt con so véi 5,5

nmol/L cho chudt me).

Trong nghién ctru v& doc tinh 1&n kha nang sinh san va phéat trién & chudt, néng do
glycopyrrolat trong huyét twong dwoc do & chudt con vao ngay thir 4 sau sinh. Néng do téi
da & chuét con la 6% so véi liéu & chudt me la 10 mg/kg/ngay (ndéng dd clia thube trong huyét
twong chudt con 14 96 ng/mL vao 1 gi& sau khi ding thuéc twong tng véi ndng do cla thubc

trong huyét twong chudt me la 1610 ng/mL vao 0,5 gi¢» sau khi duing thubc).

ANH HUGONG CUA THUOC LEN KHA NANG LAl XE, VAN HANH MAY MOC

BREZTRI AEROSPHERE khéng cé hodc anh hwdng khéng dang ké dén kha nang lai xe va
van hanh may méc. Tuy nhién, chéng mét la mét tac dung phu khéng phd bién can dwoc luu

y khi lai xe hodc van hanh may méc.

TUONG TAC, TWONG KY CUA THUOC

Chwa c6 nghién ciu chinh thic ndo vé twong tac thubc thwc hign trén BREZTRI
AEROSPHERE.

Thubdc rc ché Cytochrom P450 3A4

Con dudng chuyén héa chinh clia cac corticosteroid, bao gébm ca budesonid - mét thanh phan
cla BREZTRI AEROSPHERE, la thdong qua Cytochrom P450 isoenzym 3A4 (CYP3A4). Sau
khi st dung ketoconazol dwdng udng, mét thudc (rc ché CYP3A4 manh, ndéng do budesonid
trung binh trong huyét twong sau khi ding theo dwéng ubng ting lén. S&r dung ddng thoi véi
thuéc (rc ché CYP3A4 c6 thé gay (e ché chuyén héa va lam tang ndng do budesonid trong
co thé&. Can than trong khi st dung déng thdi BREZTRI AEROSPHERE véi ketoconazol va
cac thuéc (rc ché CYP3A4 manh khac (vi du: ritonavir, atazanavir, clarithromycin, indinavir,
itraconazol, nefazodon, nelfinavir, saquinavir, telithromycin) (xem muc Céanh béo va than

trong khi duing thudc).

Thudc kich thich hé adrenergic

Than trong khi bd sung cac thuéc kich thich hé adrenergic theo bat ky dwong ding nao do
tac dung cudng giao cdm cla formoterol, mét thanh phan clia BREZTRI AEROSPHERE, c6

thé téng 1én (xem muc Cénh béo va than trong khi dung thudc).

Dan xuét xanthin, steroid hoac thudc lgi tiéu

S dung déng thdi véi cac dan xuét xanthin, steroid hodc thubc lgi tiéu coé thé lam ting tac
dung ha kali mau clia cac thudc chi van beta-adrenergic nhw formoterol, mét thanh phan

cla BREZTRI AEROSPHERE.

Thuéc lgi tiéu khong gite kali

Téc dung ha kali mau va/hoac thay ddi dién tam dé do dung thubc loi tiéu khéng gitr kali (nhw
thudc loi tiéu quai hodc loi tidu nhém thiazid) c6 thé tré nén trdm trong khi dung dong thoi
thudc chl van beta,, déc biét khi st dung thudc chli van beta, vugt qua lidu khuyén céo.

Thuéc (rc ché monoamine oxidase, thuéc chéng trdm cam ba vong, thuéc kéo dai QTc

Twong tw cac thuéc chd van beta, khac, nén dac biét than trong khi dung BREZTRI
AEROSPHERE cho bénh nhan dang didu tri bang cac thudc (rc ché monoamine oxidase hoic
thuéc chdng trdm cam ba vong hoac cac thubc kéo dai khoang QTc do tac dung cla thubc
chl van adrenergic trén hé tim mach cé thé bj tang lén bdi cac thudc nay. Thubc gay kéo dai
khodng QTc c6 thé 1am téng nguy co loan nhip thét.

Thuéc chen thy thé beta-adrenergic

Thubc dbi khang thu thé beta-adrenergic (thudc chen beta) va BREZTRI AEROSPHERE c6
thé can tré tac dung ctia nhau khi siv dung d@dng thoi. Thudc chen beta khdng chi ngan chin
tac dung diéu tri cta thudc chl van beta, ma con cé thé gay co that phé quan nghiém trong &
bénh nhan COPD. Do d6, bénh nhan COPD théng thuwong khong nén s dung thuéc chen
beta. Tuy nhién, trong mét sb trwéng hop nhét dinh, nhw dw phong sau nhdi mau co tim, chwa
c6 lya chon thay thé nao khac thay cho thudc chen beta & bénh nhan COPD. Trong tinh
huéng nay, c6 thé can nhic lwa chon céc thuéc chen beta tAc dung chon loc trén tim va can
dwogc str dung than trong.

Thuéc khang cholinergic

C6 kha nidng xay ra twong tac hiép dong khi st dung déng thoi cac thubc khang cholinergic.
Do d6, tranh dung dong thdi BREZTRI AEROSPHERE véi céc thudc khac ciing chira thanh
phan c6 tac dung khang cholinergic, do cé thé din dén gia tang tac dung ngoai y (xem phan

Cénh bao va than trong khi dung thudc va Tac dung khéng mong mudn ctia thudc).
TAC DUNG KHONG MONG MUON CUA THUOC
Tém tat div liéu vé tinh an toan

D@ ligu tinh an toan lien quan dén cac tac dung clia nhém corticosteroid, tAc dung khang
cholinergic va kich thich B.-adrenergic lién quan dén cac thanh phan riéng 1& trong phéi hop.
Céc tac dung ngoai y duoc bao cao phd bién nhat & bénh nhan dung thuéc nay la viem phéi
(4,6%), dau dau (2,7%) va nhidm tring dwong tiét niéu (2,7%).

Bang danh séach céac tac dung ngoai y
Danh sach cac tac dung ngoai y trong bang cin ct trén dir liéu v& san pham tir céc thir

nghiém lam sang va tir cac nghién clvu trén cac thanh phan riéng 1&.



Tan suét clia céc tac dung dwoc xac dinh theo quy wéc sau: rat thwong gap (21/10); thwong
gép (21/100 @én <1/10); it gép (21/1000 dén <1/100); hiém gap (21/10000 dén <1/1.000); rét

hiém gap (<1/10000) va chwa biét (chwa wéc lwong dwoc dwa vao div liéu cé san).

Bang 1: Cac tac dung ngoai y theo tan suat va hé co quan (SOC)

Hé co’ quan Tac dung ngoai y Tan suat
Nhiém khuén va loan Nhiém nam Candida ving miéng Thuwéng gap
khuén Viem phéi
Roéi loan hé mién dich Qua man It gap

Phu mach Chuwra biét
Roéi loan ndi tigt Céc dau hiéu hoac triéu chiing cda tac dung | Rat hiem gap

glucocorticoid toan than, vi du: suy tuyén
thurgng than

Réi loan chuyén hoa va Tang dudng huyet Thwéng gap
dinh duding
ROéi loan tam than Lo lang Thuéng gap
Mat ngd
Tram cam It gép
Kich déng
Bén chén
Lo lang
Rai loan hanh vi Rat hiem gap
Réi loan hé than kinh Pau dau Thuréng gap
Chéng mat It gap
Run ray
Roi loan thi giac Nhin mé& (Xem muc Cdnh béo va thén frong | Chura biét
khi diing thuée)
Puc thay tinh thé
Glaucom
Raéi loan hé tim mach Banh tréng nguc Thwéng gap
Con dau that ngurc It gap
Nhip tim nhanh

Loan nhip tim (rung nhi, nhip nhanh trén that
va ngoai tam thu)

Réiloan hé hé hap, léng | Khan tiéng Thuwéng gap
nguec va trung that Ho
Viém hong It gap
Co that phé quén
Rai loan hé tiéu hoa Budn nén Thuwédng gap
Khd miéng It gap
Réi loan da va mé duoi Bam tim It gap
da
Rai loan co xuong mé Chuoét rat Thuréng gap
lién két
Roéi loan hé than-tiét niéu | Nhiém tring dwdéng tiét niéu Thuéng gap
Bi tiéu It gép
Cédc roi loan chung va tai | Bau nguc It gap

vi tri diing thudc

D3 c6 bao céo vé& nhidm khuan dwong ho hdp dwdi, bao gdm ca viém phdi sau khi st dung

corticosteroid dang hit (xem muc Cénh béo va than trong khi dung thuéc).

QUA LIEU VA CACH XU TRi

Chua c6 bédo cdo vé qua lidu khi st dung BREZTRI AEROSPHERE. BREZTRI
AEROSPHERE chtra budesonid, glycopyrrolat va formoterol fumarat; do dé, cac nguy co' lién
quan dén qua lidu dbi voi trng thanh phan riéng & dwoc mo ta dwéi day &p dung cho
BREZTRI AEROSPHERE. Cé&c bién phap xt tri qua liéu bao gébm ngling BREZTRI
AEROSPHERE phdi hop v6i diéu tri triéu ching va/hodc didu tri hd trg phi hop. C6 thé can
nhéc st dung thuéc chen thu thé beta chon loc trén tim nhwng can lwu y réng thubc nay cé
thé gay co thét phé quan. Anh hwéng trén tim mach can dwoc theo ddi trong trudng hop qua
liéu.

Budesonid

Néu st dung lidu qua cao kéo dai, cé thé xay ra céc tac dung toan than cua corticosteroid,

nhw cwong vé thwong than (xem muc Canh béo va than trong khi dung thudc).

Glycopyrrolat

Liéu cao glycopyrrolat, mét thanh phan clia BREZTRI AEROSPHERE, c6 thé dan dén cac
déu hiéu va triéu chirng khang cholinergic nhw budn nén, nén, chéng mat, choang vang, nhin
mé, tdng nhan ap (gay dau, réi loan thj lwc hodc d6 mét), tdo bén nang hoéc bi tiéu.
Formoterol fumarat

Qua liéu formoterol fumarat c6 thé dan dén céac phan ng qua muc dién hinh dbi véi thudc
chl van beta,: co giat, dau that nguwc, ting huyét ap, ha huyét ap, nhip tim nhanh, loan nhip
nhanh nhi va that, cing thdng, dau dau, run, danh tréng ngwe, chudt rat, budn nén, chéng
mét, réi loan gidc ngl, toan chuyén héa, ting dwong huyét, ha kali mau. Twong tw nhw tt ca
céc thudc cwdng giao cam, nglrng tim va tham chi t& vong cé thé lién quan dén viéc stv dung
qua liéu formoterol fumarat.

PAC TINH DU'QCC LUC HOC

Nhém dwoc ly: Thube ding trong bénh tic nghén dwong hé hap, 1a thudc bao gdbm 3 hoat
chét: hoat chat cwong giao cam két hop vai hoat chat d6i van phé giao cdm va corticosteroid.
Ma ATC: RO3AL11

Co ché tac dung

BREZTRI AEROSPHERE




BREZTRI AEROSPHERE chia budesonid, glycopyrrolat va formoterol fumarat. Co ché tac
dung mé ta dwéi day cho tirng thanh phan dwoc ap dung cho BREZTRI AEROSPHERE.
Nhitng hoat chat nay dai dién cho ba nhém thuéc khac nhau (mét corticosteroid tbng hop,
moét thuée khang cholinergic va mét thudc chl van beta, chon loc tac dung dai) cé tac déng

khéc nhau 1&n sinh Iy hoc 1am sang va cac chi sé viéem trong COPD.

Budesonid

Budesonid 1a mét corticosteroid khang viém c6 hoat tinh glucocorticoid manh va hoat tinh
mineralocorticoid yéu. Trong céc nghién ciru in vitro chuan héa va trén mé hinh déng vat thuc
nghiém, budesonid c6 4i lyc cao hon khoang 200 I&n dbi véi thu thé glucocorticoid va cé hiéu
Iwc khang viém tai chd cao g&p 1000 lan so véi cortisol (xét nghiém gay pht tai chudt bang
dau croton). Hoat tinh khang viém toan than cua budesonid manh hon cortisol 40 14n khi tiém

dwéi da va manh hon 25 Ian khi ding dwdng udng trong thi nghiém thu nhé tuyén tre chudt.

Trong cac nghién clru vé & lwc véi thu thé glucocorticoid, déng phan epimer 22R cla
budesonid c6 hoat tinh gap hai 1&n so véi déng phan epimer 22S. C4c nghién ctru in vitro cho

thay hai dang déng phan nay ctia budesonid khéng chuyén @i 1an nhau.

Nén viém & mét ciu phan quan trong trong co' ché bénh sinh clia COPD. Corticosteroid cé
hoat tinh chéng viém réng trc ché nhidu loai té bao (vi du, t& bao mast, bach cu i toan, bach
cau trung tinh, dai thuc bao va t& bao lympho) va chét trung gian héa hoc (vi du, histamin,
eicosanoid, leukotriene va cytokine) tham gia vao cac phan (rng viém lién quan dén di (ng va
viém khéng qua trung gian di &ng. Hoat tinh khang viém cla corticosteroid c6 thé gép phan

vao hiéu lyc cta thubce.

Glycopyrrolat

Glycopyrrolat la mét hoat chat khang muscarinic tAc dung dai, thwéng duoc goi chung 1a thude
khang cholinergic. Glycopyrrolat c6 ai lwc twong tw nhau véi cac phan nhém cla thu thé
muscarinic tr M1 dén M5. Trén dwong thé, tac dung dwoc Iy cha thubc nay dwoc biéu hién
théng qua viéc trc ché thu thé M3 & co tron, dan dén gian phé quan. Tinh chat canh tranh va
c6 thé dao ngwoc cla tac dung dbi khang dwoc biéu hién trén cac thu thé c6 ngudn gébc tiv
ngwoi va dong vat hodc trén cadc md co quan dwoc phan tach riéng biét. Trong cac nghién
ctru tién 1am sang in vitro va in vivo, tAc dung ngdn ngiva co that phé quan gay ra béi
methylcholin va acetylcholin phu thudc liéu va kéo dai hon 12 gio. Y nghia lam sang cia
nhitng phat hién nay van chwa duoc biét rd. Tac dung gidn phé quan sau khi hit glycopyrrolat

chi yéu 1 tac dung d&c hiéu tai chd.

Formoterol fumarat

Formoterol fumarat 1a mot thudc chd van betaz-adrenergic chon loc tadc dung dai va co thoi
gian khai phat nhanh. Formoterol fumarat dang hit tAc dung tai chd & phdi twong tw mot thubc
gidn phé quan. Cac nghién ctu in vitro cho thdy formoterol c6 hoat tinh cha van & thy thé

beta, cao hon 200 Ian so véi & thu thé beta;. Tinh gén chon loc véi thu thé beta, hon beta;
cuia formoterol cao hon albuterol (5 Ién), trong khi salmeterol c6 ty I& chon loc beta, cao hon

(3 14n) so véi formoterol trong in vitro.

Méc du thu thé beta, 1a c4c thu thé adrenergic chii yéu & co tron phé quan va thu thé beta;
cha yéu & tim, nhwng ciing c6 thu thé beta, & tim ngwoi chiém 10% dén 50% tbng sb thu thé
beta-adrenergic. Chirc nang chinh xac clia cac thu thé nay van chwa dwoc biét dén, nhung

c6 kha nang cac thudc chil van beta; c6 tinh chon loc cao ciing ¢6 thé cé tac dung trén tim.

Tac dung dwoc ly clia cac thude chi van beta, trong d6 cé formoterol fumarat, tham gia kich
thich mét phan adenyl cyclase noi bao, enzym xtc tac chuyén dbi adenosin triphosphat (ATP)
thanh cyclic-3’,5’-adenosin monophosphat (AMP vong). Ndng dé AMP vong tang 1&n gay gidn
co tron phé quan va trc ché gidi phéng cac chét trung gian héa hoc tir t& bao, dic biét 1a tir
té bao mast, gay ra phan (rng qua man cép tinh.

Dwoc lwc hoc

bién sinh ly tim

Nghién ctru TQT khong dwoc thwc hién véi BREZTRI AEROSPHERE do budesonid khong
anh hwéng [én khodng QT. Tuy nhién, khd nang kéo dai khoang QTc cua
glycopyrrolat/formoterol fumarat da dwoc danh gia trong mét thir nghiém 1am sang bét chéo,
mu d6i, don lidu, d6i chirng voi gid dwoc va ching dwong trén 69 ngudi khde manh. Sy khac
biét trung binh I&n nhat cla gia tri QTcl da higu chinh véi ban dau (giéi han tin cay trén 90%)
sau 2 hit glycopyrrolat/formoterol fumarat 9/4,8 mcg va glycopyrrolat/formoterol fumarat
72/19,2 mcg so véi gid dwoc, twong ng 12 3,1 (4,7) ms va 7,6 (9,2) ms va khdng ndm trong
ngwéng lién quan vé mat 1am sang 1& 10 ms. Sy tang nhip tim phu thudc lidu ciing da dwoc
ghi nhan. Sy khéc biét trung binh Ién nhat v& nhip tim d& hiéu chinh véi ban dau (gidi han tin
cay trén 90%) so vo&i gid dwoc la 3,3 (4,9) nhip/phut va 7,6 (9,5) nhip/phut dwoc ghi nhan
trong vong 10 phat sau 2 hit twong @ng glycopyrrolat/formoterol fumarat 9/4,8 mcg va

glycopyrrolat/formoterol fumarat 72/19,2 mcg.

Bénh phéi tdc nghén man tinh

Anh hwéng clia BREZTRI AEROSPHERE Ién nhip tim & nhi¥ng bénh nhan COPD dwoc danh
gia bang may Holter 24 gi¢» & tuadn 16 trong mét thir nghiém kéo dai 52 tuan (Th& nghiém 1).

Quan thé bénh nhan dwoc theo ddi nhip tim bang may Holter trong Thi» nghiém 1 bao gém
180 bénh nhan st dung BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6 mcg, 160 bénh nhan



str dung glycopyrrolat va formoterol fumarat [GFF MDI 18 mcg/9,6 mcg] va 183 bénh nhan
dung budesonid/formoterol fumarat [BFF MDI 320 mcg/9,6 mcg]. Chwa ghi nhan dwoc tac

dung c6 y nghia lam sang lén nhip tim.

Téac dung trén truc HPA

Anh hwéng cia BREZTRI AEROSPHERE trén truc HPA duoc danh gid béng cach do ndng
dd cortisol trong huyét thanh 24 gi& & thoi diém ban ddu va & tudn 24 trén bénh nhan COPD.
Ty I trung binh (tudn 24/ban dau) clia BREZTRI AEROSPHERE 320 mcg/18mcg/9,6mcg va
GFF MDI 18 mcg/9,6 mcg lan lwot twong (ng & 0,86 (hé sb bién thién (CV)=39%) va 0,94
(CV=36,6%).

DAC TiNH DU'Q'C DONG HQC

Phuong trinh dwoc déng hoc tuyén tinh da dwoc chirng minh d@bi véi budesonid (80 dén 320
mcg), glycopyrrolat (18 dén 144 mcg) va formoterol fumarat (2,4 dén 38,4 mcg). Thong tin vé
dwoc dong hoc clia glycopyrrolat va formoterol fumarat dwgc xac dinh dwa trén cac thanh
phadn mang hoat tinh twong (ng la glycopyrronium va formoterol. Dwgc doéng hoc clia
budesonid, glycopyrronium va formoterol trong BREZTRI AEROSPHERE tuwong dwong véi
dwoc dong hoc cua budesonid, glycopyrronium va formoterol khi dwge str dung dwéi dang
budesonid/formoterol hodc glycopyrrolat/formoterol trong cac nghién clru trén nguwdi khde

manh (don liéu) va ngwdi mac COPD (da lidu).

Duwoc dong hoc tirng thanh phan trong BREZTRI AEROSPHERE dwoc trinh bay dwéi day.

Hap thu

Budesonid: Sau khi bénh nhan COPD hit BREZTRI AEROSPHERE, Cnax dat dwoc trong vong
20 dén 40 phat. Trang théi 6n dinh wéc tinh dat dwoc sau khodng 1 ngay dung liéu I3p lai
BREZTRI AEROSPHERE duwoc xac dinh thong qua phan tich dwoc déng hoc quan thé va
AUCo.12 cao hon khoang 1,3 1&n so v&i sau lidu dau tién.

Glycopyrrolat: Sau khi bénh nhan COPD hit BREZTRI AEROSPHERE, Cnax dat dwgc trong
vong 2 dén 6 phut. Trang thai 6n dinh wéc tinh dat dwoc sau khoadng 3 ngay dung lidu 13p lai
BREZTRI AEROSPHERE thdéng qua phan tich dwoc dong hoc quan thé va AUCoa2 cao hon
khoang 1,8 1&n so v&i sau lidu dau tién.

Formoterol Fumarat: Sau khi bénh nhan COPD hit BREZTRI AEROSPHERE, Cnax dat dwoc
trong vong 20 dén 60 phit. Trang thai 6n dinh wéc tinh dat dwoc sau khoang 2 ngay diing
lidu 1ap lai BREZTRI AEROSPHERE théng qua phan tich dwoc dong hoc quén thé va AUC,.

12 cao hon khoang 1,4 14n so v&i sau liéu dau tién.

Phan bd

Budesonid: Thé tich phan bé biéu kién wéc tinh clia budesonid & trang thai dn dinh trén bénh
nhan COPD la khoang 1200 L, théng qua phan tich dwoc déng hoc quan thé. Trong khoang
néng d6 1-100 nmol/L, ty l& lien két voi protein huyét twong cla budesonid trung binh dao
dong tlr 86% dén 87%.

Glycopyrrolat: Thé tich phan bd biéu kién woc tinh clia glycopyrronium & trang thai dn dinh
trén bénh nhan COPD |a khodng 5500 L, thdng qua phan tich dwoc ddng hoc quan thé. Trong
khoang ndng dd 2-500 nmoliL, ty 1& lién két v&i protein huyét twong cGa glycopyrronium dao
dong tlr 43% dén 54%.

Formoterol fumarat: Thé tich phan bd biéu kién wéc tinh clia formoterol & trang thai én dinh
trén bénh nhan COPD Ia khodng 2400 L, théng qua phan tich dwgc déng hoc quan thé. Trong
khoang nong do 10-500 nmol/L, ty 1& lién két véi protein huyét twong cta formoterol dao déng
tir 46% dén 58%.

Thai triv

Budesonid: Budesonid duoc bai tiét qua nudc tiéu va phan dwdi dang chat chuyén héa. Chi
mét lwong khong dang ké budesonid chwa chuyén héa dwoc phat hién trong nuéc tidu. Thoi
gian ban thai hiéu qua cla budesonid & nhitng ngwdi mac COPD Ia khoang 5 gidy, dwoc trich

xuét tir phan tich dwoc déng hoc quéan thé.

Glycopyrrolat: Sau khi tiém tinh mach mét liéu 0,2 mg glycopyrronium danh du phéng xa,
85% thudc c6 mét trong nuédc tidu sau 48 gier va mét chit hoat do phéng xa cling dwoc tim
thay trong mat. Thoi gian ban thai hiéu qua cla glycopyrronium & nhitng bénh nhan méc
COPD la khoang 15 gi&, theo phan tich dwoc déng hoc quan thé.

Formoterol fumarat: Sy bai tiét clia formoterol da dwoc nghién ctu trén 6 ngwoi khde manh
sau khi st dung ddng thoi formoterol danh dau phéng xa qua dwong udng va duong tinh
mach. Trong nghién ctu ndy, 62% lidu thudc ctia formoterol lién két véi hoat d6 phong xa
dwoc bai tiét qua nuwoc tiéu trong khi 24% dwoc thai triv qua phan. Thoi gian ban thai cé hiéu
qua cla formoterol & nhitng bénh nhan mic COPD la khodng 10 gid, theo phan tich dwgc

dong hoc quan thé.

Chuyén héa

Budesonid: Cac nghién ctru in vitro voi dich treo mé dong thé gan ngudi cho thdy budesonid
dwoc chuyén héa nhiéu va nhanh chéng qua gan. Hai chat chuyén héa chinh ctia budesonid
dwoc hinh thanh thong qua qua trinh chuy&n héa sinh hoc nhé x(c tac ciia CYP3A4, da duoc
phan lap va xac dinh la 16a-hydroxyprednisolon va 6R-hydroxybudesonid. Hoat tinh

corticosteroid ctia méi chat chuy&n héa nay déu it hon 1% hoat chat gbc. Chuwa phat hién théy



s khac nhau vé chét gitra cac kiéu chuyén héa in vitro va in vivo. Sy bét hoat chuyén héa
da duoc ghi nhan khéng dang ké trén phéi ngudi va cac ché pham huyét thanh.
Glycopyrrolat: Dwa trén y van hién cé va tir nghién cvu in vitro trén té bao gan nguwdi cho théy
chuyén héa déng moét vai trd nhd trong quéa trinh d&o thai glycopyrronium néi chung. CYP2D6

la enzym chi yéu tham gia vao qud trinh chuyén héa glycopyrronium.

Formoterol fumarat: Con dwéng chuyén héa chinh clia formoterol Ia glucuronid héa truc tiép
va qua phan ng kht methyl & vi tri O-, sau d6 lién hgp thanh céac chét chuyén héa khong c6
hoat tinh. Cac con dwdng trao ddi chat thir cAp bao gdbm khir nhém formyl va lién hop sulfat.
CYP2D6 va CYP2C da dugc xac dinh la enzym chinh xtc tac cho qua trinh khir methyl & vi
tri O-.

Nh6m dan sé d&c biét

Phan tich dwoc dong hoc quan thé cho thdy chua cé béng chirng vé anh huéng cé y nghia

lam sang clia tudi, gidi tinh, chiing tdc/dan tdc hodc khdi lwong co thé Ién dwoc ddng hoc clia

budesonid, glycopyrronium hodc formoterol.

Bénh nhan suy gan:

Khéng c6 nghién clu danh riéng cho BREZTRI AEROSPHERE nh&m danh gi4 &nh hwéng

cula suy gan lén dwgec dong hoc clia budesonid, glycopyrronium va formoterol.

Chlrc nang gan suy gidam c6 thé anh hwéng dén thai trr corticosteroid. Dwoc déng hoc cia
budesonid bi anh huéng khi chirc nang gan bj tdn thuwong, véi béng chirng sinh kha dung
toan than tang gép doi sau khi udng. Tuy nhién, dwoc ddng hoc clia budesonid tiém tinh mach

& bénh nhan xo gan twong tw & ngwdi khde manh.

Do budesonid va formoterol dwoc thai trir chi yéu qua gan, & bénh nhan suy gan nang, cé

kha ning tang néng do thubc trong mau.

Bénh nhan suy than:

Khéng c6 nghién clu danh riéng cho BREZTRI AEROSPHERE nhdm danh gi4 &nh hwéng

clia suy than Ién dwgce dong hoc cua budesonid, glycopyrronium va formoterol.

Anh huéng clia suy than lén néng do budesonid, glycopyrronium va formoterol trong téi da
24 tuan da dwoc danh gia trong mét phan tich dwoc dong hoc quén thé. B loc cau than wéc
tinh (eGFR) thay ddi t&» 31-192 mL/phit cho thdy mdc do suy than trong mau nghién ctu dao
dong tir trung binh @én khong suy than. O’ bénh nhan COPD c6 suy than trung binh (eGFR Ia
45 mL/phat), dién tich dwéi dwong cong (AUCo.12) clia glycopyrronium téng khodng 68% so
v&i bénh nhan COPD c6 chirc nang than binh thwong (eGFR > 90 mL/phut). Sau hiéu chinh

dd thanh thai ctia thudc theo tudi hodc khéi lwgng co thé, chirc néng than khang anh huéng

¢6 y nghia dén néng dd budesonid hodc formoterol, theo mét phan tich dwoc dong hoc quan
thé.

Tuong tac thubc

Khoéng ghi nhan twong tac dwoc ddng hoc nao gitra budesonid, glycopyrrolat va formoterol
fumarat khi dung phéi hop theo dwong hit. CAc nghién ctru twong tac thudc cu thé cla
BREZTRI AEROSPHERE véi céc thudc khac chua dwoc tién hanh.

Ketoconazol va Itraconazol: Ketoconazol va itraconazol la cac thudc trc ché manh Cytochrom
P450 (CYP) isoenzym 3A4 (CYP3A4), enzym chuyé&n héa chinh clia corticosteroid, tir d6, lam

téng ndng d6 budesonid trong huyét twong sau khi uéng va sau khi hit budesonid.

Cimetidin: & lidu khuyén céo, cimetidin, mot thudc (rc ché hé enzym CYP khdng dac hiéu, chi

anh hwdng nhe va khéng cé y nghia lam sang Ién dwoc ddng hoc ctia budesonid dwéng udng.

CAC NGHIEN CU'U LAM SANG

Hiéu qua lam sang clia BREZTRI AEROSPHERE da dwoc danh gia trong hai thir nghiém 1am
sang (Th& nghiém 1 va 2) ngau nhién, song song, mu déi, da trung tam trén nhirng bénh nhan
méac COPD murc dd t trung binh dén rat ndng van con triéu chirng trong khi diéu tri COPD

duy tri béng 2 loai thudc hit tré 1én trong vong it nhat 6 tudn trwéc khi tham gia nghién ctu.

Thir nghiém 1 (NCT02465567) (ETHOS) dwoc thwe hién trong 52 tudn véi tong sé 8588 bénh
nhan phan ngau nhién (1:1:1:1) diing BREZTRI AEROSPHERE
(budesonid/glycopyrrolat/formoterol ~ fumarat 320 mcg/18 mcg/9,6 mcg), budesonid,
glycopyrrolat va formoterol fumarat [BGF MDI 160 mcg/18 mcg/9,6 mcg] (BGF MDI 160
mcg/18 mcg/9,6 mcg khong dwoc phé duyét), glycopyrrolat va formoterol fumarat [GFF MDI
18 mcg/9,6 mcg], hodc budesonid va formoterol fumarat [BFF MDI 320 mcg/9,6 mcg], tat ca
déu dwoc dung hai lan/ngay. GFF MDI va BFF MDI dwoc st dung trong ciing mét éng hit va
td dwgc nhw BREZTRI AEROSPHERE.

Thir nghiém 1 dwoc thwe hién trén bénh nhan cé tién st mét hodc nhiéu 1an xay ra con kich
phat COPD mtrc d0 tlr trung binh hodc nang trong 1 nam trwdce khi tham gia nghién ctru, ty
I& FEV1/FVC sau khi dung thudc gian phé quan dwéi 0,7 va ty 1& FEV: sau khi dung thubc

gidn phé quan dudi 65% so véi gia tri binh thuong du doan.

DPac diém nhan khdu hoc clia mau nghién ctvu & tat ca cac nhém didu tri trong Thir nghiém 1
bao gdébm: tudi trung binh 65 tudi, 60% nam, 85% nguwoi da trdng va tién st hat thudc trung
binh la 48 géi/ndm, véi 41% nguwoi dang hat thubc. % FEV: trung binh sau khi dung thubc
gidn phé quan du doan 1a 43% (khodng 16% dén 73%). Tai thoi diém nghién clu, cac loai
thuéc COPD duoc st dung phd bién nhét 1a ICS + thubc khang muscarinic tac dung dai
(LAMA) + LABA (39%), ICS + LABA (31%), va LAMA + LABA (14%).



Trong Thtr nghiém 1, tiéu chi chinh la ty 1& cac dot cAp COPD murc d6 trung binh hodc nang
khi ding BREZTRI AEROSPHERE so v&i GFF MDI va BFF MDI.

Ther nghiém 2 (NCT02497001) (KRONOS) dwoc tién hanh trong 24 tudn véi tbng sb 1896
bénh  nhan phan ngau nhién (2:2:1:1)  dung BREZTRI  AEROSPHERE
(budesonid/glycopyrrolat/formoterol fumarat 320 mcg/18 mcg/9,6 mcg), glycopyrrolat va
formoterol fumarat [GFF MDI 18 mcg/9,6 mcg], budesonid va formoterol fumarat [BFF MDI
320 mcg/9,6 mcg], hodc chat déi chirng cé hoat tinh, nhan mé, tat cd déu dwoc dung hai
l&n/ngay. GFF MDI va BFF MDI duwoc s dung cling mét éng hit va td dwoc nhw BREZTRI
AEROSPHERE. Thir nghiém 2 duwoc thwc hién trén cac déi twong & thdi diém tham gia nghién
ctru, c6 ty 1& FEV1/FVC sau khi ding thubc gidn phé quan nhé hon 0,7 va FEV; sau khi ding
thuéc gidn phé quan thdp hon 80% so véi gia tri dw doan binh thwong. Bénh nhan trong Thir
nghiém 2 khong bét budc phai c6 tién st cac dot cdp COPD muc dd trung binh hodc nang

trong 1 nam truwdc khi tham gia nghién ctru.

Dac diém nhan khau hoc clia mau nghién ctu & tat ca cac nhém diéu tri trong Thir nghiém 2
bao gém: tudi trung binh 65 tudi, 71% nam, 50% ngudi da trang, 45% ngudi chau A va tién
st hat thudc trung binh 1a 52 goéi/ndm, véi 40% dang hat thubc. % FEV; trung binh sau khi
dung thubc gidn phé quan du doan la 50% (khodng 22% dén 84%). Tai thdi diém nghién curu,
céc loai thubc COPD dwoc st dung phd bién nhét 1a ICS + LAMA + LABA (27%), ICS + LABA
(38%) va LAMA + LABA (20%).

Trong Thtr nghiém 2, tiéu chi chinh la dién tich FEV; dwéi dwdng cong tir 0-4 gi& (FEV: AUCo.
4) & tudin 24 khi ding BREZTRI AEROSPHERE so voi BFF MDI va sy thay ddi cia day FEV:
vao bubi sang trwéc khi dung thuéc & tudn 24 so véi ban dau khi ding BREZTRI
AEROSPHERE so v&i GFF MDI.

Chirc néng phdi

Trong Thir nghiém 1, mét nhém nhd bénh nhan dwoc dwa vao mét nghién ctu phu do ho hdp
ky véi tiéu chi chinh la FEV: AUCo. & tudn 24 (mL) va sy thay d6i clia day FEV; vao budi
sang trudc khi dung thubc & tuan 24 (mL) so véi ban dau. BREZTRI AEROSPHERE cho thay
lam tang FEV1 AUCo.. khi dang diéu tri va tdng FEV, ddy & tuan 24 so véi BFF MDI va GFF
MDI (Bang 2). CAc tac dong 1&n chirc néng phdi (thay ddi trung binh clia day FEV: vao budi
sang trwéc khi dung thudc trong thoi gian diéu tri so voéi ban dau) khi dung BREZTRI
AEROSPHERE so véi GFF MDI va BFF MDI dwoc ghi nhan & tat ca cac thoi diém trong sudt
qua trinh nghién ctru (Hinh 1).

Trong Thi nghiém 2, BREZTRI AEROSPHERE cho thay lam ting FEV: AUCo.4 khi dang diéu
tri tai tudn 24 so véi khi ding BFF MDI va ting thay déi trung binh cla ddy FEV: vao budi
sang trwéc khi dung thube & tudn 24 so véi ban dau khi ding GFF MDI (Bang 2). Khac biét

gitra BREZTRI AEROSPHERE va GFF MDI vé s thay ddi trung binh ctia day FEV: vao budi

sang trwée khi dung thude & tudn 24 so véi ban dau khong cé y nghia théng ké.

Trong ca hai thtr nghiém, cé sw nhat quan vé& cai thién chirc nang phdi & cac phan nhém bénh
nhan duwoc phan loai theo tudi, gi6i tinh, miéc do gi¢i han théng khi (trung binh, ndng va rét
nang) va viéc s dung ICS trwdc do.

Bang 2: Thay ddi AUCo.4clia FEV; va thay ddi trung binh binh phwong téi thiéu (LS) cia
day FEV1(mL) vao bubi sang trwée khi dung thube & tudn 24 so véi ban dau trong thor

nghiém 1 (Nghién ctru phu do hd hép ky) va thir nghiém 2!

Thudc siv dung FEV1 AUCo4 & Tuan 24 Thay doi cua day FEV:

vao bubi sang trwéce khi

dung thuéc & tuan 24 so
v&i ban dau

Khéc biét Khéc bigt

GFF MDI BFF MDI GFF MDI BFF MDI

Thtr nghiém 1 (Nghién ctu phu)

BREZTRI 633 N=588 N=605 | 634 N=586 N=608
AEROSPHERE
53 mL 119 mL 35 mL 76 mL
(29, 77) (95, 143) (12, 57) (54, 99)

Thtr nghiém 2

BREZTRI 436 N=403 N=201 | 565 N=522 N=266
AEROSPHERE

5 mL 116 mL 13 mL 74 mL

(-25, 34) (80, 152) (-9, 36) (47, 102)

1Phan tich loai trir di liéu do ho hap ky dwoc thu thap sau khi ngirng diéu tri theo nghién clru.




Hinh 1: Gia tri thay déi trung binh hiéu chinh ciia day FEV; so v&i ban dau theo thoi
gian (Th nghiém 1)!

0.20

Nhém digu trj
m=—Qm— BREZTRI AEROSPHERE 320/18/9.6 mcg
=——dr= GFF MDI 18/9.6 mcg
== BFF MDI 320/3.6 mcg

0.15

0.10 4

Gia tri thay déi trung binh higu chinh
o
=
&
L

o vai ban dau cla ddy FEV, (L)

0.00 +

S4 tudin dung thude

1Phan tich loai trir di¥ liéu do hd hép ky dwoc thu thap sau khi nglrng diéu tri theo nghién ctru.
Trong Thir nghiém 2, trung vi thoi gian khéi phat vao ngay 1, dwoc xac dinh la mc FEV: tang
100 mL so véi ban dau, 1a trong vong 5 pht trén bénh nhan diung BREZTRI AEROSPHERE
320 mcg/18 mcg/9,6 mcg. Trong Thir nghiém 1, bénh nhan dwoc diéu tri bdng BREZTRI
AEROSPHERE 320 mcg/18 mcg/9,6 mcg trung binh st dung it thuc diéu tri cat con hang
ngay hon trong 24 tuan so v&i bénh nhan diéu tri bAing GFF MDI 18 mcg/9,6mcg va BFF MDI
320 mcg/9,6 mcg.

Con kich phat COPD

Trong Thir nghiém 1, tiéu chi chinh la ty 1& xay ra con kich phat COPD murc do trung binh
hodc nang dang trong thdi gian didu tri & nhitng bénh nhan ding BREZTRI AEROSPHERE
320 mcg/18 mcg/9,6 mcg so véi GFF MDI va BFF MDI.

Con kich phat COPD dwoc xac dinh khi tinh trang x&u di trong d6 c6 it nhat 2 triéu chirng
nang (khé thé, lwong dom va mau sic ctia dom) hodc bat ky 1 triéu chivng nang cling véi bét
ky 1 trong céc triéu chirng nhe sau day: ho, thé kho khé, dau hong, cdm lanh (chay nwéc mii
va/ho&c nghet miii) va sbt khdng do nguyén nhan khac trong it nhat 2 ngay lién tiép. Con kich
phat COPD dwoc danh gia & mirc d6 trung binh néu can diéu tri bang corticosteroid toan than
va/hodc khang sinh va duoc danh gia & mirc do néng néu can nhap vién hoac t& vong.

Trong Th&r nghiém 1, diéu tri bAng BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6 mcg cho
thay ty 1& xay ra con kich phat COPD mirc d trung binh hodc nang trong thoi gian didu tri
gidm di trong 52 tudn so véi khi dung GFF MDI va BFF MDI (xem Bang 3).

Bang 3: Ty Ié con kich phat COPD mipc do trung binh hodc ning trong 52 tuan

trong thir nghiém 1!

Diédu triz (N) Ty Ié trung Ty sé ty suét % Ty lé giam Gia tri P
binh (RR) so v&i con kich
ha thuéc déi phat COPD
ng chiéu
na (95% CI)
m (95% Cl
BREZTRI
AEROSPHE 1,08 N/A N/A N/A
RE (N=2137)
GFF MDI (N=2120) 1,42 0.76 2 p<0,0001
(0,69; 0,83) (17, 31)
BFF MDI (N=2131) 1,24 087 13 p=0,0027
(0,79; 0,95) (5,21)

1Phan tich trong thdi gian diéu tri loai trir div liéu dot cip xay ra sau khi ngivng diéu tri theo
nghién ctu.
2BREZTRI (BREZTRI AEROSPHERE) = budesonid/glycopyrrolat/formoterol fumarat 320

mcg/18 mcg/9,6 mcg; GFF MDI = glycopyrrolat/formoterol fumarat 18 mcg/9,6 mcg; BFF MDI
= budesonid/formoterol fumarat 320 mcg/9,6 mcg

Trong Thr nghiém 2, diéu tri bAng BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6 mcg lam
gidm ty & xay ra con kich phat COPD murc dd trung binh hodc nang hang nam trong thoi gian
didu tri so voi khi dung GFF MDI 18 mcg/9,6 mcg (RR [95% Cl]: 0,48 [0,37; 0,64]) va so voi
BFF MDI 320 mcg/9,6 mcg (RR [95% CI]: 0,82 [0,58; 1,17]). Sy khac biét gitta BREZTRI

AEROSPHERE v6i GFF MDI khéng cé y nghia théng k& phan nhiéu do phan tich theo thir

bac.

Chat Iwong cudc séng lién quan dén siec khée

Trong ca hai thir nghiém, chat lwong cudc séng lién quan dén strc khde duoc danh gia bing
cach str dung Bang cau héi hd hép cla St. George (SGRQ). Theo d6, c6 cai thién so véi ban

dau dwoc xac dinh khi didm SGRQ tiy 4 tré 1én.

Trong th& nghiém 1, ty & bénh nhan dang diéu tri c6 cai thién SGRQ & tuan 24 cao hon &
nhém ding BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6 mcg (50%) so v&i cd nhdm GFF
MDI 18 mcg/9,6 mcg (43%; ty s6 chénh 1,4; [95% Cl: 1,2 ; 1,5]) va nhém BFF MDI 320 mcg/9,6



mcg (45%; ty s6 chénh 1,2; [95% Cl: 1,1 ; 1,4]). Su khac biét twong tw gitva cac nhém diéu tri

cling dwoc ghi nhan & tuan 52.

Trong thtr nghiém 2, ty 1& bénh nhan dang diéu tri c6 cai thién diém SGRQ & tudn 24 cao hon
& nhém dung BREZTRI AEROSPHERE 320 mcg/18 mcg/9,6 mcg (50%) so v&i cd GFF MDI
18 mcg/9,6 mcg (44%; ty s6 chénh 1,3; [95%Cl: 1,0 ; 1,6]) va BFF MDI 320 mcg/9,6 mcg
(43%; ty sb chénh 1,3; [95%Cl: 1,0 - 1,7)).

HUONG DAN SU DUNG, XU LY VA LOAI BO
Bét ky san pham chwa sl dung hodc phé liéu nao déu phai dwoc xi Iy theo quy dinh cla dia
phuong. Tranh khéng lam v&, thiing hodc chay lo thubc, ngay ca khi lo thuéc dwong nhw

réng.
QUY CACH PONG GOI:
Hop gbém 1 tdi nhdm chira binh xit 120 lidu.

PIEU KIEN BAO QUAN:

Khéng bao quan trén 30°C. Tranh tiép xic voi nhiét d6 cao hon 50°C.

Khéng choc thiing lo thuc. Bao quan noi kho réo.

HAN DUNG

24 thang ké tir ngay san xuét. Chi s dung trong vong 3 thang ké tir khi mé géi nhom.
TIEU CHUAN CHAT LUWQNG CUA THUOC: Tiéu chuan clia nha san xuét

TEN, BIA CHi CUA CO SO SAN XUAT THUOC:

ASTRAZENECA DUNKERQUE PRODUCTION
224 avenue de la Dordogne, 59640 Dunkerque, Phap

NGAY XEM XET SUA DOI, CAP NHAT LAI NOI DUNG HUONG DAN SU’ DUNG THUOC:
27-10-2023
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