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2. Dung cu hit MDI cong nghé Aerosphere

3. Phan phoi thuoc dén vi tri tac dong




COPD LA MOT TRONG NH(NG NGUYEN NHAN HANG DAU GAY T’ VONG
TREN TOAN THE GIOI

COPD la nguyén nhan pho bién
thir 2 gay nhap cép,c(yu, tai mot
sO quoc gia?3

~392 triéu bér)h nhan
COPD trén thé gioit*

COPD la nguyén nhan gay t vong

hang thir 3 toan thé gioi4 Bé&nh nhan COPD ttr vong do ca

1. Tim thiéu mau cuc bd * nguyén nhan ho hap va khong
2. Dot quy §§§D§§§ 5 Z72s | |lién quan den ho hap, bao gbm

; - N .
3. COPD cac nguyén nhan tim mach

*In 2019

CV, cardiovascular

1. Adeloye D, et al. Lancet Resp Med 2022;10:447-458; 2. Lane ND, et al. BMJ Open Respir Res 2018;5:e000334; 3. Nardini S, et al. Multidiscip Respir Med 2014;9:46; 4. World Health Organization. The top 10 causes of death. 2023. Available from: https://www.who.int/news-
room/fact-sheets/detail/the-top-10-causes-of-death (Accessed 1 April 2023); 5. Mannino DM, et al. Respir Med 2006;100:115-122



BUD/FORM/GLY AEROSPHERE: LIEU PHAP BO BA TRONG 1 DUNG CU HiT?

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

ICS (BUD) LAMA (GLY) LABA (FORM)
budesonide 160 pg @ glycopyrronium 7.2 ug @ Formoterol fumarat
\ dihydrat 5 ug
S
Corticosteroid khang Hoat chéat khang Hoat chét cha véan beta2-
viém c6 hoat tinh muscarinic tac dung dai. adrenergic tac dung dai va
glucocorticoid manh Tac dung gian phé quan, co thoi gian khoi phat
@ dac hiéu tai cho nhanh. Tac dung gian phé
. quan, dac hiéu tai ché

1. Théng tin k& toa sa&n phdm Breztri Aerosphere tai Viét Nam
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BUD/GLY/FORM AEROSPHERE : HIEU QUA BAO VE TRONG 24 GIO*2*

BUD/GLY/FORM AEROSPHERE v@i lich diing thudc don gian, gilip bao vé ca ngay 1an dém?:2*

HIT,
BU&] TOI

- +

P Néuquén 1liéu, nén hit lai 1 liéu cang som cang tbt va liéu tiép theo nén hit vao thoi diém
nhw théng thuwdng?

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

1. Ferguson GT, et al. Lancet Respir Med. 2018;6:747-758. 2. Thong tin k& toa san pham Breztri Aerosphere tai Viét Nam



BUD/GLY/FORM AEROSPHERE HIEU QUA GIAM POT CAP & TU VONG
CHO BENH NHAN COPD

GIAM DOT CAP TRUNG BINH NANG

vs LABA/LAMA trong nghién ctru KRONOS véi phan
I&n dan sé nghién ctru khéng co tién st dot cép trong
nam trwéc (AR 0.46 vs 0.95; p<0.0001)12

GIAM DANG KE POT CAP NHAP VIEN
vs ICS/LABA (AR 0.13 vs 0.16; p=0.02)23

499% GIAM T’ VONG DO MOI NGUYEN NHAN VS. LABA/LAMA [a mét tiéu chi phu duoc xac dinh cGa nghién céeu (ti 18
t& vong 1.4% vs 2.6%; HR 0.51, 95% CI: 0.33 to 0.80; unadjusted p=0.0035)34

.1. Ferguson GT et al. Lancet Respir Med. 2018;6:747-758; 2. Rabe KF et al. Article and supplementary appendix. Online ahead of print. N Engl J Med. 2020; 3. Martinez FJ et al. Abstract. Am J Respir Crit Care Med. 2020;201:A4214.;-4. Stolz. Mortality

risk reduction with budesonide/glycopyrrolate/formoterol fumarate versus fluticasone furoate/umeclidinium/vilanterol in COPD: a matching-adjusted indirect comparison of ETHOS and IMPACT. Poster presented at: ATS 2023 International Conference; May
19-24, 2023; Washington, DC
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HIEU QUA & AN TOAN

CUA CAC bON CHAT & PHOI HOP




Phan phdi thudc hiéu qua = thudc phai den dwoc toan bd phoi

U

<

-
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Thu thé Muscarinic

« Thu thé M, chiém wu thé & phé quan, nhung

Thu thé B-adrenergic

o 11' ¥

« Thu thé B-adrenergic ting lén

doc theo duong dan khi & z’ ’ mat do gidm dan tir duong vé phé quan lon
' . ; f : 9 N e téi phé quan nhé; va khéng c6 & nhu moi
* Lwong thu thé B-adrenergic & ‘ : : o 7 phoi

nhu mé phdi nhiéu hon & phé

5 )"L
quan phoi® ‘Q

ﬂ'z

Sw phan phdi ICS

« Thu thé M, chi c6 & nhu mé phéi®
« Thu thé M, phan b kh&p phé quan va phbi

« Sy phan phéi ICS t&i cac dweng dan khi nhé c6 vai trd rat quan trong dé kiém soéat hen t6té

« Su thay dbi va rdi loan chirc ndng dwéng dan khi nhé dan tédi tdc nghén trong BPTNMT, va
viéc mat chlrc nang ctia duwéng dan khi nhé co thé dan tdi tinh trang khi phé thiing?

(1) Greenblatt E. et al. J Aerosol Med Pulm Drug Deliv 2016;29(1):57-75 - (2) Fernandez Tena et al. (2012) Arch Bronconeumol. 2012 Jul;48(7):240-6 - (3) Rau JL. Respir Care. 2005;50(3):367-382. - (4) Ibrahim M,et al.- Med Devices (Auckl). 2015;8:131-139.
doi:10.2147/MDER.S48888. - (5) Ikeda T et al. Br J Pharmacol. 2012; 166(6):1804-1814 - (6) Mastalerz, L et al.. Pol Arch Med Wewn. (2011); 121(7-8):264-9. - (7) Postma, D et al. Int J Chron Obstruct Pulmon Dis. (2014); 17(9):1163-1186



https://bpac.org.nz/2020/copd.aspx
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FORMOTEROL KHOI PHAT TAC DUNG TU 1-3 PHUT, TWONG PUONG SABA!
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Phut sau khi dung thuéc
—ij— Placebo —— Formoberal 45 ug —ile— Formoterol 8 pg —#— Salbutamol pMO| 100 pg —ip— Salbuamol pMD| 200 pg

** Banh nhan khéng nén bat dau st dung Bud/Form)trong con kich phéat? ) ) )
1. Nghién ctru mu d6i, gia déi ngau nhién cé ddi chirng, dbi chéo trén 36 bénh nhan tlr 18-64 tudi véi Hen nhe-trung binh (FEV1 trung binh 73,8% gia tri dw doan). Nghién ctru do chi s6 FEV1 tir 1 phut dén-30 phut sau khi hit thudc.

1. Adapted from Seberova and Andersson, 2000. 2. Thong tin ké toa Symbicort Turbruhaler
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GLYCOPYRRONIUM KHOI PHAT TAC DUNG TRONG VONG 5 PHUT

Glycopyrronium
»—m Placebo
A— Tiotropium

FEV1L

2

0O 1 2 3 4 5 6 7 8 910 11 12 131415 16 1718 19 20 21 22 23 24

Thoi gian sau khi dung thudc (gi®)

Kerwin et al. Eur Respi 2012; 40: 1106 1114
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GLYCOPYRRONIUM: CAI THIEN FEV, TRONG VONG 5 PHUT

Agent Dosing Range of increase  Time to peak
regimen, pg in FEV, at 5 bronchodilation
minutes post-dose
versus placebo

LAMASs

Aclidinium [34] 200 b.id Approx. 70 mL Apprax. 2 hours
400 b.id Approx. 105 mL

lotropium 18 gd. 45-70 mL Approx. 2 hours

[30,42]

Glycopyrronium 50 qd 87 mL Approx. 2 hours

[42]

Roche, N., Chavannes, N. H., & Miravitlles, M. (2013). COPD symptoms in the morning: Impact, evaluation and management. Respiratory Research, 14(1), 112. https://doi.org/10.1186/1465-9921-14-112
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PHOI HOP BUD/GLY/FORM: GIUP CAI THIEN CHU’C NANG PHOI TRONG 5 PHUT?

BUD/GLY/FORM céi thién FEV, so véi ban dau:

i h
@ +175 mL +381 mL @

5 PHUT <4 GIO
sau khi hit S0 voi ban dAu S0 voi ban dAu Ly’

<

6, 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:
Z https://www.ema.europa.eu/en/documents/product-information/trixeo-aerosphere-epar-product-information_en.pdf (Accessed 14 June 2023)



I
NGUY CO VIEM PHOI & NHOM PIEU TRI VOI BUDESONIDE iT HON FLUTICASONE

Phan tich hé thdng cac nghién ctru so sanh truc tiép danh gia khac biét vé nguy co viém phdi gitra Fluticasone va Budesonide

— —————————————

d Risk with Bud id Increased Risk with Fluticasone

Any Pneumonia

Lipson 2017, 24 weeks, RCT, crude RR, 2.82; 95% Cl, 1.20—6.63

- = Phan tich ti 5 nghién cteu (57,199 bénh nhan) cho

N thay Budesonide it nguy co’ viém phoi hon
I L6597 .02-5000 g Fluticasone: bénh nhan dung Fluticasone tang
Pooled Risk Ratio, Fixed Effects, Any Pneumonia RR, 1.13; 95% C, 1.09—1.19 18
- - 13% (95% ClI: 1.09-1.19) nguy co’ viém phdi so voi
R | benhnhan ding Budesonide

o et = Twong tw, bénh nhan dung Fluticasone tang 14%
Pooled Risk Ratio, Fixed Effects, Serious Pneumonia RR, 1.14; 95% Cl, 1.09-1.20 10 (pOOIGd RR: 1.14; 95% ClI: 109—120) nguy co’' VIEm
T phdi nang so v&i bénh nhan dung Budesonide

Risk/Odds Ratios

Figure 2 Risk of pneumenia associated with fluticasene and budescnide in head-to-head studies.

This review investigated whether there is an intraclass difference in risk of pneumonia between inhaled fluticasone and budesonide, the 2 most used ICS in COPD. A search of the medical literature was conducted in PubMed and-Embase forthe period
of 01/01/69-05/31/19. The summary relative risk (RR) ratio across 5 included studies (57,199 patients) has been assessed.

Thomas P Lodise.et al International Journal of Chronic Obstructive Pulmonary Disease 2020:15 2889-290 International Journal of Chronic Obstructive Pulmonary Disease
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Dung cu hit MDI cong nghé Aerosphere™




]
Yéu to can nhac Iwa chon dung cu hit cho bénh nhan COPD?

Lwa chon dung cu quen thudc

v&i bénh nhan, dé tw van?

Toi can dung cu nao quen
thudc, dé st dung?

Dung cu dam bao bénh nhan
St dung duwoc & moi lue hit?

Toi khéng thé hit nbi

z % thubc?
TOi gap triéu ching ca

ngay /an dém?

G6c nhin cua bénh Gd6c nhin cﬁq
nhan COPD? chuyén giay te?

Lu’a’? ch_or] dung cu hit phan
phoi thubc téi phoi?




S’ PHAN TAN CUA THUOC DANG KHI DUNG
THEO KiCH THUYO'C TIEU PHAN

Inertial impaction

Exhalation
Kich thwde hat
Kich thwdce hat ‘\ > 3-6 um (30-60 L/min)
< 0,9 um
Sedimentation* ('%

Kich thwde hat
1-3 um (30-60 L/min)

Sedimentation* (and diffusion**)

Kich thwde hat
<< 1 um (30-60 L/min)
*Predominant for particles 1-3 pm at 30-60 L/min ﬂ
|

(**For particles << 1 ym)

Pascal Demoly - Respiratory Medicine (2014)



Dung cu hit MDI cong nghé AEROSPHERE™ vé&i cac hat

phospholid déng vai tro 1a chat mang

Dung cu hit MDI cong nghé AEROSPHIIERETM st dung céac hat cau
tric 16 dwoe cai tién dé van chuyén thuéc mét cach hiéu qual

Cac dac tinh quan trong:
Cau triic nano bot nhe gilp tang cwong khi dong hoc va
kha nang tao khi dung toi da‘

Bé mat lwon song lwéng tinh (than nwéce va than dau) cho
phép cac tinh thé thudc gan vao — han ché sy tuwong tac
thuoc — thudc, thudc — binh xitt

Bwong kinh (MMAD*) ~3.0 um — kich thwérc toi vu dé
phan phoi hiéu quéa thudc téi dwérng dan khi trung tam va
ngoai vil:34

La phospholipid, thanh phan tw nhién cta chat dién hoat
phbi, cho phép phan tan va lang dong cac tinh thé thubc | |

trén bé mat dwong dan khi? | |
Supporting references M M A D ""3 l...l m
1. Vehring et al. Langmuir. 2012;28(42):15015-15023. doi:10.1021/1a302281n

2. Wauthoz N et al. Eur J Lipid Sci Technol. 2014; 116(9):1114-1128

3. Demoly P, et al., Respiratory Medicine (2014), http://dx.doi.org/10.1016/j.rmed.2014.05.009

4. de Boer et al. (2015) Eur J Pharm Biopharm. 2015 Oct;96:143-51 * Mass median aerodynamic diameter

Cac dac tinh cua hat phospholipid?

Low density
(schematic cross-section) Porous corrugated surface

Aerodynamically light

construction

20kv X15,000 1pm 12/MAR/08

Reprinted (adapted) with permission from Vehring et al. Langmuir;
28(42):15015-15023. doi:10.1021/1a302281n. Copyright 2012 American
Chemical Society. Bottom left image copyright of AstraZeneca / Pearl
Therapeutics



CONG NGHE AEROSPHERE CHO PHEP CAC TINH THE THUOC TAO THANH
HON DICH DONG NHAT ON DINH VO'1 CAC HAT PHOSPHOLIPID!23

. Sw két hop chat ché gitra phospholipid
va cac tinh thé thubc tao thanh hén dich
6n dinh?

« CA4c tinh thé thubc gan déng déu vao céac
hat phosphopld theo dung ti Ié€ va duy tri
sw gan két nay sau khi hit thudc?:2

Tao hdn dich 6n dinh, dong nhat so v&i cac
hén dich chi c6 tinh thé thudct

1. Vehring et al. Langmuir. 2012;28(42):15015-15023. doi:10.1021/la302281n
2. Lechuga-Ballesteros et al. Future Med Chem. 2011;3(13):1703-1718. doi:10.4155/fmc.11.133
3. Doty et al. AAPS PharmSciTech. 2017 Oct 10

¥ O @

Trwéc 2 giay 30 i3
i glay
khi lac sau lac sau lac

Binh xit khéng c6 cdng nghé
AEROSPHERE
Tinh thé thuéc cé thé phan tach nhanh
choéng 30 giay sau khi lac 3

Binh xit cobng nghé AEROSPHERE™
Duy tri hén dich én dinh 30 giay sau khi l1ac3
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Phan phoi thuoc
den vi tri tac dong




Dung cu hit MDI cong nhghé AEROSPHERE™ tao ti Ié hat min cao

giap phan phoi thuoc hiéu qua

Dung cu hit cong nghé AEROSPHERE™ tao ti
1€ hat min (FPF — kich thwé&c hat < 5um) cao:

- Lwe hit 30L/phat: 4 7% - 51%

- Lwe hit 60L/phat: 58% - 61%

1. Wu L, Van Holsbeke C, Mack P. Consistent lung delivery of inhaled triple ICS/LAMA/LABA combination using the co-suspension delivery technology: an in silico modelling study; 2.
International Journal of Chronic Obstructive Pulmonary Disease 2021:16
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BUD/GLY/FORM AEROSPHERE: KiCH THUYOC HAT TOI U GIUP PHAN PHOI THUOC HIEU QUA

BUD/GLY/FORM cho kich thwéc hat ~3 um* trong khoang kich thwéc téi wu 1.5-5 pm cho phan phéi thuéc t&i phois+

GLYCOPYRRONIUM

BUDESONIDE _
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KICH THUOC ~3 pm?23

~3 pum?33 ~200 pm®

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

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.



BUD/FORM/GLY AEROSPHERE CHO Ti LE LANG PONG THUOC TAI PHOI CAO HON 2 LAN VS
FE/UMEC/VI

‘
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Lang dong dwdng thé nhé: BUD 16.1% vs FF 3.3% Lwu lwong dong thé trung binh 69L/p

Lang dong tai phoi ctia cac ICS/LAMA/LABA*

BUD/FORM/GLY FF/VI/UMEC

] BUD/FORM/GLY
= FF/UMEC/VI

7 mtrc d6 lang dong thudc
tai phoi & dworng thé nhé (P<0.001)

. .

Toan bd phéi Puwong théd nhé In-silico activity does not always correlate with clinical efficacy

Image reproduced with permission from Usmani O, et al. Respir Res 2023;24:226 under the creative commons license CC BY 4.0: https://creativecommons.org/licenses/by/4.0/

*In-silico 3D airway models of 20 patients with COPD were used to evaluate total lung and regional airways deposition as a percentage of delivered dose of budesonide / glycopyrronium / formoterol fumarate dihydrate pressurised metered-dose inhaler
160/9.0/4.8 pg per actuation and FF/UMEC/VI 100/62.5/25 ug dry powder inhaler, assessed by FRI based on in-vitro aerodynamic particle size distributions of each device. Data shown are the mean lung deposition at the mean 69 L/min profile. FF/UMEC/VI,
fluticasone furoate / umeclidinium bromide / vilanterol; FRI, functional respiratory imaging; ICS, inhaled corticosteroid(s); LABA, long-acting beta,-agonist; LAMA, long-acting muscarinic antagonist

Usmani O, et al. Respir Res 2023;24:226



BUD/GLY/FORM AEROSPHERE™

Chat mang cé Hén dich déng Phan phoi lieu Sw lang dong e

kich thwérc téi nhét én dinh gitp thubc &n dinh toi én dinh cic tth; ;i 't:'i‘g :é?inlgn
wu, dwore lam tir phan phdi céac liéu toan bo phoi, ca thanh phan t&i '322/04,5
phospholipid5 thuéc 6n dinhl24 dwong dan khi Ion thuoc tai phoi®

va dan khi nhé24

'MMAD ~3 pm!
: 2. A 2 B . Cac hat phéan tan tai
T'”Qggecg‘gﬁ:tga” Cac hat thubc tir han Mi khi hit thudc, bé mat duong dén
phospholipid 1a dich 6n dinh trong llat pI:\OSE)h?rLIpl’(d khi, lang d,ang hiéu
thanh phan tw nhién dung cy hit va phan van enuyen oee qua

t&i dwdng dan khi

hoi dung liéu A
P g I[&n va nho24

trong chét dién hoat
cla phdil:24

BUD/GLY/FORM: Budesonide/Glycopyrronium/Formoterol

1. Vehring R, et al. Langmuir 2012;28:15015-15023. 2. Wauthoz N et al. Eur J Lipid Sci Technol. 2014; 116(9):1114-1128; 3. Israel S, et al. Eur J Pharm Sci 2020;153:105472 ; 4. Usmani O, et al. Respir Res 2021;22:261; 5. Usmani O, et al. Chest
2020;158:A2435-A2437



KET LUAN

Formoterol khéi phat tdc dung trong vong 1-3 phut
Glycopyrronium: hiéu qua cai thién FEV, trong vong 5 phut
Nguy co viém phdi & Budesonide thap hon Fluticasone

Bud/Gly/Form Aerosphere: dung cu MDI thich hgp cho bénh nhan COPD, don gian
trong s dung

Cong nghé tién tién Aerosphere:
+ Hén dich déng nhat én dinh gitip phan phdi cac liéu thudc 6n dinh
+ Phan phdi thudc hiéu qua téi toan bd phdi, bao gom dwdng thd nhd

+ Lang dong thudc tai phdi cao hon 2 1an so véi Flu/Umec/VI

1. Ferguson GT, et al. Lancet Respir Med 2018;6:747—758; 2. Thomas P Lodise.et al International Journal of Chronic Obstructive Pulmonary Disease 2020:15 2889-290; 3. Vehring R, et al. Langmuir 2012;28:15015-15023; 4. Wauthoz N
et al. Eur J Lipid Sci Technol. 2014; 116(9):1114-1128; 5. Israel S, et al. Eur J Pharm Sci 2020;153:105472 ; 6. Usmani O, et al. Respir Res 2021;22:261; 7. Usmani O, et al. Chest 2020;158:A2435-A2437; 8. Seberova and Andersson,
2000; 9. Kerwin et al. Eur Respi 2012; 40: 1106 1114; 10. Seberova and Andersson; 11. Roche, N., Chavannes, N. H., & Miravitlles, M. (2013). COPD symptoms in the morning: Impact, evaluation and management. Respiratory Research,
14(1), 112. https://doi.org/10.1186/1465-9921-14-112
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