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Thé ky 21: Ky nguyén cua cac bénh khodng lay

Projected trends in cause of deaths in developing regions
Deaths (million/year)
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Total number of people who died from
the following conditions (in millions)
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Ischaemic heart disease (@]

Stroke . .

Chronic obstr.u ctive

8.9

Lower respiratory 2
infections 0

Neonatal conditions

Trachea, bronchus, % ®
lung cancers 16

Alzheimer's diesease and ® ©
other dementias z

Diarrhoeal diseases ® o

Source: World Health Organization

COPD va bénh tim mach: nguyén nhan gay

t& vong hang dau hién nay

1. https://www.who.int/news-room/fact-sheets/detail/noncommunicable-diseases

2. Lil.Etal. /nt/Surg.2025 Mar 1;111(3):2385-2397
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COPD la mét trong nhirng nguyén nhan hang dau gay tir vong
trén toan thé gi&i

COPD la nguyén nhan pho
bién thtr 2 gay nhap cap ctru
tai m6t s6 quoc gia?3

U'éc tinh~600 triéu
bénh nhan COPD trén
thé gi®i vao nam 2050*

Bénh nhan COPD tr vong do
ca nguyén nhan hé hap va
khéng lién quan dén hé
hap, bao gdm cac nguyén
nhan tim mach?®

COPD la nguyén nhan gay te
vong hang th&r 3 toan thé gi¢i4’
1. Tim thiéu mau cuc bd

2. b6t quy

3. COPD

*In 2019

CV, cardiovascular

1. 1.Boers E, et al. Global burden of chronic obstructive pulmonary disease through 2050. JAMA Network Open. 2023;6(12):e2346598-€.

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



PHAN LOAI COPD DUA VAO
NGUYEN NHAN BENH SINH

Classification Description
Genetically determined COPD Alpha-1 antitrypsin deficiency (AATD)
(COPD-G) Other genetic variants with smaller effects acting in

combination

COPD due to abnormal lung Early life events, including premature birth and low
development (COPD-D) birthweight, among others

Environmental COPD

Cigarette smoking COPD (COPD-C) Exposure to tobacco smoke, including in utero or via
passive smoking

Vaping or e-cigarette use

Cannabis
Biomass and pollution exposure Exposure to household pollution, ambient air pollution,
COPD (COPD-P) wildfire smoke, occupational hazards
COPD due to infections (COPD-I) Childhood infections,Jtuberculosis-associated COP[1 HIV-
associated COPD

COPD & asthma (COPD-A) Particularly childhood asthma

COPD of unknown cause (COPD-U)

*Adapted from Celli et al. (2022) and Stolz et al. (2022)

© 2025, 2026 Global Initiative for Chronic Obstructive Lung Disease



PIEU TRl NEN TANG COPD

ICS"2 LABA3-5 LAMAGS-8
giam viém thac day gian phé quan trc ché co thét phé quan

Vilanterol
Fluticasone furoate R Formoterol
Budesonide ‘ Salmeterol

Umeclidinium
Glycopyrronium
Tiotropium

Indacaterol

FF: Fluticasone furoate; ICS: Corticosteroid dang hit; LABA: Chat ddng van B, tac dung kéo dai; LAMA: Chét déi khang muscarinic tac dung kéo dai;




GOLD 2023- 2025-2026 nhan manh vai tro cta liéu phap b6 ba

Dot cap: yéu té then chét giap can nhac liéu phap bd ba la lwa chon khéi tri hodc tang bac

Dyspnoea Exacerbations

Group E
22 moderate exacerbations LABA + LAMA*

or 21 leading to hospitalisation Consider LABA + LAMA + ICS*

if blood EOS 2300

LABA or LAMA If blood EOS LABA or LAMA
' <300 cells/uL
If blood EOS

2300 cells/pL

LABA + LAMA*

LABA + LAMA*
0 or 1 moderate exacerbation Group A Group B

(not leading to hospital admission) A bronchodilator LABA + LAMA* If blood EOS

<100 cells/pL

If blood EOS
=100 cells/uL

mMRC 0-1, CAT <10 mMRC 22, CAT 210 : COI‘!SIder switching inhaler LABA + LAMA + ICS*
device or molecules

Page 48, Figure 3.7 » Implement or escalate non-

pharmacological treatment(s)

« Investigate (and treat) other : . : .
One or more (2 1) GROUP E causes of dyspnoea FEF'?/ofLusn;g/ast Azithromycin
* 1 o and (preferentially in
GOLD moderate or severe LABA + LAMA chronic bronchitis former smokers)
2026 exacerbations in the Page 51, Figure 3.9 :
previous year consider LABA+LAMA+ICS* if blood eos 2 300

GOLD 2023, GOLD 2024, GOLD 2025, GOLD 2026



2026

Follow-up Pharmacological Treatment

Figure 3.9

REPORT

@& Adjust Treatment

CONTINUE CURRENT TREATMENT
unless dyspnea or exacerbation(s) require optimization

IF PERSISTENT DYSPNEA IF ONE OR VIORE MODERATE OR
SEVERE EXACERBATION
LABA or LAMA J LABA or LAMA J
1 L IE—
if blco;oo
LABA + LAMA® J LABA + LAMA® J ons
1 (s ]
E52%%00 i¢ oo b
eos = 100 if two moderate or
= Consider switching inhaler device or ) LABA + LAMA + ICS® '— S Sacerbation
molecules
e Implement or escalate ‘k
non-pharmacological treatment(s)

* Consider adding ensifentrine f 1
= |Investigate (and treat) other causes

-

R Roflumilast Azithromycin Biologic Therapy:®
o yspnea if FE\_/1 < 50% & preferentially in (see Figure 3.11)
= chronic bronchitis former smokers, e Dupilumab (if chronic bronchitis)®

Qu:mab

2Single inhaler therapy may be more convenient and effective than multiple inhalers; single inhalers improve adherence to treatment.

Plisted in order of approval in the US.

“Patient-reported history of chronic bronchitis (chronic productive cough) for 3 months in the year up to screening, absent other known causes.

Consider de-escalation of ICS if pneumonia or other considerable side-effects. In case of blood eosinophils = 300 cells/ul de-escalation is more likely
to be associated with the development of exacerbations.

© 2025, 2026 Global Initiative for Chronic Obstructive Lung Disease
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Calderon A, Dimond C, Choy D, Pappu R, Grimbaldeston M, Mohan D, Chung K. Targeting interleukin-33 and thymic stromal lymphopoietin pathways for novel pulmonary therapeutics in asthma and COPD

Eur Respir Rev 2023; 32: 220144. PUBMED.
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BANG CHUNG DIEU TRI LIEU PHAP
SINH HOC COPD

Evidence Supporting Use of Biologics inm thhe Treatment of COPD

Figure 2.1 1

Molecule/RCT™ Key inclusion criteria®™ Annualized rate of Lung function Quality of life
moderate/severe improvement improvement
exacerbations (pPre-BD FEV1)“ (SGRQ)
Dupilumab
(BOO Mmg/ 2 weeks)
BOREAS? FEV1 post-BD 30-70%26 RR O.70; P = 0.001 S3ImMmL; P =< 0.001 -3.4; P = 0.002
(N=939) chronic bronchitis® (9526 Ci: 42, 125) (95%6 CI: -5.5, -1.3)

eos = 300 (screen)

NOTUS? FEV1 post-BD 30-70%6 RR O0.66; P = 0.001 &62mL; P = 0.02 -3.4*

(N=935) chronic bronchitis® (9596 C1: 11, 113) (952 Cl: -5.8, -0.9)
eos = 300 (screen)

Mepolizumab

(1LOO Mmg/ a4 weeks)

METREO= FEV1I post-BD 20-80%246 RR O.80; NS A1A9mMmL; NS -1L.8; NS
(Nn=674) eos = 150 (screen) or (9526 Cl1: -29, 67) (9526 ClI: —4.5, 0.8)
eos = 300 (previous
vear)
METREX? FEV1 post-BD 20-80%246 RR O.82; P = 0.04 - 1OmMmL; NS O.2; NS
(N=836) eos = 150 (screen) or (9526 ClI: -54, 33) (9526 Cl: -2.8, 3.2)

eos = 300 (previous

vear)©
MATINEE? FEV1 post-BD 20-80%246 RR O.79; P = 0.0 - 9.0mL; NS -2.3; NS
(N=804) eos = 300 (screen) and (9526 Cl: -60.1, 42.1) (9526 Cl: -4.6, O.1)

eos = 150 (previous
vear)

*Molecules are listed in order of approval in the US.

These results cannmnot be directly compared across trials as there were different patient populations included.

a: all studies recruited patients with exacerbations in the previous year while receiving inhaled triple therapy

b: patient-reported history of chronic bronchitis (chronic productive cough) for 3 months in the year up to screening, absent other known causes
c: pre-defined ecosinophilic population

d: at 52 weeks

e: significance Nmnot tested according to hierarchical testing procedure

NS: not statistically significant; eos: blood eosinophils (cells/jul); SGRQ: St George's Respiratory Questionnaire; BD: bronchodilator; RR: risk ratio.

References: '"BEhatt et al. N Engl J Med 2023;:389:205-214; *Bhatt et al. N Engl J Med 2024;:;390:2274-2283; *Pavord et al. N Engl J
Med 201 7;:;377:1613-1629; *“Sciurba et al. N Engl J Med 2025;:;392:1710-1720; .

© 2025, 2026 Global Initiative for Chronic Obstructive Lung Disease



CAC THUOC SINH HOC PIEU TRI COPD

Table 1
Possible therapeutic targets for the biological treatment of COPD and ongoing clinical trials.
Therapeutic target Biologic Phase III Ongoing Results
clinical trials clinical trials
IL-5 Mepolizumab METREO & MATINEE 18-20% reduction of moderate-severe
METRIX exacerbations compared with placebo
(non-significant)
IL-5 receptor Benralizumab GALATHEA & RESOLUTE 18% and 7% reduction of moderate-severe
TERRANOVA exacerbations compared with placebo
(non-significant)
IL-4 and 13 receptor Dupilumab BOREAS NOTUS 34% reduction of exacerbations, improvement
of lung function and state of health (significant)
TSLP Tezepelumab COURSE Unavailable
IL-33 I[tepekimab AERIFY AERIFY-2 Unavailable
11-33 Tozorakimab OBERON & PROSPERO Unavailable
TITANIA
ST2 (IL-339 receptor) Astegolimab ALIENTO ARNASA Unavailable

Kersul AL, Cosio BG

. Biologics in COPD. Open Respiratory Archives. 2024;6(2):100306.



Dupilumab for COPD with Blood Eosinophil
Evidence of Type 2 Inflammation

A Moderate or S e COPD E riations

1.0
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line k .E ; ___f__ _F—ﬂ'ﬁq__"'-m___
%= 0124 —_— - | .|
Mo. at Risk b
Placeba 4685 464 458 453 453 4428 430 415 403 394 3824 3IEE 351 303 .E 008 - -l-
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i 00 = Placebo I I
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0.9 —0.04 o
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g 0.7 Base- 2 4 B 12 24 i6 a4 52
% 0.6 line Waealk
=
= Mo. of Patients
g with Data
Dupilurmak 381 353 352 347 345 341 335 327 132
Placebo 159 344 351 343 342 342 334 326 124

Figure 2. Change in Prebronchodilator FEV, over Time.

Base- 4 & 12 16 20 24 28 32 36 40 44 48 32
— Week I bars indicate 95% confidence intervals. FEV, denotes forced expiratory volume in 1 second, and LS denotes least

Mo, at Risk SRR
Placeba 465 442 414 3ITE 3I55 II9 T19 301 IZBZF I6Z 48 232 ZF11 149
Dupilumab 470 448 433 416 391 377 352 325 304 28B4 270 258 236 176

Figure 1. Cumulative Moderate or Severe COPD Exacerbations and Time to
the First Moderate or Severe COPD Exacerbation Event during the 52-Week
Trial Period.

I bars indicate 35% confidence intervals. Triangles and circles indicate cen-
sored data. COPD denotes chronic obstructive pulmonary disease.

Bhatt SP, Rabe KF, Hanania NA, Vogelmeier CF, Bafadhel M, Christenson SA, et al. Dupilumab for COPD with blood eosinophil evidence of type 2 inflammation. New England
Journal of Medicine. 2024;390(24):2274-83.




- Lo J
Dupilumab reduces exacerbations and improves lung function in patients e’
with chronic obstructive pulmonary disease and emphysema: Phase 3

randomized trial (BOREAS)

Surya P. Bhatt ™ ', Klaus F. Rabe ™ ', Nicola A. Hanania “, Claus F. Vogelmeier “, |
Mona Bafadhel °, Stephanie A. Christenson’, Alberto Papi“, Dave Singh b , Elizabeth Laws’,
Paula Dakin’, Jennifer Maloney’, Xin Lu’, Deborah Bauer ', Ashish Bansal’, Lacey B. Robinson “,

Raolat M. Abdulai “

Placebo, Dupilumab, Relative risk® vs P-value for
n n placebo (95% CI) interaction®

Emphysema at baseline

Emphysema 151 155 0.710 (0.533 to 0.945) —— 0.8296

Mo emphysema 320 313 0.685 (0.527 to 0.891) ——

0 0204 060810121416 18 2.0
+ >
Dupilumab better Placebo better

Bhatt SP, Rabe KF, Hanania NA, Vogelmeier CF, Bafadhel M, Christenson SA, et al. Dupilumab reduces exacerbations and improves lung function in patients
with chronic obstructive pulmonary disease and emphysema: Phase 3 randomized trial (BOREAS). Respiratory medicine. 2025;236:107846.



Mepolizumab giam th&i gian dén dot cap trung binh va

nang

>

Placebo
90 - — Mepolizumab 100 mg SC

80
70 4
60
50 H
40 -
30 4
20 4

exacerbation (%)

Probability of first moderate/severe

01 HR: 0.80 (95% Cl: 0.68, 0.94); p=0.006

T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 952

Time to event (weeks)

Number at risk
Placebo 455 400 338 293 251 229 201 183 168 156 144 133 131 93

Mepolizumab 456 410 360 330 292 267 251 232 220 205 196 186 177 133

oo

100 4 Placebo
90 = — Mepolizumab 100 mg SC

80 =
70 =
60 -
50
40
30 =
20 =
10 =

HR: 0.81 (95% CI: 0.61, 1.09); p=0.170

Probability of first exacerbation leading to
ED visit/hospitalization (%)

O—T=T—T— 7T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52

Time to event (weeks)
Number at risk

Placebo 455 444 427 414 398 383 368 362 352 345 335 326 320 251

Mepolizumab 456 447 435 428 417 408 402 395 387 382 378 365 358 271

Pavord ID, Chapman KR, Bafadhel M, Sciurba FC, Bradford ES, Schweiker Harris S, et al. Mepolizumab for eosinophil-associated COPD: analysis of METREX and METREO.

International Journal of Chronic Obstructive Pulmonary Disease. 2021:1755-70.



Mepolizumab gidm dot cap TB/ NANG HANG NAM

Mepolizumab/

placebo® Exacerbation type RR (95% CI) P value

(N=626/736) Moderate/severe —— 0.82 (0.71, 0.95) 0.006
(N=125/142) Requiring ED/hosp. [ L 0.85(0.61, 1.18) 0.328
(N=104/120) Severe : = : | 0.88 (0.62, 1.25) 0.475

Favors mepolizumab E Favors placebo

-t | -
I ] I I 1
0.25 0.50 1.00 2.00 4.00

RR, mepolizumab 100 mg SC/placebo (95% CI)

Figure | Reduction in annual rate of exacerbations. “Numbers indicate number of exacerbations experienced in each group.
Abbreviations: Cl, confidence interval; ED, emergency department; hosp., hospital; RR, rate ratio; SC, subcutaneous.

Pavord ID, Chapman KR, Bafadhel M, Sciurba FC, Bradford ES, Schweiker Harris S, et al. Mepolizumab for eosinophil-associated COPD: analysis of METREX
and METREO. International Journal of Chronic Obstructive Pulmonary Disease. 2021:1755-70.



Hiéu qua dwa vao so té bao EOSINOPHIL

Mepolizumab Placebo
Blood Eosinophil Count Group Group Rate Ratio (95% Cl)
cells/mm3 no. of patients meeting criterion /total no. of patients
<150 with no historical count =300 184/184 190/190 IE—I—I 1.23 (0.99-1.51)
<150 regardless of historical count 236/640 230/645 —— 1.10 (0.91-1.34)
>150 to <300 237456 235/455 I-—I—E-—l 0.92 (0.76-1.11)
>300 to <500 112/456 110/455 l i { 0.75 (0.55-1.00)
>500 53/456 67/455 | = — 0.72 (0.48-1.09)
<150 with historical count =300 53/456 42/455 i i 3 0.64 (0.40-1.03)
0.|25 0.150 1.60 2.IOO
-
Mepolizumab Better Placebo Better

Pavord ID, Chanez P, Criner GJ, Kerstjens HA, Korn S, Lugogo N, et al. Mepolizumab for eosinophilic chronic obstructive pulmonary disease. New England Journal of Medicine.
2017;377(17):1613-29.
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B N =233

Mepolizumalk, 100 mg

METREX"

Placebo

N =225
M =223

Mepolizumalb, 100 mg

Mepolizumab, 300 mg

METREO®

FPlacebo

N =226

Trial was extended to 104 weeks to

maximize the opportunity for collection of

exacerbation data. Other secondary
endpoints including lung functions and
PROs were collected at 52 weeks.

M = A03

Mepolizumab, 100 mg

N =233

>

52 weeks I

Y
MATINEE ( R
N
M= 804 Placebo Variable ci >
T M =228
M = 468
Dupilumakb
BOREAS + /’;\ M= 470
NOTUS N_/ | N=4am
M = 1873
N = 465
104 weeks

Bhatt SP,et al. Dupilumab Versus Mepolizumab for COPD: Evaluating Efficacy Outcomes
Using Placebo-Adjusted Indirect Treatment Comparison. Pulmonary Therapy. 2025:1-17.



So sanh gian tiép gitra Mepolizumab va Dupilumab
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Bhatt SP, Freemantle N, Soliman M, Heble J, Cabon Y, Mayen Herrera E, et al. Dupilumab Versus Mepolizumab for COPD: Evaluating Efficacy Outcomes Using
Placebo-Adjusted Indirect Treatment Comparison. Pulmonary Therapy. 2025:1-17.
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Vai tro da dang va khac biét cua truc IL-33/ST2
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FIGURE 2

Different role of IL-33/ST2 axis in diverse diseases. (A) The role of IL-33 in central nervous system. (B) The role of I1L-33 in inflammatory diseases. (C)

Double-edged sword role of I1L-33 in tumor development.

Sheng F, et al. IL-33/ST2 axis in diverse diseases: regulatory mechanisms and therapeutic potential. Frontiers in Immunology. 2025;16:1533335.



VAI TRO IL-33 TRONG COPD
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Riera-Martinez L, Canaves-Gémez L, Iglesias A, Martin-Medina A, Cosio BG. The role of IL-33/ST2 in COPD and its future as an antibody therapy. International journal of
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KHANG INTERLEUKIN-33/ST2 TREN COPD

TABLE 1 Continuwed

Studyfdrug

Target populatiomn

Study design

Dose

Key inclusion criteria

Key results summary Key results according to type 2

inflammation

MNCTO361 5040
[15]

COPD ST20P
Astegolimab
([anti-ST2)

MCTOS701983
MCTO4751487
AERIFY-1 and
AFRIFY-2 studies
Itepekimab
(anti-IL-33)

MCTOS03T929
ALIEMTO studhy
Astegolimab
(anti-ST2)

MNCTO4631016
FROMTIER-42
Tozorakimab
(MED I3506)
(anti-IL-33)

MCTOS5166889
OBERCM stuchy
Tozorakimab
(MEDI3506)
(anti-IL-33)

Moderate to wery sewvers
COFPD

Moderate-to-sewvere COPD

Moderate to wery sewvers

COPD

Moderate-to-sewere COPD

Moderate to wery sewvers
COFPD

n=40 patients per
arm
Primary end-point:
annualised
rate reduction of
moaderate-to-sewere
COPD exacerbations
during 48-week
treatment period

=310 patients per
arnn
Annualised
rate reduction of
moderate-to-sewvere
COPD exacerbations
in former smokers
during 52-week
treatment period
=310 patients per
arm
Annualised rate
reduction of
moderate-to-sewvere
COPD exacerbations
durimg 52-week
treatment period

n=114 (57 patients
per armj
Primary end-point:
change from baseline
to week 12 in pre-BD
FEW,

n=1272 (424 patients
per armj

Primary end-point:
amnualised rate of

moderate-to-sawvers
COPD exacerbations
in participants who

are former smokers™

1:1 490 mg ewery
4 weeks, placebo

1:1:1
00 g ewvery
2 weeks, every
4 weeks, placebo

1:1:1 476 Mg ewery
2 weeks, 4TE Mg
every 4 weeks,
placebo

1:1
Tozorakimab,
placebo

1:1:1
Tozrzorakimab dose 1,
tozorakimab dose 2,

placebo

Age 40— T5 years,
current and former
smokers, FEW,; 30—

B0%0; =2 moderate or
severe exacerbations
in pricr 12 months

Age 4085 ywears,
former smokers?,
chronic bronchitis,
=2 moderate or =1
sewvere COPD
exacerbation in prior
12 months

Age 2090 years,
current and former
smoakers, FEW,
2080%; =2
moderate or seweres
exacerbations in
12-month period
within prior 24
months
Age 40—T5 current or
former smo kers with
COPD, chronic
bronc hitis, =1
moderate or seweres
COPD exacerbation in
the prewvious
12 months, dual ar
triple therapy
Age =40, current and
former smokers, FEW,
=209, =2 moderate
COPD exacerbations
oar Z=1 sewere COPD
ecacer bation in the
prior 12 months

Annualised exacerbation rate
reduc tiomn:
3T reduction in patients with
baseline blood ecsinophils =300 per
ul versus 37%% increase in patients
with blood ecsinophils =300 cells-ul
(p=0.072)

229 annualised exacerbation
rate reduction (p=0.195)
Post-BD improvement in FEV, of
400 mL (p=0.094) for
astegolimab versus placebo
group at 48 weeks
Improvement in SQGROQ-c of

33 points (p=0.039) for
astegolimab wversus placebo
group at 48 weeks

1

Study ongoimg

Study ongoing

Study ongoing

Study ongoing

Calderon AA, Dimond C, Choy DF, Pappu R, Grimbaldeston MA, Mohan D, Chung KF. Targeting interleukin-33 and thymic stromal lymphopoietin pathways for novel
pulmonary therapeutics in asthma and COPD. European Respiratory Review. 2023;32(167).
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VAI TRO ANTI- TSPL/ IL-33 TRONG COPD

Microbiome Smoke/poliutants Oxidative stress Goblet cell

Anti-ST2
(astegolimab)

Anti-IL-33
(itepekimab,
MEDI3506)

ALARMINS
[ am
IL-33

Rabe KF, Rennard S, Martinez FJ, Celli BR, Singh D, Papi A, et al. Targeting type 2 inflammation and epithelial alarmins in chronic obstructive pulmonary disease
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American journal of respiratory and critical care medicine. 2023;208(4):395-405.
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NC ANTI- TSPL TREN COPD

TABLE 1 Continued

Study/drug Target population ptudyr design Dose Key inclusion criteria Key results summary Key results according to type 2
inflammation
MCTO5158387 Moderate to very severe n=1272 424 patients 111 Age =40, current and Study ongoing
TITANIA study COPD per arm) Tozorakimab dose 1, former smokers, FEV,
Tozorakimab Primary end-point: tozorakimab dose 2,  =20%, =2 moderate
(MEDI3506) annualised rate of placebo COPD exacerbations
(anti-IL-33) moderate-to-severe or =1 severe COPD
COPD exacerbations exacerbation in the
in participants who prior 12 months
are former smokers®
Anti-TSLP
MCTO4039113 Moderate to very severe =338 1:1 Age 4080 years, Data expected 2023
Tezepelumab COPD Primary end-point: Every 4 weeks or current and former
(anti-TELP) moderate or severe placebo smokers, FEV, 20—
COPD exacerbation B%%: =2 moderate or
rate ratio severe exacerbations
(tezepelumab versus im 12 months, CAT
placebo) score 215, on triple
therapy (ICS/LABA/
LAMA)
MCTO4882124 COPD =300 11 Age =40 years, Data expected 2023
CSJ117 (inhaled Primary end-point: 4 mg, 8 mg and former or current
anti-TSLP) change from baseline  placebo inhaled once  smokers with COPD
in E-RS symptom daily on triple thempy

scome at 12 weeks

(ICS/LABA/LAMA)

ACQ: asthma control questionnaire; BD: bronchodilator; CAT: COPD Assessment Test; COPD: chronic obstructive pulmonary disease; E-RS: Evaluating Respiratory Symptoms—COPD; FEV,: forced
expiratory volume in 1s; ICS: inhaled corticosteroids; LABA: long-acting beta-agonists; LAMA: long-acting muscarinic antagonist; OCS: oral corticosteroids; SQGRQ-c: 5t George Respiratory
Questionnaire-COPD; Th2: T-helper 2 ™: Th2 status defined as: high=immunoglobulin E {IgE) =100 IU-mL™" and eosinophil count =140 cells-.ul™; low IgE <100 IU-mL™ or eosinophil count
<140 cells.ul . ¥ AERIFY-2 contains an additional two arms (itepekimab every 2 weeks, placebo) with current smokers. *: Primary end-point will be assessed first in primary population (former
smokers) and then assessed in the overall population. ® Primary end-point will be assessed first in primary population (former smokers) and then assessed in the overall population,

Calderon AA, Dimond C, Choy DF, Pappu R, Grimbaldeston MA, Mohan D, Chung KF. Targeting interleukin-33 and thymic stromal lymphopoietin pathways for novel

pulmonary therapeutics in asthma and COPD. European Respiratory Review. 2023;32(167).



Biologic Therapies for Chronic Obstructive Pulmonary Disease: A Systematic
Review and Network Meta-Analysis of Randomized Controlled Trials

Table 2. Summary of findings table for network estimates of biologic medications vs. placebo for COPD across included outcomes.

Efficacy outcomes

Safety outcomes

Acute exacerbations

Change in FEVT (L) Change in SGRQ

Serious adverse events

Treatment RR (95% Cl) GRADE MD (95% CI) GRADE MD (95% Cl) GRADE RR (95% Cl) GRADE

Astegolimab 0.78 v 0.04 e -4.10 vV 0.70 V'V
(0.53 to 1.14) (-0.04 to 0.12) (-7.60 to —0.60) (0.38 to 1.28)

Benralizumb 0.89 VV —0.001 e -1.56 vV 0.96 Y
(0.78 to 1.0) (—-0.05 to 0.05) (—3.26 to 0.13) (0.86 to 1.07)

Dupilumab 0.68 I 0.07 VY -3.35 VY 0.85 Y
(0.59 to 0.79) (0.02 to 0.13) (—-5.09 to —1.60) (0.68 to 1.06)

ltepekimab 0.81 vV 0.06 a4 - - 0.80 4
(0.61 to 1.07) (-0.02 to 0.14) (0.52 to 1.24)

Mepolizumab 0.92 Y 0.06 S -0.28 e 0.87 I
(0.82 to 1.03) (0.01 to 0.11) (—2.08 to 1.53) (0.73 to 1.03)

Tezepelumab 0.83 a4 0.05 v -2.94 v - -

(0.61 to 1.12) (—0.02 to 0.13) (—6.34 to 0.46)

RR: relative risk; MD: mean difference; Cl: confidence interval; GRADE: Grading of Recommendations, Assessment, Development and Evaluation; FEV1:forced vital
capacity in one second.

Pitre T, et al. Biologic therapies for chronic obstructive pulmonary disease: a systematic review and network meta-analysis of randomized controlled trials. COPD: Journal of Chronic
Obstructive Pulmonary Disease. 2025;



KET LUAN

Diéu tri nén tang COPD hién tai: LABA, LAMA, ICS

Liéu phap sinh hoc khang interleukin(Dupilumab, Mepolizumab) chi
dinh cho nhém bénh nhéan trung binh-nang nhiéu dot cap cé
eosinophil =300 TB

Trién vong vdi Anti IL 33/ ST2, anti- TSPL c6 khang luc manh hon dang
duoc tién hanh NC pha 3, da trung tdm trén bénh nhan COPD.
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