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o Thach thirc trong diéu tri hen nang

Cach mang trong diéu tri hen néng bang thuoc
trc ché TSLP (Tezepelumab)

e Két luan




Lwu d6 lwa chon thudc sinh hoc theo GINA -

Piéu tri chuyén khoa; don vi quan Ii hen nang néu cé san

Pénh gia va diéu tri cac kiéu hinh hen ning (tiép)
Tiép tuc tdi uu diéu tri theo phin 3 (bao gom ki thudt hit, tuan thu diéu tri, bénh dong méc, chién lugc khéng ding thuée)

, : : l
Can nhac phoi hop diéu tri

nham dich sinh hoc tvpe 2 T
Tiéu chuén phu hop Yéu to0 tién doan dap &rng

—_—

¢

* Ciin nhic phii hop thém didu
tri sinh hoc nhim dich type 2
cho bénh nhin cb dot edp hode
kiém sodt triéu chimg kém dit
diéu trj ICS-LABA liéu cao, o6
béing chimg viém type 2:

€6 ddu fin sinh hoc di img hode
tiing BC i toan, hodie
I:induyu-iOCS

. Cinnh.ktlcui:luhnd:qu
hop tai dia phuong, bénh dong
mdc vil tén heong dédp (g kha
Iya chon gifta céc gy phip sin
ch

Ciing xem xét vi chi phi. this
gian gilta ¢ Bn ding va
duimg dilng (duoi da hay tinh
m].mﬂgmmh&nh

Thudc sinh
hoc ndo phi
hop dé bt
ddu triede?
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g IgE (omalizumab
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mgﬁmmaﬂmw
+ o min cAm trén test da hodc IgE dac

/ . |gemph5nvaunmmmmg
« Céc dot chp trong ndm vira qua

Yéu m ndo co the tién lwgmg hen dép \.
ing 161 v k.‘mng IgE? \

* Bach ciu i toan méu 2260l ++ |
+ FeNO =20pph + |
* Triéu chimg do dj nguyén + \
* Hen khai phit thévi tho du +

x/Bén.&n.Mn thich hppwdmxm,gfwm.ﬂjlﬂhﬁmnﬁng
/ €6 ting bach cdu di toan?
[ + Cic dot cp trong nim vira qua

/ * Ting bach ciu di toan mau, VD: 2150/uL hodc =300/uL

Khéng
Khén

Yéu 16 ndo o thé tién liegmg hen ddp

img t6f voi khdng [L5/5R?

= Bach ciu i toan miu cao hon+++ ||

+ Nhiéu dot bing phat hon trong ndgm | |
Lt 4= ,I |

* Hen khén phat ngudi lém ++ ||

* Dapolyp mii ++

Bénh nhén thich hop sic dung khing IL4R cho hen ning cé ting
bach cdu di toan/type 27
* Cac dot bing phat trong ndim vira qua
* Bach céu ai toan mau >150/uL hode FeNO >25 ppb hodic ¢in duy
i OCS?

Yéu m':_ ndo cé the tién legmg hen ddp |
img 16t véi khdng ILAR?

+ Bach ciu di toan mu cao hon +++ )
+ FeNO cao hon +++ |

Khong Khdng
Khiing TSLP (Tezepelumah)

Bénh nhdn thich hgp sir dung khdng TSLP cho hen ning?
* Cic dot bing phdt trong nim vira qua

) Khong ¢6 lya chon phi hop
nao? Quay lai phan 7

Yéu td ndo 6 thé tién legng hen déip
img 16t vei khdng TSLP?

+ Bach cilu #i toan miu cao hon +++
* FeNO cao hon +++

EEE——

f N\
Mg ring thir nghiém

‘ dén 6-12 thing
[ Khong r
Chon mit néu
phit hop; thir it Ba
nhit 4 thing va WMP& _ng_ ——
ik ik kg g h Dap tmg tét voi ligu
img phép nham dich type 2
Khéng
Ciin nhiic chuy&n‘sa.ng
méit li¢u phap nhim
dich type 2 khiic néu
thich hop
Khéng
e R
Bap tng kém/khong dap umg von
liéu phap nham dich type 2



Quan ly hen ndng con nhiéu thach thire

% Hen 1a bénh ly khéng dong nhat 2

~50% BN hen nang thay déi mirc dd

59% BN tang = 2 biomarkers#42

cac biomarker sau 1 nam theo doi®

Theo m6t nghién clru cat ngang to Eosinophils TR A
Co s& D@ lidu Hen nang Quéc té - 22 30calshl (" Kiéu hinh c6 thé thay
ISAR * dbi anh hwdng boi

! ’ 8% ‘ 2. X . A

_ thay doi thuoc dieu

@ ISAR: International severe asthma 8% . ~ > gul .
T . B tri, tuan thu dieu tri,
Bio/marker dwong tinh khi: IgE >75 € 2% i \ dot cép, ® nhiém va
kU L, “ FeNO 7% 14% IgE ‘ " K ” y4 ”
BEC >300 cells/uL, FeNO 225 ppb.2 ~ 225ppb 10% > 75 kUL tiep xuc’chat kich
FeNO = fractional exhaled nitric oxide; / \ thich? /
IgE = immunoglobulin E.

~57% BN hen ning van kiém soat hen kém méc du dang duwoc diéu tri véi cac liéu phap hién co
(~ 51.1% da dung cac dot OCS, 25.4% dang s dung cac thudc sinh hoc) 3

1S, TNaietd COTUCOSLETOIUS ), SLS, SYSLEITIC COTUICOSLETOIUS), T4, LypeE £

1. Busse WW. Allergol Int 2019;68:158-166; 2. Tran TN, et al. Ann Allergy Asthma Immunol 2016;116:37-42. 3. Wang E, et al. Chest 2020;157:790=804 4. Denton E et al. J Allergy Clin Immunol Pract. 2021;9(7):2680-




Cac thudc sinh hoc dwoc phé duyét trong diéu tri
hen nang

Tezepelumab (anti-TSLP) 2022
cho hen nang

Dupilumab (anti-IL4Ra) 2019
cho hen nang viém theo con dwéng Th2

Benralizumab (anti-IL5Ra) 2018
cho hen tang BCAT nang

2016
Mepolizumab (anti-IL5)

cho hen tang BCAT nang

2015
Omalizumab (anti-IgE)
cho hen nang di trng

2005

1. Xolair (omalizumab) Summary of Product Characteristics. December 2021. 2. Xolair (omalizumab) Prescribing Information. July 2021. 3. Nucala (mepolizumab) Summary of
Product Characteristics. May 2022.

H R 4. Nucala (mepolizumab) Prescribing Information. January 2022. 5. Cingaero (reslizumab) Summary of Product Characteristics. November 2021. 6. Cinqaero (reslizumab)
Prescribing Information. February 2020.
7. Fasenra (benralizumab) Summary of Product Characteristics. June 2022. 8. Fasenra (benralizumab) Prescribing Information. February 2021. 9. Dupixent (dupilumab)
2026 Summary of Product Characteristics. September 2022. 10. Dupixent (dupilumab) Prescribing Information. September 2022. 11. Tezspire (tezepelumab) Preseribing
information. December 2021. 12. Global Initiative for Asthma (GINA). 2022 Global Strategy for Asthma Management and Prevention.. Available from:

I https://ginasthma.org/gina-reports/. Accessed October 2022. - )
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Vi tri tac ddng cua cac thudc sinh hoc

Mon-type 2 inflammation

Type 2 inflammation
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Smooth-muscle constriction, airway hyper-responsiveness

Elliot Israel et al. The Lancet
2025; 406(10516):2282-2294
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Kich hoat té bao biéu mé: Vai tro then chot
trona co ché bénh sinh hen nanc

Cough with phlegm

Impaired viral resistance Mucus hypersecretion

+» Reduced IFN expression and plugging

+» Impaired viral clearance » Goblet cell hyperplasia Wheezing, dyspnoea,
» Mucin overexpression cough

Epithelial barrier disruption
« Epithelial alarmin release
(TSLP, IL-25, IL-33)

Dysregulated immune Airway
response hyperresponsiveness

Exacerbations
» Immune hyperreactivity

‘ Reduced lung function
» ASM pathology

» Airway remodelling Loss of lung function

Decreased
FEV,

Elevated T2 biomarker levels

Airway pathophysiology Clinical manifestations

S RichardJ.Russel. Eur Respir J 2024; 63: 2301397
Tiw



Tezepelumab (rc ché viém tir dinh thac

TSLP: thymic stromal lymphopoietin

1. Menzies-Gow A et al. Respir Res. 2020;21:268

2. Menzies-Gow A et al. J Allergy Clin Immunol.
2020;145:757-765; 3. Wechsler ME et al. Presented at:
European Respiratory Society International Congress;
September 9-13, 2023; Milan, ltaly.
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Tezepelumab ———— TSLP}

Pollutants/smoke

Allergens Bacteria

. Physical
Viruses : e,
S Pl \ injury Other
® ) ¥
-..r ' o external stimuli

--------

-I P :
'mii 3 z P N
y ; if i
: y 5'#553%

|81 ;M .ﬂ iﬂ ﬂ

¢ ché TSLP: Giam BCAT,
IgE, IL 5, IL13, FENO >

Tezepelumab binds specifically to TSLP,
preventing it from binding to its e °® o
heterodimeric receptor L - ‘%, .
N . ®ran,

3  Gidm dot cap

Allergic inflammation

Eosinophilic inflammation Neutrophilic inflammation

e Giam triéu chirng hen
 Caithién FEV,

Nham dich nhiéu con
dwong viém co thé hwéng

Dendntlc cell

Th17 Tho
IL-17A \IL-WA

'/ " Dendritic cell

t&i muc tiéu thoai lui bénh
(“clinical remission”) 23

Eosinophil

Leukotrienes

Alrway smooth musc!e cells



Chwong trinh thtr nghiém lam sang

CASCADE
pathfinder

CASCADE!

Pha Il

Hiéu qua cua Tezepelumab trén
cac té bao viém dwong thé,
tai cau trac, va phan ng qua
murc dwong the & nguoi benh
hen khéng kiém soat mirg A4

trung binh-nang

PATHWAY
pathfinder

PATHWAY?2

Pha llb
Hiéu qua va an toan cua
tezepelumab & ngw&i bénh hen
nang khéng kiem soat

PATHEINDER™

NAVIGATOR
pathfinder

NAVIGATOR32

o

Pha lll
Hiéu qua va an toan cua

Tezepelumab trén hen nang,
khéng kiem soat & ngwoi
bénh hen trwéng thanh va tré

FDA phé duyét diéu tri hen ndng: 12/20215

DESTINATION
pathfinder

DESTINATION#

Pha Il (M& réng)

An toan va hiéu qua cua
tezepelumab trén hen nang,
khéng kiém soat & ngudi bénh
hen trwé’ng thanh va tré vi

qanh nang da hoan thanh
ien cru NAVIGATOR hoac

N=1160 - US, EU, Nhat & ~60 qudc gia da phé duyét chi dinh hen nang® ?\lo-URC'IE':
. Viét Nam phé duyét chi dinh hen nang: 6/2025 =95
Tui = 18-75 Liéu Tezepelumab: Tubi = 12-80

Liéu Tezepelumab:
210 mg méi 4 tuan

70 mg méi 4 tuan;
210 mg mbi 4 tuan;
280 mg mbi 2 tuan

Liéu Tezepelumab:
210 mg méi 4 tuan

Liéu Tezepelumab:
210 mg mdi 4 tuan

No minimum biomarker level requirement

)

@Registrational study; PIntention-to-treat population;™* *SOURCE evaluated the efﬁcacy and safety of tezepelumab 210 mg Q4W in reducing OCS use in 150 adults with
OCS-dependent asthma.® OCS = oral corticosteroid; Q2W = every 2 weeks; Q4W = every 4 weeks.

1. Diver S et al LancetResplrMed 2021;9:1299-1312; 2. Corren J et al. NEngIJMed 2017;377:936-946; 3. MenZ|es Gow A et al. NEngl.L
c e e man igs/fda-appro an atmen

d. 2022:10(7):650-660.; 5. https://www.fda.gov/drugs/news-e

led-2021;384:1800-1809; 4. Menzies-Gow A et al. Lancet Respir Med. 2023;11(5):425-438; 5. Wechsler ME
ere-asthma; 6. https://www.astrazeneca.com/media-centre/press-releases/2024/tezspire-nasal-polyps-trial-



https://www.fda.gov/drugs/news-events-human-drugs/fda-approves-maintenance-treatment-severe-asthma
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NAVIGATOR: Tezepelumab giam dot cap & BN
hen nang chwa kiem soat

PHASE 3, MULTICENTER, DOUBLE-BLIND, RANDOMIZED, CONTROLLED TRIAL

10 ezepelumab Placebo

1061

Adults and adolescents ; N
who had 22 asthma | £
exacerbations in ‘ L
preceding12mo .

— Subcutaneously every 4wk

Annualized rate of 0.93 2.10

asthma exacerbations 95% CI, 0.80 to 1.07 95% CI, 1.84 to 2.39

over 52 wk

Rate ratio, 0.44; 95% CI, 0.37 to 0.53; P<0.001

2026 Menzies-Gow A et al. N Engl J Med 2021; 384:1800-1809
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Tezepelumab giam dot cap & tat ca cac & &
kIeU hinh va bat ke dau an sinh hoc AN

4 N\
S Pooled Analysis from PATHWAY and NAVIGATOR:
AAER by baseline patient phenotype Y . I
8 25 - | ]
o s N 1 :
> 2.35 : ! !
2 - i S :
S : Y 1 o5 B y
. o =l — : : ' 1.89 'E'
215 : ! :
(o) 1 I . R ;
e i i i i i i
W4 : : : i ! : .
g ¥ v I v : Y |
0.88 0.84 \/ 0.84 A/ 0.89 v
0.5 0.68 0.72 .68
0 n=166 n=379  li-rirl n=286 n=291 n=366 | L=l n=241 n=65 B =607
<150 cells/uL <300 cells/uL 2300 cells/uL <25 ppb 225 ppb Nonallergic Allergic Yes
(All perennial FEIA-) (Any perennial FEIA+)
Overall pooled . Maintenance OCS use
. cohort Blood eos count FeNO level Allergic status at study entry )
Placebo Tezepelumab 210 mg Q4W
Data are from a negative binomial regression analysis with treatment, study (PATHWAY and NAVIGATOR), history of exacerbations (< 2 or 2 2 in the past 12 months),
2026 subgroup, and treatment-by-subgroup interaction as covariates.

Corren J et al. Am J Respir Crit Care Med. 2023;208(1):13-24. e "
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Phan tich gbp: Tezepelumab cai e A
thien FEV1 va CLCS

Tezepelumab 210 mg Q4W Placebo
(n=665) (n=669)
Prebronchodilator FEV4, L
Mean (SD) at baseline 1.83 (0.69) 1.85 (0.68)
n* 624 619
LS mean change 0.22 0.09
LS mean difference, tezepelumab vs. placebo (95% CI) 0.13 (0.09 to 0.18)
ACQ-6 score
Mean (SD) at baseline 2.80 (0.81) 2.76 (0.79)
n* 529 525
LS mean change —1.41 —1.07
LS mean difference, tezepelumab vs. placebo (95% CI) —0.33 (—0.45to —0.22)
AQLQ(S)+12 score
Mean (SD) at baseline 3.93 (1.01) 3.94 (0.98)
n* 521 514
LS mean change 1.40 1.07
LS mean difference, tezepelumab vs. placebo (95% Cl) 0.33 (0.20 to 0.45)

Thudc sinh hoc dau tién dwoc FDA cap phép cho diéu tri hen néng bat
chap kiéu hinh hoac dau an sinh hoc

. Corren J et al. Am J Respir Crit Care.Med.-20283;208(1):13-24
) e
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WAYFINDER: 90% BN giam liéu OCS trung binh dat < 5 mg/ngay

WAYFINDER

0 pathfinder
va 50% nglrng hoan toan OCS va van duy tri kiém soat hen
100 889 89-9 [ Week 28
(84-8-923) {85'9{_93'1} [ Week 52

90 I |

80—
£ 70-
e 50-3
g 60 (44.5-56-2)
2 5 !
- 3222 . . . .
S 404 (26.9-37-8) Figure 2: Proportions of participants (N=298) who had a maintenance
5 T 0CS dose of <5 mg/day or discontinued OCS without loss of asthma control
5‘ 30— 1 at weeks 28 and 52 (co-primary endpoints)
- 95% Cls, shown as error bars and in parentheses, calculated using the

504 Clopper-Pearson exact method. OCS=oral corticosteroid.

10+

n=265 n=268 n=96 n=150
0
0CS dose of <5 mg per day Discontinued OCS
without loss of asthma control without loss of asthma control

Béc diém BN: BN hen néng + Lieéu OCS duy tri it nhat 3 thang lién tuc (liéu 5-40mg/ngay, trung binh 10.8
HRS mg/ngay va co it nhat 1 dot cap (trung binh 1.8 dot cap) trong 12 thang qua.

2026 Jackson DJ et al. Lancet Respir Med. 2026;14:129-140
e = - I =




KET LUAN

Hen nang: bénh khong dong nhat, kho kiém soat bang tiép can
truyén thong.

TSLP- cytokine biéu mo, kh&i phat qua trinh viém tir thwong nguon
va tang phan trng qua muc dwong tho.

Tezepelumab (rc ché TSLP tai vi tri “thwong nguon " trong chudi phan
(’ng viém s&m, tdc ddng trén nhiéu con dwdng viém khac nhau.

D lieu tr cac RCT: Tezepelumab cai thién som CNHH, cai thién
CLCS va giam dang ké dot cap trén cac kiéu hinh hen va bat ké
muc do dau an sinh hoc.

Tezepelumab hd tro gidm hodc nguwng OCS, dong thdi duy tri kiém
soat hen.

HRS
2026
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