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| NORMAL BREATHING | | ASTHMA EPISODE | | ASTHMA EMERGENCY |

FULLY DIALATED BRONCHIOLE 20% DIAMETER REDUCTION 50% DIAMETER REDUCTION
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3 kiéu hinh kho khé
- Kho khe trng dot nhe (mild EVW)
- Kho khé nhiéu yéu td khdi phat trén co dia di irng (atopic MTW)

-Kho khé kho kiém soat khéng cd co dia di ('ng: nonatopic
uncontrolled wheeze (NAUW)

Lazic et al. / Ann Allergy Asthma Immunol 111 (2013) 256e261




@ TIEN TRIEN KIEU HINH KHO KHE

MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023




/& \ TINH CA THE HOA

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023

o~
Tar50




Drugs Used In Asthma

MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéng nién 2023

Oxygen
(for low po2)
Bronchodilators Anti-inflammatory agents
B, agonists Methylxanthines
I asthma_drugs.png
SABA LABA , Leukotriene modifiers
Degranulation Corti corold
Inhibitors orticosteroids
Muscanplc ICS Oral
antagonists
Antibodies |

Lipoxygenase Receptor
inhibitors blockers
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CO CHE HEN KHO'I PHAT DO VIRUS

Hoi nghi thwéng nién 2023 NORMALS ASTHMATICS
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NONG PO Leukotriene TANG CAO O TRE KHO KHE DO VIRUS
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Nghién ctu trén 73 tré cho thay nong do leukotriene C, (LTC,) cao gap 5 lan & tré viém tiéu phé quan do
RSV s0 voi tré bi nhiém tring hd hap trén khong cé kho kheé

1600 - p<0.02
Nong d9 LTC, trong o |
0-7 ngay sau khi bénh
khéi phéat (pg /0.1 ml)
800 ¢
400 +
0 - A . X . X N
Viem tiéu Nhiém trung
phé quan ho hap trén

(n=48)

p—

\Volovitz B et al. Pediatr Res 1988;24:504-507.



Increased production of IFN-y and cysteinyl leukotrienes In
virus-induced wheezing
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Nghién ctru 82 tré nho trong giai doan cap nhiém virus gay khoi phat kho khé
47 tré nhiém virus khong gay kho khé

18 tré khoe manh

Tré~nhiém virus co triéu chimg kho khé ¢ nong do LTs cao hon han nhém tré
nhiém virus khong co triéu ching kho khe (P = 0.003).

( van Schaik - J Allergy Clin Immunol 1999;103:630-6)
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Classification and pharmacological

treatment of preschool wheezing: -
changes since 2008 @ERS RESPIRATORY

SOCIETY

FPaul L.P. Brand'™®, Daan Caudri®, Ermnst Eber®, Erol A. Gaillard®,

Luis Garcia-Marcos®, Gunilla HedlLimn”, Johmn Henderson®, Claudia E. FKusehmni®,
Peter J.F. M. Meaerkus', Soren Pedersen'’', Arunas Valiulis™, Goranm Wennergraen '
anmnd LAndrew Bush=

Kiéu triéu chirng Lwa chon dau tay

Kho khe tirng dot riéng biét, thuong di

Kho khe glén doan do | kém voi bang ching 1am sang cam lanh MONTELUKAST
. ' nhi€ém Virus ( Ngung diéu tri khi tré hét triéu chimng
VIrus Gifra cac dot kho khé tré khong co triéu trong 3 thang) -
ching

Adapted from Paul L.P. Brand, Eur Respir J 2014; 43:
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et o S dung Montelukast hang ngay cd y nghia thuc té hon 13
cac loai thudc hit trong phong nglra EIB & tré em do tré
thuong cé nhirng giai doan gang strc khong doan trudc

duwoc khi choi dua.

Bufford JD, Lemanske RF. Exercise-Induced Asthma. In: Clinical Asthma 1st ed.2008
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MO m& san xuat nhiéu chat trung gian tién viém, trong dé cd CysLTs.
Mirc d6 san xuat LTE4 & nguwoi hen cd lién quan vdi BMI (Shore SA — 2008).

Pap &ng véi ICS gidm khi BMI tang, trong khi ddp &ng vdi Montelukast 6n
dinh (Peters-Golden— 2006).




European Jowrral of
Clinical Investigation

Body mass index Is associated with

A ~ N

wnpentvste Jaykotriene inflammation in asthmatics
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Obese patients had significant higher values of LTE,/creatinine in
urine compared with pre-obese and normal range ones. In a linear
regression model, the only significant associations were those between
BMI and LTE,/creatinine in urine. Using the same model, log leptin
and log adiponectin presented positive and negative associations,
respectively with LTE,/creatinine In urine. No other significant
assoclations were observed in both patients and healthy subjects.

Paschalina Giouleka et al Vol 41, Issue 1, pp 30-38 - 2011




Consensus PRACTALL EAACI/ AAAAI

KHUYEN CAO PIEU TRI CHO TRE 0—2 TUO!I
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B, (+) gian doan Chon lwa dau tién mac du co cac chirng clr mau thuan

Piéu tri kiém soat hang ngay cho kho khé do virus (diéu tri ngan

LTRA hay dai han)

Corticoids hit hay phun | Pieu tri kiém soat hang ngay cho hen dai dang.

khi dung Piéu tri dau tay khi cé bang chirng co dia di ing / di (rng thuwc su

Corticoid udng Pot tdc nghén tai phat thwérng xuyén va céap tinh

Bacharier LB, et al. Allergy. 2008;63(1):5-34.




L.

montelukast

Asthma-rhinitis
comorbidity

Asthma-obesity
comorbidity

Asthma-
exacerbated
respiratory disease

Asthma with
small airways
involvement

Cac kiéu hinh hen phu hop véi
Montelukast

Exercise-induced
bronchoconstriction

Asthma and
smoking (active-
passive)

Preschool children
with asthma &
wheezing disorders

Elderly asthma

Marcello and Carlo Asthma Research and Practice (2016) 2:11

DOI10.1186/540733-016-0026-6 Asthma Research and Practice

Asthma phenotypes: the intriguing @
selective intervention with Montelukast

Cottini Marcello" and Lombardi Carlo?

Fig. 1 Possibile relationships between Montelukast and asthma
phenotypes/endotypes on the basis of controlled dlinical trials and

realHife studies

Adapted from:
Marcello and Carlo - Asthma phenotypes: the intriguing selective intervention with Montelukast - Asthma
Research and Practice (2016) 2:11




Hen dang ho
(CVA: cough variant asthma)
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CVA: hen c6 ho la biéu hién ndi bat hay doc nhat, vdi co that PQ toi
thiéu.

PT khuyén céo: GPQ, ICS. hodc Montelukast

Gidm c6 y nghia triéu chirng ho va trc ché viém dwdng dan khi
(Takemura M, Niimi A, Matsumoto H — 2012).




Yi et al. Respiratory Research (2022) 23:279 H
https://doi.org/10.1186/512931-022-02114-6 Res pl rato ry Resea rCh

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwéng nién 2023

RESEARCH Open Access

: )
Effects of treatment with montelukast chei

alone, budesonide/formoterol alone
and a combination of both in cough variant
asthma

Fang Yit, Chen Zhan', Baojuan Liu, Hu Li, Janmeng Zhou, Jiaman Tang, Wen Peng, Wei Luo, Qiaoli Chen and
Kefang Lai’
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Screening Treatment: three groups Follow-up

Montelukast alone, 10 mg , once daily

Budesonide/formoterol alone, 160/4.5 pg,,

twice daily

Montelukast, 10 mg, once daily plus
budesonide/formoterol, 160/4.5pg,, twice daily

Week | | | 1 | | |
-1 0 1 4 8 12 16
Randomization

Fig. 1 Summary of study design and visits




5 N
545 patients with chronic cough
screened 446 patients excluded
413 did not meet inclusion criteria
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Hoi nghi thwong nién 2023 99 patients randomly assigned
} v A
33 assigned to M group 33 assigned to BF group 33 assigned to MBF group
A
33 completed the second 33 completed the second 33 completed the second
visit at week 1 visit at week 1 visit at week |
A v v
33 completed the third 31 completed the third 31 completed the third
visit at week 4 visit at week 4 visit at week 4
1 discontinued due to acute 1 discontinued due to
! exacerbation | | ineffectiveness, 2 others
A
32 completed final 31 completed final 30 completed final
visit at week 8 visit at week 8 visit at week 8
Fig. 2 Trial profile. Full analysis set included all randomly assigned patients who had taken at least one dose of study medication and provided
at least one baseline and one post-baseline primary endpoint observation during the treatment period. M: montelukast alone; BF: budesonide/
formoterol alone; MBF: montelukast plus budesonide/formoterol
. J




3 Cough visual analogue scale b CS8S-Daytime Score c CSS-Nightime Score -+ M group
iy ek 107 4 4 -+ BF group
Hoi nghi thwong nién 2023 « MBF group

8 1- 34

N

=+ ]
1
Median CSS-Daytime Score
T

Median CSS-Mightime Score

Bllirlil'li Wl;k‘l "Ht;kl ’Hnll: 8 Eaulllnu 'ﬂu;l: 1 Week4d \\‘u;k! Blﬂllill! Week1 Weekd4 Week8

Fig. 3 Median changes from baseline to week 1, week 4, and week 8 in VAS score (a), daytime CSS (b) and night-time CS5 (c) of the patients in
three groups. M: montelukast alone; BF: budesonide/formaterol alone; MBF: montelukast plus budesonide/formoteral; VAS: visual analog scale; CSS:
cough symptoms score. Error bars indicate IOR
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Particulates, Pollutants, Virus,
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Acquired
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Activated TH2 Cells Macrophages and Epithelial Cells
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Eosinophilic Neutrophilic
Asthma Asthma

Inflammatory cell activation
Remodelling: ASM, mast cells

]
}
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HEN KHO KIEM SOAT
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Cal nhéan thay BC i toan trong dom van ting cao mic du bénh nhan ding ICS
liéu cao

Wenzel ciing chi ra ting BC &i toan trong mau di bénh nhan dung ICS licu
cao

Hen tang bach cau trung tinh thuong ning, dai dang, khdng dap tmg vai diéu
tri bang corticosteroids

Nhirng thé hen trén 1a hen khang corticosteroids hay hen khé kiém soét




PIEU TRI
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KHANG SINH

Simpson tién hanh nghién ctru trén 45 nguoi 16n hen nang va dai dang bang
thir nghiém ngau nhién 2 nhom: mgt nhom duoc dung clarithromycin
(500mg /2 1an/ngay) va mot nhdm dung gia dugc trong 8 tuan

Clarithromycin lam giam IL-8 va BC da nhan trung tinh duong thé

Cai thién chat luong cudc song




14 - = . Clarithromycin

Placebo
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10 1
B -

Sputum IL-8 ng/mL

6 4

4 -

o

0 - T .

Baseline After Treatment Treatmeant Bazeline After Treatment Treatment
Withdrawn Withdrawn

Sputum IL-8 concentrations before treatment, after 8 weeks' treatment with clarithromycin
and placebo and after treatment Wlthdrawal In participants with noneosmophlllc asthma =P




VAI TRO CAC INTERLEUKIN
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ruses Poliutants © o © Inhaled allergens @
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Airway epithelial celis
TSLP, Dendritic cell @ TSI.'P

IL-25, IL-33
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Eosinophilopoiesis '~" Eosinophil survival

Eosinophil activation
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Benralizumab (Fasenra) Mepolizumab (Nucala) Reslizumab (Cingair)
FDA approval date Nov. 14, 2017 Nov. 4, 2015 March 23, 2016
Mechanism of action IL-5 receptor blocker IL-5 antagonist IL-5 antagonist
Ages approved for > 12 years > 12 years > 18 years
Route of administration Subcutaneous Subcutaneous Intravenous
Dose/frequency 30 mg every 4 weeks for 3 100 mg every 4 weeks 3 mg/kg every 4 weeks
doses, then every 8 weeks
Eosinophilic phenotype criteria | > 150 eosinophils/pL at time > 150 eosinophils/pL at time > 400 eosinophils/pL within
of visit/within the previous of visit/within the previous 4 weeks of initiating therapy
6-12 weeks of visit 6-12 weeks of visit
or or
2 300 eosinophils/uL at any 2 300 eosinophils/pL at any

point in the past 12 months

point in the past 12 months
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Erasmus M
2z af 2

i asthma

e : res onse—driven

TABLE Il Endotype-driven treatment in type 2 immune P —

- Target ects —
i Drug
Predictive piomarker [ ations
i IgE Reduces exacer a j !
e i Improves symptoms and quality of life
exacerbations, and OCS

Blood eosinophils
Reduces eosinophil counts,

Periostin
FENO
i hils Mepolizumab 1L-5
:Fi:gd/spuwm eosinophils PO ey FEV,
1L-5 Reduces eosinophil counts, exacerbations

Blood eosinophils Reslizumab
Improves FEV,
Benralizumab IL-5Rax Reduces eosinophi exacerbations
Improves FEV,
Dupilumab IL-4Rax Reduces exacerbations
Improves FEV,
Improves symptoms and quality of life
Reduces eosinophil counts and exacerbations
Improves FEV,
Reduces exacerbations
Improves FEV,

1 and basophil counts,

Blood eosinophils

Blood eosinophils

Periostin Tralokinumab 1L-13
DPP-4

Periostin Lebrikizumab 1L-13
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KET LUAN

Hen Ia bénh khéng déng nhat

Bénh c6 yéu t6 khéi phéat khac nhau va tién trién khac nhau
Can ca thé hoa diéu tri tirng ca thé

Lwu y tinh an toan khi st dung thudc lau dai & tré em
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