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1. Dai cuvong
2. DPinh nghia

3. Co ché bénh sinh cla hen
1. Hen tadng bach cau ai toan
2. Hen tang bach cau da nhan trung tinh

4. Piéu tri hen nang
1. Co ché cac dung céac thudc diéu tri trong hen
2. Diéu tri hen nang




DAl CUONG
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Hoi nghi g ien Ty |& bénh nhan hen ngui Ién cé hen kho tri hay hen nang
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Diéu tri theo GINA Hen kho tri: diéu tri Hen ning: didu tri theo GINA
& bwdc 4-5 theo GINA bwdc 4-5  buwdc 4-5

+ kiém soat kém tridu n::hu'ng
+tudn thi diéu tri t6t
ki thuat hit tot

+kiém soat triéu
chirng kem
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PINH NGHIA

raiee Hen khé tri: khong kiém soat du duoc ké ICS liéu TB-
cao/LABA, hoac can ICS liéu cao/LABA dé duy tri kiém
soat tot va gidm dot cap

Hen nang

> Hen khong kiém soat du tuan tha dleu tri @ mirc toi wu vOi
ICS liéu cao-LABA va diéu tri cac yéu to gop phan khac
hoac nang |én khi giam lidu diéu tri.

> Hen nang doi khi dwoc goi la hen nang khang tri vi no dwoc
dinh nghia l1a twong dbi ‘khang tri’ véi thudc hit ICS liéu cao.




Tiép Can Banh Gia Hen Nang?

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

Xac dinh chan doan

*Nhan dién, x tri cac yeu to gop phan vao trieu
chirng, chat lwong cudc sdng kém hodc dot cap

‘Danh gia kleu hinh viém, hodc kiéu hinh 1am sang >
hwdng dan diéu tri bd sung

X tri hen nang tuy thubc kleu hinh viém va cac dac
dlem lam sang khac, diéu tri bd sung cho hen nang co
thé gom LAMA, LTRA, azithromycin liéu thap, cac
thudc sinh hoc...

—
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CO CHE BENH SINH CUA HEN

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

ViEm dudn thé’, o . R Rey a
J Pac diém nbi bat

Tang phan rng phé quan cia hen.

Tai cau trac dwdng thd

Tb cau tric dwong thé, tb viém va tb mién dich gidi phéng cac cytokine, chemokine,
chat trung gian gay viém --> hinh thanh mét sé kiéu hinh hen khac nhau.

Eo la tb viém chd yéu / sinh b&nh hoc cda hen

— hen nhe -TB

Bénh nang dang viém hon hop (neu+Eo) nhirng bénh nhan nay thwo’ng co hen ,
khong kiém soat va c6 cac dot cap —

—



CO CHE BENH SINH CUA HEN
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Hen tang bach cau &i toan
> Hen di irng khéi phat sém
> Hen khong di i’'ng kh&i phat mudn

Hen tang bach cau da nhan trung tinh = kém dap ng v&i
Coricoid

H6n hop
It bach cau (Eo<3%/dam, Neu <76%/dam)

Pelala G et al.,, Cellular mechanisms under/y/ng eosmoph///c and neutrophlllc — --

—



CO CHE BENH SINH CUA HEN NANG

6%

MIEN DICH LAM SAN

HCMC Society of Asthma, Allergy and Clinical Immun

Hoi nghi thwéong nién

Schleich F, Brusselle G,
Louis R, et al. Heterogeneity
of phenotypes in severe

B tosinophilic @ Paucigranulocytic asthmatics. The Be|g|an
Neutrophilic [l Mixed granulocytic Severe Asthma Registry
(BSAR). Respir Med.
*Based on sputum induction. 2014’108(12)1723_1732 =
n=88 with severe asthma; eosinophilic (23%: eosinophils in sputum); neutrophilic = -
[»76% neutraphils in spubtumn); mixed granulocytic, both neutrophilic and eosimophilic; ——

paucigranulocytic, no evidence of eosinophilia or neutrophilia. '
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CO CHE BENH SINH CUA HEN
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CO CHE BENH SINH CUA HEN

Kich thich - 6 nhiém - vi sinh vat - vi rit
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MIEN DICH LAM SANG = S (EK (TR, MIC .
Hbi nghi thwérng nién 2023 - ) - ®
IL-33 IL-6 k oxcL8 |

HCMC Society of Asthma, Allergy and Clinical Immunology
~

TGF-f GM-CSF

Hen tang
Neu

Pathways show the cells and cytokines that piay a role in non-type 2 inflammation.

ALX, Iipoxin Ad receptor; BLT2, leukotriene B4 neceptor 2; OXCLS, OXC matif chemokine ligand
8, OICR2, OICR2 chermokine receptor 2, GM-GSF, granulocyte-macrophage colony-stimulating
factor; [FN-y, interforon gamma; [L, interfeukin; Thl, T-helper 1; Thi?7, T-helper 17; TNF-a,
tumor necrosis factor a; TGF-§, transforrming growth factor A

Source: Adapted from Israal E, Redded HK, N Engl J Med, 2017;377(10): 865-5976.7
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HCMC Society of Asthma, Allergy and Clinical Inmunology

Hoi nghi thwéorng nién 2023

Céac buorc dieu tri hen gial
doan On dinh

GINA 2023

_’

PIEU TRI HEN

Short course 0CS
may also be needed

Daily symptoms,
or waking with

START
HERE IF:

TRACK 1: PREFERRED
CONTROLLER and RELIEVER
Using ICS-fomoterol as the reliever*
reduces the rigk of exacerbations
compared with using a SABA
reliever, and is a simpler regimen

START

HERE IF:

-

TRACK 2: Altemative

CONTROLLER and RELIEVER
Before considering a regimen
patient is likely to adhere to
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. Tlotroplum: cai thién chirc nang phdi va dot
cap (mét so nghién ctru — khi thém vao ICS-
LABA)

« BN viém mii di trng va nhay cam v&i mac
nha, hen kiém soat khdng t6i wu mac du
diéu tri ICS liéu tir thap dén cao > thém liéu
phap mién dich di t’ng nguyén dwoi lwdi voi
FEV1 >70% gia tri dw doan.

« = LTRA, theophylline phong thich kéo dai
nhwng it hiéu qua

GINA 2023

Daily symptoms,

or waking with
asthhma once a
week or more,
and low lung
function

STEP 4
Medium dose
maintenance
ICS-formoterol

S-formoterol™

Daily symptoms,

or waking with
asthma once a
week or more,
and low lung
function

STEP 4
Mediunvhigh

dose maintenance
ICS-LABA

eded ICS-SABA™
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'@ DIEU TRI HEN NANG

MIEN DICH LAM SANG
H gh thwo g 2023

Bwo’c 5. Khi khéng kiém soéat dwoc & buwdc 4

Thém danh gia kiéu hinh va xem xét diéu tri bd sung.

ICS liéu cao-LABA. ICS liéu cao nhin chung it hiéu qua va tadng nguy co
tac dung phu, chi nén dung thtr 3-6 thang

+ tlotroplum/ BN =6 tu0| cai thién chirc nang phdi & mdc khiém ton va
tang thoi glan den dot cap néng can dung OCS, khong caithiéncoy
nghia |am sang vé triéu chirng va chat lwong cudc song

+ tiotropium: giam 17% nguy co dot cap nang can ding OCS

GINA 2023



A PIEU TRI HEN NANG

MIEN DICH LAM SANG
H gh thwo g 2023

+ azithromycine (3 lan/ 1 tuan): dung it nhat 6 thang, lam gidm dot cap &
BN hen tang Eo va khong tang Eo va cai thién chat lwong cudc song lién
quan dén hen. Xem xét tac dung phu.

+ anti-IgE: omalizumab, = 6 tudi, hen dj t’ng nang

+ anti-IL5/5R: mepollzumab > 6 tudi, reslizumab = 18 tudi, benralizumab
> 12 tudi > hen nang tang Eo

+ anti-IL4R: Dupilumab, = 6 tudi, hen nang tang Eo; ngudi I&n can diéu
tri vo'1 OCS

+ anti-TSLP: Tezepelumab, = 12 tudi, hen nang

tao hinh nhiét phé quan...tuy BN

A
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CO CHE TAC DUNG
CAC THUOC BIEU TR
HEN




CO CHE TAC DUNG MOT THUOC
PIEU TRI HEN

MIEN DICH LAM SANG
H gh thu’o' g nién 2023

Corticoid dwong hit

Kiéu hinh viém ?

Thudc bd sung khac
Cac thudc sinh hoc




CO CHE TAC DUNG CAC THUOC
PIEU TRI HEN

Cac Th cau tric

MIEN DICH LAM SANG Ay~ -n
Té bao viém
Eosiophil

H0| nghl thwong nién 2023
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E TAC DUNG CAC THUOC DPIEU TRI HEN

MIEN DICH LAM SANG

H0| nghl thwo’ng nién 2023

COPD

Hen nhe

Hen hut thudc la
Hen nang
' o . . Khoi thuoc 13 ﬁ
Kich thic Corticosteroids I -

Oxidative stress

Peroxynitrite

\ (
\4

THDAC2 ‘H

Histone

acetylation
TTNF-a ¥ Histone acetylation
TIL-8
T GM-CSF Khang

corticosteroid

Barnes, P.

Co ché dé khang corticosteroid



CAC THUOC PIEU TRI HEN
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H0| nghl thu’o’ng nién 202

Céac thuoc sinh hoc

> Anti-IL-5 hoac Anti- IL-5 receptor: Mepolizumab,
Reslizumab, Benralizumab

> Anti-IgE: omalizumab

> Anti IL-4 receptor: Dupilumab

> Anti-IL-13: Lebrikizumab va tralokinumab
o Anti-TSLP

- CRTH2:

o

Céc thuoc bd sung khac
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Pelaia, G., et al., Cellular mechanisms underlying eosinophilic and neu
inflammation in asthma. Mediators of inflammation, 201




Nhan dién kiéu hinh viém Th2

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

v Eo/ mau = 150/ul va hoac

v FeNO = 20 ppb va/ hoac

v Eo/dam = 2%

v Hen theo sau béi di ’ng nguyén trén lam sang




CO CHE TAC DUNG CAC THUOC DPIEU TR| HEN

Di &'ng nguyén, vi sinh vat, 6 nhiém, oxy hoa
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HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwong nién 2023
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HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023

{(ng nguyén, vi sinh vat, 6 nhiém, oxy hoa
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Pac diém hen tang Neutrophil

MIEN DICH LAM SANG

HCMC Society of Ast th a, Allergy and Clinical Im:

Hoi nghi thwong nién 2023 Adult on-set, most cases after 20 years

L ess atopic compared with eosinophilic asthma

Less severe exacerbations compared with eosinophilic asthma

Sputum neutrophil count, 40%-64%: eosinophils <2%-3%

Low FeNO <30 ppb

Low serum periostin and dipeptidyl peptidase 4 levels

High hydrogen sulfide levels

L ess subepithelial fibrosis compared with eosinophilic asthma

Fixed airflow limitation (low FEV1)

Less responsiveness to methacholine challenge tests

Corticosteroid unresponsiveness

Poor response to biologics

Clinical and diagnostic characteristics of neutrnphlllc asthma /




MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023

Di &rng nguyeén,
v
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HCMC Society of Ast Imn-‘\ll nd Clinical Im;

Hoi nghl thwo’ng nién 2023

Khang thé
don dong va
khang IL

Agent Target Indication Stage of Development
Omalizumab IgE EA Marketed 2003
Mepolizumab IL-5 EA Marketed 2015
Reslizumab IL-5 EA Marketed 2016
Benralizumab IL-5R EA Marketed 2017
Dupilumab [L-42/1L-13 EA Marketed 2018
Tezepelumab TSLP EA Marketed 2018
Pitrakinra [L-47 /IL-13 EA II
Lebrikizumab IL-13 EA M1
Tralokinumab IL-13 EA II
Fezakinumab I1.-22 EA II
Brodalumab IL-17RA NA II
Secukinumab IL-17A NA II
Risankizumab IL.-23 NA II

Table 5: Monoclonal antibodies, and interleukin antagonists and their target.

Abbreviations: EA: Eosinophilic Asthma, NA: Neutrophilic Asthma; IL: Interleukin;
TSLP: Thymic Stromal Lymphopoietin. Brodalumab, secukinumab and risankizumab
are approved for the treatment of plaque psoriasis.




%QL Hen tang Neutrophil

MIEN DICH LAM SANG
H gh thu’o g 2023

Bé&nh nhan hen bach cau trung tinh khong dap wng voi
corticosteroid, cac liéu phap khang thé don dong
khang IgE va khang interleukin (MADb) nham vao hen
bach cau ai toan. >can cé cac liéu phap chong viém
thay thé cho bénh nhan hen bach cau trung tinh.




Hen tang Neutrophil

MIEN DICH LAM SANG
H0| nghl thwong nién 2023

Macrolide va ketolide da dwgc chirng minh la c6 ca hoat tinh
chong viém in vitro va in vivo, bao gdom ¢ ché viém bach cau
trung tinh - lién quan dén cac tinh trang ho hap lién quan
dén tang bach cau trung tinh & duwdng thé (hen do bach cau
trung tinh va nhiém khuan khéng dién hinh).

Piéu tri bang macrolide (erythromycin va azithromycin) da
dwoc chirng minh 14 Jam giam Neu va IL-8 trong BAL & nhirng
benh nhan bj viém tiéu phé quan, hoi chirng viém tiéu phée
quan tac nghén (BOS) va hen = tac dung diéu hoa mién dich
cua macrolide




& )
@

MIEN DICH LAM SANG

Hen tang Neutrophil

H gh thwo g 2023

Mot s nghlen ctru da bao cao rang diéu tri bang
AZM, CAM va RXM lam glam sO Iu’o’ng Eo, va
Neu, trc ché sw di chuyéen cua Neu va hoat dong
oXy hoa va giai phéng chat trung gian - giam
ndng dod elastase bach cau trung tinh,
metallicoproteinase-9, IL-8, IL-6, IL-1B, TNF-a va
Protein cation bach cau ai toan (ECP) [143,150-
155].




Investigate and manage difficult-to-treat asthma in adults and adolescents

T I

2 — / /
MIEN DICH LAM %ﬁf . - ) )
Hi nghi thuong nién 1 Confirm the diagnosis —H 3 Optimize management, —
(asthmal/differential including:
diagnoses)
2 « Asthma education
G SSER —- Look for factors - Optimize treatment (e.g. check and
adlts wih symploms contributing to symptoms, comect inhaler technique and
amc_l Em!BCEIBEIIDIIS exacerbations and poor adherence; switch 1o ICS-formoterol
m_ or quality of life: maintenance and reliever therapy,
high dose ICS-LABA, : i available)
gcstalmgmamm . e - Consid : tocical
- Suboptimal adherence metvemnns (e.g. smdmg
» Comorbidities including obesity. mucus clearance, influenza and
GERD, chronic rhinosinusitis, OSA COVID-18 m)
* Modifiable risk factors and - Treat comorbidities and
triggers at home or work, including modifiable risk factors
smoking, environmental exposures, A s
allergen exposure (if sensitized); = Consider non-biologic add-on
medications such as beta-blockers therapy (e.g. LABA, LAMA,
- Overuse of SABA relievers = Consicder Wisl of high doss IC3
LABA, if not used

« Medication side effects

« Anxiety, depression and social
GINA 2023 dificultes




4 Review response after ~3-6 months

MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology G:J DiAGMNCEES -
Héi nghi thwéng nién 2023 :ﬁ, yes “Sayere If not done by now, refer to
shil ! asthma” I specialist, if possible
no
Consider stepping down
treatment, OCS first Restore previous dose
(if used) 1
Does
asthma become yes
uncontrofied when —
treatment is sfepped
down?
no
Continue optimizing




|

!
o, -4 5 Investigate further and —Q 6 Assess the severe asthma phenotype —A
a G provide patient support

MIEN DICH LAM SA? = Investigate for comorbidities/differential Could P‘-'_ yes
HOMC Socety of A, Allergy nd Clnca I m and treatirefer as appropriate > have Tm 2 alrway
Héi nghi thwérng nién - infiammation?
- Consider: CBC, CRP, IgG, IgA. IgM,
IgE. fungal precipitins; CXR and/or p
HRCT chest; DLCO; DEXA scan Type 2 inflammation [
- Skin prick testing or specific IgE for - |"°
relevant allergens, if not already done = Blood eosinophils 2150/ul
- Consider screening for adrenal — - \
nsullic in patients taking = FeNO 220 ppb and/or
maintenance OCS or high dose ICS = Sputum ecosinophils 22%, and/or
- If blood eosinophils 2300/ul, lcok for « Asthma is clinically allergen-
and treat non-asthma causes, incud- dnven
ing parasites (e.g. Strongyloides (Repeat blood eosinophils and
serology. or stool examination) FeNO up to 3x, at least 1-2
- If hypereosinophilia e.g. 21500/ul, weeks after OCS or on lowest
consider causes such as EGPA possible OCS dose)
- Other directed testing (e.g. ANCA CT
sinuses, BNP, echocardiogram) Note: these are not the crtena for ——
based on clinical suspicion ada-on bivlogic terapy (see 8)
« Consider need for social/psychological
support
» Involve multidisciplinary team care
(if available)

* Invite patient to enroll in registry (if
available) or clinical trial (f appropriate)
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9 /' Consider other treatments %

Iz add-on
: = BN ; Type 2 yes
_,./TypeZa-waylm \ - ype .Nﬂw
MIEN DICH LAM SA? '« Consider adherence tests o
HCMC Society of Asthma, Allergy and Clinical Immu
Hdi nghi thwéng nién - Consider increasing the ICS dose for 3-8 months
- Consider add-on non-biclogic treatment for 1""
specific Type 2 dinical phenotypes, e.g. AERD.
ABPA. chronic rhinosinusitis. nasal polyposis. If add-on Type 2-targeted biologic therapy is
atopic dermatitis NOT available/affordable
- Consider higher dose ICS, f not used
- Consider other add-on therapy
(e.g. LAMA, LM/LTRA_ low dose azithromycin)
- As last resort, consider add-on low dose OCS, but
impiement strategies 1o minimze side-effects
-« Stop ineffective add-on therapies
T Go to section 10
/ Y

3  No evadence of Type 2 arway inflarmmaton

'« Review the basics: differential diagnosis, inhaler technique. adherence,
bic ideeff
« Avoid exposures (tobacco smoke, allergens, irmtants)
« Consider investigations (if available and not done)
- Sputum induction
- High resolution chest CT
- Bronchoscopy for altemative/additional diagnoses
- Consider trial of add-on treatments (if available and not already tried)

= s ) Not currentiy efigibie

- lmcbse?lhmvyun for T2-targeted bivlogic
- Anti-iL4Roc  if taking maintenance OCS therapy

- Anti-TSLP ™ (but insufficient evidence in patients on maintenance OCS)

- As last resort, consider add-on low dose OCS, but implement strategies \

to minimize side-effects
- Consider bronchial thermoplasty (+ registry)
- Stop ineffective add-on therapees




9 8 Consider add-on biologic Type 2-targeted treatments

Elpbyity Predictors of asthma recponae
» * Consider add-on Type 2- g Anti-1gE (omakrumat) What factors may predict good
:w“ﬂnh:m I3 Bhe pasent ebgtie for anti-gE for severe allergic asthma®” acthma reaponce 10 ant-igE?
MIENDICHLAM A srscwbaons o soe i o e s s oo igy A
o i 5 e:gyandClmlm.ll’r\nmu m - ®
Hoi nghi thwong nién z.wmu“’z“ « Exscarbations n last yasr . A
evidence of Type 2 f
afameaton’ ,I
-can-'arlodpr
ehgibility criteria |
m‘,::.'. l Iz the patient eligble for anti-ILS / anti-ILSR for severe eosnophiic asthma®” acthma fesponce 1o ant-ILSSR?
when choosing between ’ « Exacerdatons i last year « Hagher blood eosinophils +++
avalable therapwes ’ « Biood eosinophils, e.g. 215044 or 230044 » More exacerbations in
« Also consider cost. dosing [ R ‘
frequency. route (SC or V), ,' / e + Adut-onset of asthma ++ |
patent preference ‘ ! + Nasal polyposs ++ / |
| ‘
l ;/ What factors may predct good ,
I3 the patent ebgdie for anti-IL4Rx for severe eosnophic/ Type 2 asthme " asthma recponze 1 ant-IL4Ru >
» Exacerdatons in last year « Higher biood ecsinophils +++
« Biood ecsinophils 2150 and S15000, or FeNO 225 pob, - Fgher FeNO see
Which bologic or taking mantenance OCS
2 appropriate o
start frat?
13 the pabent eigie for anth- TSLP for severe asthma?” asthma response 1 ant-TSLP?
« Exacerbations in last year + Higher biood eosncphils +e+e
. * Higher FeNO +++

) /Elpbbtm"mnm7

GINA 2023



MIEN DICH LAM SANG Extend tnad ©
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