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1. Treatable traits la gi?

2. Tai sao lai quan tdm dén treatable traits trong quan ly hen
3. Két luan

Better asthma control
¥ Exacerbations
¥ Symptoms
1 Lung functions

Inflammation control in asthma

& Mortality
v Hospitalizations

1980s 1990s 2000s 2010s 2020s 2030s

ICS as the maintenance therapy ICS + LABA, LAMA Biologics add-on Treatable traits ?
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Piéu tri bénh nhan Hen/COPD trong thwc hanh 1am sang

Nam gi&i, trung nién, thudc 1a 10 goi-nam, kho thé (di nguyén & gang sirc)
FEV1/FVC<0,7, Test GPQ/HPPQ (+)

HEN COPD

Diéu tri HEN/COPD
Hen khong cai thién COPD khong cai thién

pA

Hiéu chinh
Tang budc nhw GINA Thay déi diéu tri nhw GOLD (Kho thé hay dot cap)

A 4

Piéu chinh nhw thé nao 1a hop ly nhat?

ACO: Chdng I4p hen-COPD; COPD: bénh phdi tdc nghén man tinh @



Sir William Osler

CANADA

THE SYSTEM OF MU
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WILLIAM }
OSLER
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Sir William Osler, 1st Baronet, FRS FRCP (/' pzlar/; July 12, 1849 —
December 29, 1919) was a Canadian physician and one of the four founding
professors of Johns Hopkins Hospital. Osler created the first residency program
for specialty training of physicians, and he was the first to bring medical
students out of the lecture hall for bedside clinical training.[Xl He has frequently
been described as the Father of Modern Medicine and one of the "greatest
diagnosticians ever to wield a stethoscope".l2[3l Osler was a person of many
interests, who in addition to being a physician, was a bibliophile, historian,
author, and renowned practical joker. Outside of medicine, he was passionate
about medical libraries and medical history and among his achievements were
the founding of the History of Medicine Society (formally "section"), at the Royal
Society of Medicine, London.! In the field of librarianship he was instrumental

in founding the Medical Library Association of Great Britain and Ireland, the
(North American) Association of Medical Librarians (now known as the Medical
Library Association) with three others, including Margaret Charlton, the medical

librarian of his alma mater, McGill University. He left his large history of
medicine library to McGill, where it continues to exist as the Osler Library.
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can co dién theo Oslerian medicine

100 nam nay
HEN

¢ Hoi phuc phé quan @ Téc nghén khong hdi phuc hoan toan Cac biéu h|en lam sSang
¢ Diwng Thubc la

Cb6 gang chan doan “BENH”
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ACO: Chdng I4p hen-COPD; COPD: bénh phdi tdc nghén man tinh



Oslerian vs Precision medicine paradigms for asthma/COPD

Asthma features COPD features = Traits driving clinical features of asthma and/or COPD =~
Bronchoddasor reversibvity Pt-od', ceversie arfiow kmtation

¢.g. cosmophilic airways nfammation, emphysema
bronchiectasis, poor inhaler technique

— 00090200 —

Tiat v3nation within 8 group of patients who
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%%\

Not veated

Official Journal of the Asian Pacific Society of Respirology
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Editorial (& Free Access

explains the vari
»ach 1o treatment

From Osler to personalized medicine in obstructive airways
disease

tre .:Ic-ci by & common ..[){)l().ll‘f l.>| .1..h r.! sease success of a !)I.:mu L SpPIC

Nethmi Kearns MBChB, Ciléin Kearns MBChB, Richard Beasley DSc

First published: 31 March 2020 | https://doi.org/10.1111/resp.13810

Kearns, N, Kearns, C, Beasley, R. From Osler to personalized
medicine in obstructive airways disease. Respirology. 2020; 25: 781—
783. https://doi.org/10.1111/resp.13810

Diagnostic labels are not relevant
Patient cace is driven by treatable traits

Asthma/C {
that attery 10 consider this h. 1o . Precision medicine pamdngm treatable trait

clear definition and treatment limits clinical v sluu dentified and patient-specific treatment is L’(U“'Je
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Oslerian medicine
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100 nam nay
- Bénh dwéng thé man tinh -

¢ Hoi phuc phé quan @ Téc nghén khong hdi phuc hoan toan Cac biéu h|en lam sSang
¢ Diwng Thubc la

Cb gang chan doan “NHOM BENH”
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DPidu tri: GINA . GOLD

ACO: Chdng l4p Hen-COPD; COPD: bénh phéi tdc ngh&n man tinh

Dap trng diéu tri
tot

Khong dap
wng




Oslerian medicine
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Treatable traits 100 nam nay

Nguwdi Ién co cac triéu chirng, d4u hiéu hodc bién cb goi y
bénh Iy duong the

Céc biéu hién lam sang

Tién str, thdm kham |am sang va yéu té nguy co*
H6 hap ky/FeNO/bach cau ai toan trong mau

Cb gang chan doan “NHOM BENH”

Tién st rd rang va/hodc co yéu té nguy co

Tién st khoéng dién hinh, khéng c6 yéu td
va’hodc két qua xét nghiém bat thudng

Ly
nguy co va két qua xét nghiém binh thwdng T
T

1R
tkﬁv g Treatable traits
i

Kha nang cao mac bénh Iy duwéng thd

Kha nang thadp méac bénh ly duwéng thé

Xép loai va

Panh gia va quan |y cac dic diém bénh

ly khdng trén dworng thé co thé diéu tri .

dwoc, can nhac chan doan thay thé va | Dap (rng diéu tri
theo doi tot

Panh gia va quan |y cac dic diém bénh

ly c6 thé diéu tri dwoc

Khong dap
wng
Alvar Agusti et al. Eur Respir J 2016;47:410-419



Piéu tri COPD theo GOLD

z

Nguy co dot cap

EOS: bach cau &i toan, FEV1: thé tich khi thé ra gang strc trong 1 gidy dau tién
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Not properly individualized
Increased time to reach the right treatment plan

e

COPD
ve

Asthma
e.g. eosinophilic

COPD
e.g. smoking,
inflammation,
suboptimal adherence

airflow
obstruction

Identifies key factors underlying each patient's disease
to create individualized management plans
Patient receives optimized and effective treatment

Treatable Traits approach

i

\ 2atable trai

—

\
DOMAIN

Pulmonary
(e.g. airflow
obstruction,
eosinophilic

inflammation)

Extrapulmonary
(e.g. obesity,
gastroesophageal
reflux disease)

Behavioral/
lifestyle

(e.g. smoking,
treatment adherence)

@

ts in each patient
R
TRAIT TREATMENT

Evidence for a Treatable Traits model of care'

ASTHMA CONTROL
Patients with clinically meaningful
improvement in asthma control

QUALITY OF LIFE
Patients with clinically meaningful
improvement in quality of life

_ P=0.034 P=0012

£ 40

2

$

520+

0 )
Treatable Traits Usual care Treatable Traits Usual care
50% of patients achieved MCID of 56% achieved MCID of

20.5 units with Treatable Traits care,
vs 21% with usual care

20.5 units with Treatable Traits care,
vs 22% with usual care

MCID, minimal clinically important difference

©
®

Traits can be prioritized based on clinicalimpact,
prevalence, costand patient understanding

We nowneed to see how doctors
can apply thisinday-to-day practice

Respiratory Medicine 2021 187DOI: (10.1016/j.rmed.2021.106572)



Lien quan gitra Phenotype, endotype va treatable traits
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] 2
T3 Exposo,me_A(Thg ph’o.’l n[1.|em} — . ¢ Genome (B6 gene)
ap hop cac tiép xac voi moi tredng A A A - s T R
ma mot ca thé trai qua sudt doi . i — Vat liéu di truyén cda sinh vat
Endotype (Kiéu néi hinh)
Phan Qhém cua mét bénh ly dwoc xac dinh b&i mét Biomarker (Déu an sinh hoc)
co ché bénh sinh va chirc nang & mic d6 phan tl M6t dac diém dwoc do lwdng
hodc béi viéc dap (rng voi dieu tri khach quan va danh gia nhu mot
chi d4u cla qué trinh sinh hoc
binh thwdng, qua trinh bénh ly
hoac dap wng sinh hoc véi mot
can thiép tri liéu
Phenotype (Kiéu hinh)
Mot hodc nhiéu thudc tinh bénh Iy mé ta cac khac ’
biét gitra cac ca thé khi cac khac biét lién quan dén
két cuc c6 y nghia trén |am sang Treatable trait
(Céac dac diém c6 thé diéu tri dwoc)
Muc tiéu tri liéu dwoc xac dinh b&i nhan dién
‘Phenotype’ hoac endotype qua cac biomarkers
da dwoc tham dinh
David B, et al. Thorax 2020;0:1-8. doi:10.1136/thoraxjnl-2020-215167 -
N

\_/



Y hoc chinh xac va diéu tri dwa vao biomarkers trong COPD
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70007 e corD
6000 ® Y hoc chinh xac -
5000 e
, ‘A p A N 5 40004 ‘
Xu hwéng nghién ctru vé COPD va ‘ 3 ar
Vd 7 ~ «@ ]
y hoc chinh cac trén Pubmed g 30m Lt
< 2000 .o "
1000 L "
|:|_ -.-ll_-rl..l.l:==1'-_:::-:::::;::::::;::;::::::::ll.lll.l....T........ ; |
1940 1950 1960 1970 1980 1990 2000 2010 2020
3007 245  NETT[17] [0 Téng MM Duvavao
biomarker
2004 LOTT [20] MRC [19] POET [21]
= CazzoLa [18]
= Bénh Iy thaly trén - — - > - - : -
100- Kna g o Thiéu oxy 6 trang So sanh NNT gilra 2 cach tiép can diéu tri COPD la
G ai nghi ngoi N . N A A .
s ’ GOLD 4 3g Eos 2300 dwa vao biomarkers va khdng dwa vao biomarkers
6 | 5 7 9
I S ’—h_
[] I : : :
Ph&u thuat giam thé tich phdi 0z LAMA so véi LABA B0 ba so voi LABA/LAMA
(LVRS)
Két cuyc Phongnglralca Phongngiralca Phong ngwra it nhat 1 dot cap

tr vong sau 5 nam t& vong sau 3 nam

sau 1 nam

European Respiratory Journal Apr 2019, 53 (4) 1802460;

&>



Treatable traits: mét md hinh diéu tri mé&i cho thé ky 21

Treatable traits: a new paradigm for 215t century management of chronic airway diseases: Treatable Traits
Down Under International Workshop report

‘TOM TAT “Treatable traits” dwgrc dé xuit nhu mdt mé thirc méi trong quan Iy cac bénh vé dudng thé,
dic biét 1a cac bénh ly phirc tap, nham ap dung y hoc ca thé héa dé cai thién cac két cuc cho tirng ca
nhan. Viéc chuyén doi phuong phap diéu tri mai tir khdi niém sang thwe hanh la mot thach thirc, tuy nhién
viéc lam nay 1a can thiét. V&i nd lyc thuc day tién trinh nghién clru va thuc hanh lién quan dén phuong
phdp ti€p cdn cdc dic diém co thé diéu tri dwoc, HOi thdo Treatable Traits Down Under International
Workshop dwoc triéu tap tai Melbourne, Uc vao thang 5/2018. Tai day, ching tdi bao cdo cac khai niém
chinh va cac cau hdi nghién clru duoc dat ra trong cdc cudc thao ludn trong sudt budi hop. Chiang toi dé
xuat mét chwong trinh nghién ctru lién quan dén viéc dat duoc sy dong thudn qudc té vé cac dac diém &ng
clt, cdng nhan su pho bién cha cac dac diém va xac dinh mot th& bac tiém ndng cla cdc dic diém dua trén
anh hudng |1Am sang va kha nang dap ng vdi diéu tri cha cac dac diém dé. Doéng thoi, ching tdi cling nhin
nhan lai cdc phwong phap va thiét ké nghién clru cé thé tao ra ki€n thirc méi lién quan dén hiéu lyc cla
phuong phap ti€p can cac dic diém cé thé diéu tri dwoc va can nhac cdc md hinh chdm séc da nganh cé thé
ho tro trién khai phwong phap nay vao trong thuc té!

Eur Respir J 2019; 53: 1802058 ()



Xac dinh Treatable Traits

Xac dinh
& Piéu tri
do lvong dwoc
duworc

Tac
dong
lam sang

Triéu chirng
Tinh trang strc khoe Xac dinh khach quan Co6 thé diéu tri dwoc
Bién cd twong lai Biomarkers C6 bang chirng RCT
Churc nang phbi Bb cau hoi Tao ra kha nang nghién ctru
Tién lvong

Mdrc do nang, t,'ém suat xuat hién, tac dong (dot cap, triéu chirng, strc khde, tir vong...)
Lién két (béo phi), BEnh nhan wu tién (khé thé, gi¢i han van déng...)

I U e
GOLD: Triéu chirng, dot cap, eosinophilic
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Behavioural/environmental
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Y

Extra-pulmonary

u

~

Y
Pulmonary

the NOVELTY study

Vo

Behavioural /environments

Ve
Extra-pulmonary

N

Vo
Pulmonary

/

Treatable traits in
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Respirology, Volume: 27, Issue: 11, Pages: 929-940, First published: 21 July 2022, DOI: (10.1111/resp.14325)
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Non-EOS frequent productive cough

Prevalence (%)

— 0y

- N
(= o
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Non-reversible airflow limitation
Bronchodilator reversibility
PRISm

Frequent productive cough

Exacerbation prone
Emphysema
Bronchiectasis
Obstructive sleep apnoea
Nasal/sinus polyps
Allergic rhinosinusitis
Non-allergic rhinosinusitis
Other respiratory allergies
Non-respiratory allergies
Gastroesophageal reflux
Obesity

Cachexia

Anaemia

Osteoporosis

Coronary heart disease
Heart failure
Cerebrovascular disease
Depression or anxiety
Systemic inflammation
Th2 low

Th2 high

Current smoker
Occupational exposures
Indoor use of biomass/coal
Frequent reliever use

8Ly
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Treatable traits

Cé4 thé hoa viéc gido duc tw quan ly Dan lwu dich nhay (thiét bi PEP va HS saline)

Diéu tri trang dich v&i viem duong the

Giao duc ky thuat xit hit Khang sinh cho tac nhan 1a vi khuan

Pisultrilthuéc valsir Diéu chinh ké hoach hanh dong
dung cac dung cu May CPAP cho chirng ngwng thé
khi ngu

Tuan thd chién lwoc hd tro > -
Gido duc tw quan ly

bénh

Panh gia da chiéu Quan ly ca

Diéu chinh yéu t6
nguy co

Diéu chinh ké hoach hanh déng

26y yuis ue neqg

200 1, Tap luyén lai ky thuat hit thé ‘
Qu;?.l’lc'))’/nzwdaét:eo (breath retraining) '

Bai thap khang lwc (resitance s
Q-
(Guideline) 58 . s
D-EE" Statin cho viém toan than

exercise) +/- phuc hdi chirc
nang phoi

Thubc tring dich :C

\:E\ Quaén ly dwa theo Hwdng dan dbi voi
Q> bénh kém |

-{,‘Q‘?‘ Liéu phap hanh vi — nhan thirc +/- thudc d6i voi
g"f" lo au va/hoac tram cam

Tuw vén diéu chinh dinh dudng va
ché db an

Tw van va diéu tri thubc dé cai thubc 1a

S



Treatable traits in the NOVELTY study

'Asthma’
(n =5932)

Exacerbation prone |

Non-respiratory -
allergies

Frequent
Other respiratory reliever use

allergies

Occupational
exposures

Indoor use of
biomass/coal

. Pulmonary TTs

'Asthma + COPD'
(n = 1396)

Non-allergic rhinosinusitis

{ g

Gastroesophageal reflux |
e |

N

) Current smoker

& Bronchodilator
reversibility

Gti) ga_ AN
[ (K R\ASTX Y Coronary heart
y AW - ." AW , disease
A< N
PR =y
: { 7 XX L.
Occupational = = s / ‘3\:r',
exposures S f&\\“‘ ,I’ -“.‘\\;,” o
Co e W = i Frequent productive cough
= ~————4 Osteoporosis

Non-reversible airflow
limitation

Systemic inflammation

() Extra-pulmonary TTs

— >8%-7% —— >7%—10% >10%—156% === >15%

Non-respiratory P \

nno

'COPD"
(n = 3898)

Coronary heart disease (.
/ Bronchodilator

Allergic reversibility
rhinosinusi’fs /

Indoor use
of biomass/coal

Obstructive
sleep apnea /

\

allergies

Frequent
productive cough

Exacerbation prone

Depression or anxiety 1 5
Gastroesophageal reflux

. Behavioural/environmental TTs

Respirology, Volume: 27, Issue: 11, Pages: 929-940, First published: 21 July 2022, DOI: (10.1111/resp.14325)
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Treatable traits in the NOVELTY study
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o |l - ‘asthma’: presence 10 TTs and absence 13
‘Asthma’  'Asthma+COPD'  'COPD'  Severe ‘asthma’ Severe 'asthma+COPD' Severe 'COPD' other TTs,

Non-rever.sible air‘flowl li.n'ﬂtation _ 2.1 4.5 2.7 4.0 6.2 - ‘COPD’ presence 17 Other TTS and absence

Bronchodilator reversibility i) 15 1.9 1.8

PRISM 14 [ 6TTs

Frequent productive cough _ 1.4 1.8 1.9 1.9 1.4 ‘ ’. :

Non-EOS frequent productive cough [0 1.5 18 1.9 22 1.6 B aSthma + COPD ' presence 21 TTS (WhICh

Exacerbation prone 1.1 0T 13 3.2 2.9 2.6 IﬂClUded mOSt Of thOSG already |dent|f|ed n

Emphysem: 1.8 25.0 2.7 2.7 . . . ‘ y P y

T e — - = s patients diagnosed with ‘asthma’ or ‘COPD’)

Obstructive sleep apnoea 13 1.4 but no absent TTS

Nasal/sinus polyps [(:8 _ 1.9 _ . . .

Mergic hinosinusitis 5.1 14 T 16 IsEmmm - 1T pattern changes in relation to disease

Cerebrovascular disease 1.4 1.6 . . H . - .

rerm—— o = e = ”s TR severity, but in opposite directions in severe

Depression or anxiety e i 17 14 e ] ‘asthma’ and severe ‘COPD’ as the former

astroesophageal reflux A X 1.4 5 . . .

ol i — — = — __ was characterized by an increase in the

S N 28 - - ——— number of present TTs and a reduction in

Osteoporosis 15 14 15 absent TTs, whereas the opposite occurred in

Coronary heart disease _ 2.4 ‘ ’

Heart failure _ 37 1.9 1.5 COPD -

Systemic inflammation _ 7 22 1.5 1.8 - By Contrast, the pattern Of severe

e - . ‘asthma + COPD’ did not change substantially

ST — L 105 e ] _ * with disease severity, except for the

ccupational exposures A 4 B . - . . . . .

Indoor use of biomass/coal 16 13 15 consideration of systemic inflammation and

Frequent reliever use _ 1.7 1.5 25 3.1 2.2 _ it H

T — T — - - i — the non assoc_latlon with cerebrpvascular

Non-respiratory allergies 1.6 1.3 - 13 125 _ d|Sease, ObeS|ty and non'a”erg|c

Respirology, Volume: 27, Issue: 11, Pages: 929-940, First published: 21 July 2022, DOI: (10.1111/resp.14325) rhInOSInUSItIS 19 < 9



Hen la mét bénh da dang

Céch tiép can diéu tri dwa vao BENH con
nhiéu bat cap — one size does not fit all
Nhiéu bénh c6 cung 1 trait c6 thé diéu tri
dwoc

Piéu tri dwa vao céc traits (label-free) mang

tinh ca thé hon va “tring dich” hon

The Asthmas

A Precision Medicine Approach to Treatable
Traits, Diagnosis and Management
Vibeke Backer

Peter G. Gibson
lan D. Pavord
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