<

%?‘S[ES%’O N
¥ _ta% UNIVERSITA
24 &l 2 DEGLI STUDI

< DI PALERMO

("
o, W6
Zorg gt

The ERS/ATS severe asthma guidelines

Nicola Scichilone

nicola.scichilone@unipa.it



The ERS/ATS severe asthma guideline

The patient journey



Female, 51 yrs old, never smoker, asthma since adolescence.

Worsening in the last 2 yrs (several visits to ED, uncontrolled asthma

under high dose ICS/LABA)

Nasal polyps, MRGE, Obesit
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Accetiezione. 23/01/2014 0652 |

Sesso Femmina
il 2411211972
in  VIA'S. FRAGAPANE N. 10

Nato a PACES

Domiciliato a PALERMO

Residente a PALERMO in  VIAS. FRAGAPANE N. 10
Cod. Sanitario Cod. Fiscale VNZDNL72T64G273X Tel. 0916840683
Nazionalita ITALIA

Professione  Casalinga
Modalita di arrivo  AUTONOMO:

Sintomo RIF. DISPNEA E FAME D'ARIA IN PAZ. CON STORIA DI ASMA BRONCHIALE ALLERGICO.
Proven. paziente  ALTRO

Modalita di trauma

Triagista CIOLINO GIUSEPPE

| Wedico Accettante ROTOLO GASPARE ANTONIO

Colore Triage GIALLO

Rilievi rilevati 23/01/2014 09.54 CIOLINO GIUSEPPE FREQUENZA CARDIACA 84 bpmr
23/01/2014 09.54 CIOLINO GIUSEPPE BAT. 02 99% in a.a.
23/01/2014 09.56 CIOLINO GIUSEPPE PRESSIONE ARTERIOSA 125/75

Anamnesi

23/01/2014 11.19 ROTOLO GASPARE AN NON ESIBITA DOCUMENTAZIONE.
ASMA BRONCHIALE. NEGA DI ESSERE INCINTA.
RIFERISCE DI AVERE PRATICATO TERAPIA CON ZITROMAX E
VELAMOX (?) SINO A QUALCHE GIORNO ADDIETRO.
VIENE IN PRONTO SOCCORSO PER INCREMENTO DELLA DISPNEA E
TOSSE CON ESPETTORATO BIANCASTRO. NON FEBBRE.

Esame Obiettivo

23/01/2014 11.20 ROTOLO GASPARE AN PZ COLLABORANTE, LUCIDA, ORIENTATA. DISPNOICA A RIPOSO. AL
TORACE: REPERTO DI BRONCOSPASMO DIFFUSO. ATTIVITA
CARDIACA RITMICA NORMOFREQUENTE. PAO 120/70 MHG.

23/01/2014 12.05 ROTOLO GASPARE ANEGA IN A.A.:-> PH 7.465 PCO2 309 PO265.6 S0295.2 LACO0.7

HCO3 21.9
Prestazioni 23/01/2014 11.02 897 VISITA GENERALE
23/01/2014 12.19 91492 PRELIEVO DI SANGUE VENOSO
Laboratorio 23/01/2014 14.33 ESEGUITI ESAMI EMATOCHIMICI: VEDI ALLEGATI
23/01/2014 14.33
23/01/2014 14.35
Radiologici 23/01/2014 12.20 87441 RX TORACE
Consulenza VC - PNEUMOLOGIA 1
23/01/2014 13.25 897 CONSULENZA PNEUMOLOGICA ()

PRONTO SOCCORSO - P.O.V, CERVELLO

Verbale n. 023727

Accetiazione *09/03/2014 10:43
raingresso PS-09/03/2014 11,52
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" Dimissione 10/03/2014 13.09

Sesso Femmina

ot PALERMO il 2411211972
Natoa

ir RAGAPANE N. 10
Domiciliato & PALERMO in  VIAS.FI
Residente a PALERMO in  VIAS. FRAGAPANE N. 10
Cod. Sanitario Cod. Fiscale VNZDNL72T64G273X Tel. 0916840683
Nazionalita ITALIA Professione Casalinga

| Modalita di arivo  ACCOMPAGNATO DA:

-+ Sintomo RIF DISPNEA IN PAZ CON STORIA DI ASMA BRONCHIALE ALLERGICO

Proven. paziente  ALTRO
Modalita di trauma

Triagista LIBRO FABIO

Medico Accettante D.ssa GUZZETTA GIUSEPPA

Colore Triage GIALLO

90 bpm rit

Rilievi rilevati 09/03/2014 10.45 LIBRO FABIO FREQUENZA CARDIACA ot o/:)m "

09/03/2014 10.45 LIBRO FABIO SAT. 02 b N

09/03/2014 10.46 LIBRO FABIO PRESSIONE ARTERIOSA 100 N mmhg

09/03/2014 11.40 LIBRO FABIO FREQUENZA CARDIACA e :)"[naa

02 /o
09/03/2014 11.40 LIBRO FABIO SAT.
10/03/2014 09.00 ROTOLO GASPARE AN PRESSIONE ARTERIOSA 105/65 mmhg

% 02a2ll
10/03/2014 09.01 ROTOLO GASPARE AN SAT. 02 95% con

Anamnesi
OLORE IN EMICOSTATO
IUSEPPA RIFERITA DISPNEA DA STANOTTE E D
ORO301E 1152 GUZZETTA G DESTRO , INPZ CON STORIA DI ASMA

Esame Obiettivo on
09/03/2014 11.55 GUZZETTA GIUSEPPA PZRDDI;PC’\\‘?\IE% I1;ﬁzﬁ%%;ggET"EOR[‘)ITSﬁ:O/\NCOSPASMO Ol
CAI
ADDENSAMENTO ILARE EMIDIAFRAMMI
OSIO3E014 1245 GUZZETTA GIUSEFPA géé’gm&%gﬁl%il COSTO FRENICI LIBERI (MERCADANTE GISELLA

09/03/2014 17.01 RESTIVO PANTA T 37.4°C. SAO2 IN OSSIGENOTERAPIA 96%.
103/ ESTIVO PANTALONE (T 37.4°C.
09/03/2014 19.37 RESTIVO PANT, AO2 IN OSSIGENOTERAPIA 96%. REPERTO BRONCOSPASTICO E
IVO PANTALONE (SAO2 || %.
/03 0

ISITA GENERALE
ioni 2014 11.52 897 v
Frestasn g;g:zou 11.59 91492 PRELIEVO DI SANGUE VENOSO
10/03/2014 11.17 91492 PRELIEVO DI SANGUE VENOSO
Laboratorio 09/03/2014 12.46 ESEGUITI ESAMI EMATOCHIMICI: VEDI ALLEGATI
al

09/03/2014 13.33
10/03/2014 12.26

ORACE
Radiologici 09/03/2014 17.03 87441 RX T

S
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Pagina 1di 2 Accstizione 12103/2014 12,30
 OraingressoPS 12103/2014 16.32
Dimissione12/03/2014 22,24
Sig. b Sesso Femmina
| Natoa PALERMO il 2411211972
Domiciiatoa  PALERMO in  VIAS. FRAGAPANE N. 10
| Residente a PALERMO in VIA S. FRAGAPANE N. 10
Cod. Sanitario Cod. Fiscale  VNZDNL72T64G273X Tel. 0916840683
Nazionalita ITALIA Professione Casalinga
Modaita di arrivo AUTONOMO:
! Sintomo TORAN PER IL PERSISTERE DELLA SINTGMATOLOGIA
i VERBALE N° 23727
| RILIEVI

| Proven. pazients  ALTRO

| Modalita di trauma

| Triagista CUCCHIARA GIOVANNI
Wedico Accetante Dott. VAGLICA SAVERIO

Colore Triage GIALLO

Rilievi rilevati 12/03/2014 12.32 CUCCHIARA GIOVANNI PRESSIONE ARTERIOSA 160/60
12/03/2014 12.32 CUCCHIARA GIOVANNI FREQUENZA CARDIACA 102
12/03/2014 12.32 CUCCHIARA GIOVANNI SAT. 02 97

12/03/2014 22.20 ROTOLO GASPARE AN SAT. 02

99% in a.a,
12/03/2014 22.21 ROTOLO GASPARE AN PRESSIONE ARTERIOSA

100/65 mmhg a dx

Anamnesi

12/03/2014 16.51 VAGLICA SAVERIO  RITORNA PER IL PERSISTERE DEL DOLORE EMITRACE DX i
PROBABILE ASMA ESTRINSECA, UDIVERSI ACCESSI IN PS PER
ANALOGA SINTOMATOLOGIA -> ULTIMO ACCESSO INDICATO IL
RICOVERO MA PER MANCANZA DI POSTI LETTO HA RIFIUTATO
OSSERVAZIONE

Esame Obiettivo
12/03/2014 16.55 VAGLICA SAVERIO BRONCOSTENOS! DIFFUSA 5

DOLROE TRA IV E VI SPAZIO INTECOSTALE DX SULL'ASCELLARE
MEDIA E AMTERIORE , NON LESIONI ERPETICHE
12/03/2014 22.07 ROTOLO GASPARE AN
DA REFERTO TAC:-> Indagine eseguita in urgenza, nelle sole condizion di
base. Non significative alterazioni della densita’ pare nchimale aventi
carattere di attivita'. 1l di volume medio.Non versamento pleurico e o faide di
pnx. La trachea ed i bronchi principali sono pervi.Note di spondiloartrosi
dorsale.Nodulo ipopdenso di circa 1,8 cm . nella mammella di destra.
IN ATTO ASINTOMATICA. D-DIMERO 110, S| ESEGUE ECG:
SOVRAPPONIBILE A QUELLO ESEGUITO IL 10 MARZO. AL TORACE: MV
RIDOTTO + MODESTO BRONCOSPASMO. PAO 100/65 MMHG A DX E A
SX (N.B.: S| TRATTA DI VALORI PRESSORI GIA NOTI ALLA PAZIENTE)

12/03/2014 22.11 ROTOLO GASPARE AN

Prestazioni 12/03/2014 16.32 897 VISITA GENERALE
12/03/2014 16.53 91492 PRELIEVO DI SANGUE VENOSO
12/03/2014 20.13 91492 PRELIEVO DI SANGUE VENOSO
12/03/2014 22.20 8952 ELETTROCARDIOGRAMMA




Why does she suffer from severe asthma?

Frequent severe exacerbations

Poor symptom control in the last years
Coexistence of concomitant diseases
Other factois...



ERS/ATS definition of severe asthma

A patient is deemed to have uncontrolled asthma if at least one of
the following features is present:

Poor symptom Frequent severe
control exacerbations

SR Airflow limitation
exacerbations

A patient is deemed to have severe asthma if he/she has:

Uncontrolled asthma while on high-dose therapy

OR

Controlled asthma that becomes uncontrolled on
tapering of high-dose corticosteroids

Chung KF et al. Eur Respir J 2014



ERS 1999 “Difficult asthma”

« “asthma, poorly controlled in terms of chronic
symptoms, with episodic exacerbations, persistent and
variable airway obstruction and continued requirement
for short-acting beta-2-agonists and a reasonable dose
of inhaled corticosteroids”

Eur Respir J 1999



ATS 2000: Refractory asthma

Major criteria

Treatment with oral corticosteroids > 50% of the time

high doses inhaled corticosteroids (>1200 ug beclomethasone
equivalent)

Minor criteria

requirement for daily treatment with LABA, theophylline or
LTRAs

daily asthma symptoms requiring rescue medication

persistent airway obstruction (FEV1 < 80% predicted); diurnal
PEF variability > 20%

1 or more urgent care visits for asthma per year

3 or more oral steroid bursts per year

prompt deterioration with > 25% reduction in oral or ICS dosing
near fatal asthma event in the past
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PO, Y. Cervelle” - vio Trobucco, 180 - 20146 - Polerma

Biretere: Praf. Maerio Spatafora
Tl 091/ AR0LIONG |Sagevt ) - D] A0 DAA0 [agunc] - 097 ANO 0 (Madil] - O30 JABEFIAS [Allargelosgia] - Fau 00 4520842

Palermo, 111172015
¥1 Sercening Yisit 0000101
|"-|1.ﬂit|ll¢:—
Data della visita: [N
Dt di masciter: [ Roco: Cavcasica Telefono: |GG

[ paziznte viens ndegantamente informate sulla peesibiliti di partecrpare allo stuchie clinieo Sanofi EFC13570 ¢ viene

wvirlutato come peasibale candidalo,

Il paziente firma;

v Informative & manifestazione del consenso Informsto Asthma Cniest = BEFCIITY @ informativa [ il !mr.il.':u[-e

versione V1 del 23 febbraio 2015,
o Consense informato supplesientane per il test HIY versione ¥ | del 25 febbraio 2015

Lot pevzsente rifitn di dare il consenso alle vabwtazioni di farmacoegenetica, alle analist di nsposts al vaccing e alla
raceolta dei camplont per usi fltuel.

Si consegna al pasiente:

+  Copm infarmatva e momifesiazone del consenso Informato Asthing Quest - EFC 13579 ¢ informativa per il
;luil.:ull‘: versdone ¥ del 25 felbeaio 2015

#  Copia conseiso informato supplessertane pes il test HIV versione ¥ 1 del 25 febbeaio 2013
o Mloculo informative per | medio corante versione Y1 del 25 febbraio 2015

L paziente rispetta ttti §oriten di inclusions ed esclusione previst dal protocol perlianto si comtatta 1 sistema [VRS
per registrare bn visitn di serecning. 11 sistema assegna alla paziente il numero SR0MS101.

Report Data: 11 /Mo 201% Biemedioal Systems Cenbealissd Spiromabry CRE VELE.2.0 CM-I_IP
Tamm: 13:36:5% AZTEMDA CAFEDALIERR OSFEDALI RIUMITI VILLA HM09 5H: ‘:.L'II_n "-l _

SOFIA CERVELLO  3BDODS
Sancfi EFCL3673

Subject 10: 380008101

Gender: F Age: 52
Hedght: 150.0 em

Date of Birth: 01-Oct-1963
Raca: Caucasian/White

Ethnisity: Non- HispanieLating

Test Date: 11/Mowi2015 13:20:29

Viait: Visit 1 (Wi -4 +- 1)

Interval: PreDoss

Sesslon |D: 5

Dose Time: NA

Tech: federicas

FaNO Rep: 14.3 %

Repeatability NOT Achieved (Pair NOT within 2.5 ppb or 10% whichever is
greater)

HNumber of Efforts: 2

Farameters Tasté]l Tasti2

! = Hothooepted,

'#' = Dgad for average value

Repeat #2 Reason: the Lirst exam
Comeents:

isn't correct

Haa the patient fasted for at least 1 hour? YES

FeMO, (pph)
.

1395 1318 1E30 1322 13:24
Time of Day

Signature: }i&)ﬁ_& wek
l“‘[’\*‘“‘“ E,‘QM\

§3:20 13:28

r‘r.iul.-.__'/_l\!m_.n& _br;dr'.l"..-n{ Gate: A4 ﬂ'[w' Ay

fememi Seapuio M- Noy -2015



Feport Date: 20/Jun/201& Hiomadical Systems Centralized Spiromebtrsy
Time: 00:48:41 AZIEMDEA OSPEDALIERA OSPEDALT RIDNITI WILLA
S0FLA CEBVELLD 380009
Sanofi EFCL3579

Baport Date: 07/Jan/2016 Bilomedical Systems Centralized Spircmebry
Time: 10:31:41 LIATENDS CSPEDRALIERA DSPEDALI RIUNITLE VILLA
SOFIA CERVELLO JB000%
Sanafi EBC1357%

Subject ID: 380008101

gy 272 L Vis t: Visit 12 (Wh 28) Interval: PreDose
Winit: Visit 4 (Wk 4) Interval: PraBD ) N )
Test Date: 200 Jun/2016 094034 Session ID: 41
Test Date: 07/an2016 10:26:48 Session ID:19 . )
. . Tach: senfamta Cal Check DateiTime: 200Jun/2016 09:15:2T
Teci: federicas Cal. Check Date/Time: 07 Janw2016 DB:26:56 N _ .
LE A =g . ot Gender:F  Age:52  Date of Birth: 01/0ctM963  Height: 150.0 cm
Gender:F Ags:5Z Date of Birth: 01/0cE1963  Height: 150.0 cm ; .
. : ; : . Race: CaucastanWhile Correction %: 100
Race: Caucaslanfithita Corraction %: 100 Ethnicity: Nom- Hispanle/Latin Predicted Values: NHANES-ILCaucasian
Ethnicity: Non- Hispanic/Latino Pradicted Values: NHANES-ill.Caucasian ~ ”"I’:"!"' iy l:?:' Gilating FE'ffi R 000 L IC RO I L
Mumber of Efforts: 3 FEV1 Rep: 0.00 L FVC Rep: 0.04 L nbow of BTt PO Lk
ATS/ERS ;‘T” ERS spred
Parametars Tast+l Test+3 Test+2 Best %Prad Parameters Frad Testss Testdl Tasts Bast Fr
FvC L 2.92 1.40 1.37 1.27 1.40 a8
FEV1 L 2.31 0.82 ©0.82 0.77 0.82 a5
FEV1/FVC B BO 59 &0 61 53 74
FEF25-78 L/as 2.41 0.32 ©0.34 0.31 0.32 13
FEF L/e 5.33 3.1 3.17 2.76 3.17 53
TEEF ms - 58 50 69 50 -
FET a - 7.23 T7.26 6.57 7.26 -
VEXT ml - 29 15 B3 15 -
VEXT/EVC % - 2,07 1,09 6,54 1.407 -

Comments:

Y o e = s
Comments:

Tasl 2
Tau
Tesl 3
] g
5 &
= " =4 - b
P a & =1
U =
£ £ = i
=5 E =] = 1
E: s 2 s i
= I o 2 \
= L = 3 i
kY
R
- o,
!
e,
s T -~ ] \ 1
'R I . ! IA.H- ¥ ':___-" I ! - ] % |
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1 F
a | -
10 i I ] bi| 15 20 7 &

Tirme. (57 Tima, (5]



Raport Date: 12/Jun/2017 Biomedioal 2yetems Centralized Spdrometey
Time: 10:29:29 AEIENMDA OSPEDALIEFA CSFADALI RIUNITI VILLR
S0FIA CERVELLO 350059
Sanoll LTE12%5]

Report Date: 16/ Apr/2018 Biomadical Systems Contralired Spiromatry
Tima: 12:08:05 AZIENDR CSFEDALTERM OSPADALI RIUHNITI VILLA
E0F1IA CERVELLO 3a0099
Fanafi LTEL2551

Subject i 3000917067

Visit: Wisit 11 (Wk 24) Interval: PreDosa Subject 12 360008101
Test Date: 120un/2017 10:14:48 Session ID:6 Visit: Visit 15 (Month 18} Interval: PreDose
Tech: chiarac Cal. Check Date/Time: 120Jun/2017 09:24:03 Test Clate: 16/Apr2018 10:08:11 Session ID: 10
Gender:® Age:53 Oate of Birth: 04/0ct/1963  Height: 150.0 cm TEGh:E:.tBELEBI' - o ) Cal. Check Date/Time: 16/Aprf2018 08:56:24
Race: Caucasiani¥hite Carrection %: 100 Gender:F  Ane:5d : Dzie of Birth: 04/0ctM863  Helght: 150.0 cm
Ethnicity: Mon- Hispanic/Latino Predicted Values: NHANES-lILCaucasian gtEhiaii::,E;L:::I:;u::::ﬂLnﬁnu ﬁ‘:;?::;gﬂﬁ:ﬁ NHANES AL Caucasian
Mumber of Efforts: 3 FEW1 Rep: 0.04 L FVC Rep: 0.05 L i : -
P P CAL T Number of Efforts: 3 FEVA Rep: 0.03 L FVC Rep: 0.03 L
ATS/ERS
Paramekbars Prad Test+3l Test+2 Test+l Best %Pred B & bred Tast+? Test+3 Test lth,-’EI:.E s
aramstaers r as -1 ] SEt+ 25 Draa
-=mmmmmmm e JUND: §Farsneters =W Fred TEsHiZ Testid Testil Best feae
FVE L 2.0 2.31 .26 2.26 2.31 80 a.g7 z.m& 2.50 2.858 208 ag
FEV1 L 2.28 1.68 1.64 1.62 1.68 74 “mnnvc: ;“ 226 196 199 198 18 os
FEVL/FVC & 80 73 73 72 73 luate thmvwwc " e B T T a9
e Mo TE T e no awho o " i s sis 503 s s ow
- = ' ' ’ ' _ na clinicrerzs 75 n/s 2,33 1,65 1.92 1.66 1.65 71
FET s 6.52 6.60 6.64 6.64 FET . . 683 .95 6.34 658 N
TREF mns - 78 86 B3 78 - PR s _ 109 aa a7 g4 _
VEXT ml - 51 18 44 44 - |UMBEwaT ol B &7 99 43 43 _
VEXT/EVC : - 2.1 2.1z 1.%%  1.%0 - VEXT/FVC % - 2.62 3.9 1.70 1.68 -
3ERTY .
Comments: Comments:
T 12 -
Test 3 TaE 2 ?
:“'E'I 2 Tesl 3
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The ERS/ATS severe asthma guideline

The patient journey

The target treatment



The Task Force was focused on specific PICOs, and, unlike the first Task Force, did not
consider general management strategies for severe asthma

Holguin et al. Eur Respir J 2019



Records identified through Additional records identified
database searching through other sources
\

o ot Asthma exacerbations
Records after duplicates removed sym pto m s
=il Asthma control CRITICAL
- L] >
Records excluded Quallty Of Ilfe OUTCOMES

{n=1114)

Identification

Screening

el TR, Use of systemic corticosteroids
Full-text articles assessed Wlu;nria;inns Ad ve rse eve n ts
for Eligihilit\r ;(::le; Included non-severe asthma:
{n=29)

Not RCT or meta-analysls: N=3

£
F
&
£

Singe dose anly: N=1

Studies included in
qualitative synthesls Full-text articles excluded,

(n=21) with reasons - =
(n=9) Change in lung function IMPORTANT
Studies included in :ﬁ;;ﬁ.ﬂﬁﬁ?ﬁ?ﬁﬁ?‘“ o U Tco M E

quantitative synthesis Meta-analysls reviewed to confirm

[rnetafana[-fsis} all relevant RCTs already included in

lysis: N=6
(n =12 publications FRREN
reporting on 13 RCTs)

Holguin et al. Eur Respir J 2019



Question 1: Should a monoclonal anti-ILS antibody be used in adults
and children with severe asthma?

MEPOLIZUMAB therapy was associated with a 50% reduction in the rate of
any exacerbation

* 64% reduction in exacerbations requiring emergency department (ED) visit or hospitalization
e 50% median reduction in the dose of maintenance oral corticosteroids (OCS)
e 0.43-point decrease in ACQ-5 and an absolute 7.14 decrease in the SGRQ scale

e The effect of mepolizumab on FEV1 was less than the minimal clinically important difference (MCID

Bel EH, NEJM 2014; Chupp GL, Lancet Resp Med 2017; Ortega HG, NEJM 2014



Question 1: Should a monoclonal anti-ILS antibody be used in adults
and children with severe asthma?

FitzGerald JM. Lancet 2016; Bleecker ER. Lancet 2016



QUESTION 1: ANTI-ILS5 STRATEGIES

RECOMMENDATION
We suggest using anti-IL5 strategies as add-on therapy for adults with
severe uncontrolled eosinophilic asthma

CONDITIONAL

Studies not homogenously severe

Not cost effective, reduced equity and feasibility
Insufficent evidence in adolescents

SAFETY
All three anti-IL5 strategy drugs were well tolerated. Frequency of
adverse effects was similar when compared with placebo.

Participants experienced a lower risk of serious adverse events when
assigned to anti-IL5 strategy drugs. The lower risk for having any adverse
events is likely driven by the reduction in severe asthma exacerbations by
these drugs.

Holguin F. Eur Respir J 2019



Question 2: Should a measurement of a specific biomarker be used
to guide initiation of treatment with a monoclonal anti-IL5 antibody
or anti-IL5-Ra in adults and children with severe asthma?



QUESTION 2: BIOMARKERS FOR ANTI-ILS

RECOMMENDATION
We suggest using blood eosinophil cut-off 2150/uLl. to guide anti-IL5 therapy

initiation in adults with severe asthma and a history of prior asthma
exacerbations

CONDITIONAL

Low quality of evidence
Limited data on sputum eosinophils and no data on FeNO or serum periostin

Holguin F. Eur Respir J 2019



Question 3: Should a measurement of a specific biomarker be used,
in addition to total IgE level, to guide initiation of treatment with a

monoclional anti-lgE antibody in adults and children with severe
asthma?

BLOOD EOS COUNT FENO SERUM PERIOSTIN

ACLQ



QUESTION 3: BIOMARKERS FOR ANTI-IGE TREATMENT

RECOMMENDATION

We suggest using a blood eosinophil cutoff of 260/mcL and a FENO cut-off of
19.5 ppb to identify adolescents and adults with severe allergic asthma
more likely to benefit from anti-lgE treatment

CONDITIONAL
Low quality of evidence
Periostin data was omitted due to low clinical availability

Holguin F. Eur Respir J 2019



Question 6: Should an anti-interleukin 4/13 strategy be used for
adults and children with severe asthma?

Corren et al. JACI Pract 2019



QUESTION 6: ANTI-IL4/13 TREATMENT

RECOMMENDATION

We suggest dupilumab as add-on therapy for adult patients with severe
eosinophilic asthma, and for those with severe corticosteroid-dependent
asthma regardless of eosinophil levels

CONDITIONAL

Due to limited number of adolescents treated with anti-IL4/13, the TF was
unable to provide a recommendation for this age group and no available
evidence exists for children < 12 yrs

Holguin F. Eur Respir J 2019



Key changes to GINA severe asthma guide in 2022

* Anti-IL4R* (dupilumab) for severe eosinophilic/Type 2 asthma
— Not suggested if blood eosinophils (current or historic) >1500/ul

— Dupilumab now also approved for children 26 years with severe
eosinophilic/Type 2 asthma, not on maintenance OCS (Bacharier, NEJMed

2021)

* Anti-TSLP (tezepelumab) now approved for severe asthma (age 212 years)
— Greater clinical benefit with higher blood eosinophils and/or higher FeNO
— Insufficient evidence in patients taking maintenance OCS

Anti-IgE

Anti-IL5

Anti-IL5SR
Anti-IL4R

Anti-TSLP

Omalizumab (SC)

Mepolizumab (SC)
Reslizumab (IV)
Benralizumab (SC)

Dupilumab (SC)

Tezepelumab (SC)

>6 years

>6 years
>18 years
>12 years

>6 years

>12 years

Severe allergic asthma

Severe eosinophilic/Type 2 asthma

Severe eosinophilic/Type 2 asthma, or
maintenance OCS

Severe asthma

Nasal polyposis, chronic spontaneous
urticaria

Mepolizumab: EGPA, CRSwNP,
hypereosinophilic syndrome

Moderate-severe atopic dermatitis,
CRSwNP




Question 4: Should a long-acting inhaled muscarinic antagonist be
used in adults and children with severe asthma?

Question 5: Should a macrolide be used in adults and children with
severe asthma?

nsider adherence te

A the sever hma phenotype during high
ICS treatment (or low O of OCS)

nsider ineseasing the ICS
r3-6 months

« Consider AERD, ABPA,
chranic rhinosinusitis, nasal
y s, atopic dermatitis
Could patient have Blood eosinophils =150/ul and/or (clinical Type 2 phenotypes
Type 2 an‘m‘ay FeNO =20 ppb and/or = with specific add-on
inflammation ? ; i treatment)
Sputum eosinophils 22%, and/or
Asthma is clinically allergen-driven

and/or
Note: thege are not the 3 Sl s
criteria for add-on Need for maintenance OCS

biologic therapy (see 6b) {Repeat blood eosinophils and

FeNO up to 3x, on lowest possible
OCS dose)

If no evidence of Type 2 inflammation:

sics: differential diagnosis, inhaler
bidities, side-effects
b Avoid exposures (tobacco smoke, aller , iritants)
(in prick te [ Sy
f not alr Consider investigations (if available and not done)
$€8, BNP, > Sputum induction
suspicion High resolution chest CT
Bronchoscopy for alternative/additional diagnoses
Consider need for social/psycholegical support

Involve multidisciplinary team care (if available)

. ; ; : - ’ strategies
Invite patient to enroll in registry (if available) or
clinical trial (if appropriate) Stop ineffective add-on therapies

Consider bronchial thermoplasty (+ registry)




QUESTION 4 and 5: ADDITION OF LAMA AND MACROLIDE

RECOMMENDATION

We recommend the addition of tiotropium for adolescents and adults with
severe asthma uncontrolled despite GINA step 4-5 therapies.

RECOMMENDATION

We suggest a trial of macrolide treatment to reduce asthma exacerbations in
adult asthma subjects on GINA step 5 therapy that remain persistently
symptomatic or uncontrolled.

CONDITIONAL

We suggest against the use of chronic macrolide treatment in children and
adolescents with severe uncontrolled asthma.

Holguin F. Eur Respir J 2019



ERS/ATS recommendations and future challenges

Holguin F. Eur Respir J 2019



The ERS/ATS severe asthma guideline

The patient journey

The target treatment

Toward precision medicine



Treatable traits: toward precision
medicine of chronic airway diseases

Aghma and chronic obgmuctive pumonary disease (COPLDY) ame two prevalent chronic
airway diseases that have a high personal and social impact. They likely represent a continuum of different
diseases that may share biological mechanisms (ie. endotypes), and present similar dinical, functional,
imaging andfor biological features that can be observed (ie phenotypes) which require individualised
treatment. Precision medicine is defined as “treatments targeted to the needs of individual patients on the
basis of genetic, biomarker, phenotypic, or psychosocial characerigics that distinguish a given patient
from other patients with similar dinical presentations”. In this Perspective, we propose a predsion
medicine strategy for chronic airway diseases in general, and asthma and COPD in particular.




Song W et al. Allergy Asthma Immun Res 2022









Triple therapy vs. biologics

Subjects enrolled in triple therapy trials are older, more ostructed and with
lower rate of exacerbations compared to those under biologic trials.



Triple therapy vs. biologics

On ICS/LABA On ICS/LABA
with persistent with reversible bronchial obstruction
bronchial obstruction AND

frequent exacerbations (T2 high)

' '

ICS/LABA/LAMA BIOLOGICS



Omic sciences to identify new target treatments in
severe asthma

Principe S. and Scichilone N. 2022
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