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International ERS/ATS guidelines on
definition, evaluation and treatment of

Definicion: ASMA GRAVE severe asthma

Uno de los siguientes:
Asma que requiere tratamiento con medicamentos sugeridos en nivel 4-5 de GINA
(dosis alta ICS y LABA o antileucotrieno/teofilina) durante el ultimo afio
Tratamiento con corticosteroides sistémicos durante mas del 50%: del ultimo afo
evitar “asma no controlada”,
Asma que permanece “no controlada” a pesar del tratamiento.
Asma controlada que empeora con la disminucidon de estas altas dosis de ICS o CS
sistémica (o productos biolégicos adicionales)

Asma no controlada: al menos uno de los siguientes:
1) Control deficiente de los sintomas: ACQ (>1,5), ACT (< 20) o "no esta bien
controlado" por las pautas de NAEPP / GINA.
2) Exacerbaciones graves frecuentes: dos o mas ciclos de CS sistémica (>3 dias
cada una) en el ano anterior
3) Exacerbaciones graves: al menos una hospitalizacién, estancia en la UCl o
ventilacion mecanica en el afio anterior.
4) Limitacion del flujo de aire: después de una dosis apropiada de
broncodilatador tener valor de FEV1 <80% (ante FEV1 / FVC reducido, definido
como menor que el limite inferior de lo normal)

Eur Respir ) 2014;43(2):343-73



Caso Clinico

= Sexo masculino.
Asma
= Edad actual: 13 aflos y 6 meses

= 1ler consulta: 3 afos y 5 meses

Ra - Celiaquia

noe

. Peso: 16 kg (P50)
Motivo de Consulta Talla 97 cm (P50)

*  Procedencia: Cérdoba Capital.

= Derivado por su pediatra por episodios recurrentes de tos, disnea y sibilancias.



Caso Clinico

6-10 episodios de dificultad
respiratoria por aino de facil
manejo con programa de
auto-asistencia, predominio
en otono-invierno.

Tos nocturna y con actividad
fisica ocasional

APN:

Embarazo controlado.
Parto vaginal.

RNT /AEG

Alta conjunta.
Inmunizaciéon completa
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Medicacidn en crisis:
Salbutamol
Betametasona
Budesonide

II—

E

CONSULTA ALERGIA
INMUNOLOGIA



/‘ﬂi\ Diagnosis of Asthma in Children
#= D Years and Younger

Frequent episodes of wheezing-more than once a month

Typical symptom pattern: Symptoms occur recurrently, during
sleep, or with triggers such as allergen or tobacco smoke
exposure, activity, laughing or crying during periods without
viral infections

Absence of seasonal variations in wheeze

Symptoms that persist after age 3

Other allergic disease (atopic dermatitis or allergic rhinitis)
Asthma in first-degree relatives

The presence of atopy or allergic sensitization provides
additional predictive support

Symptoms improve when asthma medication is given




Caso Clinico

Asma Alérgico (acaros)
Persistente Leve
(Step 2)

,._.
y

Citoldgico: GR 4850000 cel/mm3 Hb 12,8 gr% Hto: 42% -
GB 7800 cel/mm3 Ns 37% Eo 2% Li 58% Mo 3%

IgA: 75 mg% IgG 703 mg% IgM 85 mg% IgE 22 Ul/ml
Test del Sudor: Cl 12 meq/I
Radiografias de Torax (FyP) — cavum — SPN: Normales

Pruebas cutaneas con Aeroalérgenos:
Positivo para DF (7/25) DPT (4/10)

CONSULTA ALERGIA E
INMUNOLOGIA



Step 2 (children <5 years) — initial controller
+ as-needed SABA

STEP 4
STEP 3
PREFERRED
CONTROLLER STE L STEP 2 Continue
CHOICE controller
Double & refer for
‘low dose’ specialist
Daily low dose ICS ICS assessment
Other Leukotriene receptor antagonist (LTRA) Low dose ICS + LTRA Add LTRA
Intermittent ICS Inc. ICS
contrgller frequency
options Add intermitt ICS
RELIEVER As-needed short-acting beta,-agonist (all (:h||dren)
Infrequent Symptom pattern consistent with asthma Asthma diagnosis, and: Not well-
CONSIDER . .
THIS STEP FOR viral wheezing | and asthma symptoms not well-controlled, or not well-controlled on i controlled
SS 0 ) and no or 23 exacerbations per year low dose ICS on double
CHILDREN WITH: few interval . . ICS
¢ Symptom pattern not consistent with asthma but
SIS wheezing episodes occur frequently, e.g. every
6-8 weeks. First check diagnosis, inhaler skills,
Give diagnostic trial for 3 months. adherence, exposures
key | ALL CHILDREN
ISSUES | « Assess symptom control, future risk (Box 6-4), comorbidities
+ Self-management: education, inhaler skills, written asthma action plan, adherence
+ Regular review: assess response, adverse events, establish minimal effective treatment
* (Where relevant): environmental control for smoke, allergens, indoor/outdoor air pollution

GINA 2015, Box 6-5 (6/8) © Global Initiative for Asthma



Caso Clinico

Asma Alérgico (acaros)
Persistente Leve
(Step 2)

Prop de Fluticasona (IDM)
u 125mcg/dia
Inmunoterapia: rechazada
» Citoldgico: GR 4850000 cel/mm3 Hb 12,8 gr% Hto: 42% -
GB 7800 cel/mm3 Ns 37%|Eo 2% Li 58% Mo 3%
* 1gA: 75 mg% IgG 703 mg% IgM 85 mg% IgE 22 Ul/ml
* Gases capilares: normales

*  Test del Sudor: Cl 12 meq/I
Radiografias de Torax (FyP) — cavum — SPN: Normales

* Pruebas cutaneas con Aeroalérgenos:
Positivo para DF (7/25) DPT (4/10)

CONSULTA ALERGIAE
INMUNOLOGIA




Caso Clinico

2 internaciones por
crisis de asma

Crisis de asma
grave
Internacion

. Asma Alérgico Asma Alérgico
’ ' | Persistente Moderado Persistente Grave
Step 3 Step 4

'—

Evolucidn inestable. Prop de Fluticasona (IDM)
Al disminuir dosis de ICS 250mcg/dia
reaparecen exacerbaciones +
de asma. Montelukast 5mg/dia

Prop de Fluticasona (IDM)
125mcg/dia

Prop de Fluticasona (IDM)
250mcg/dia




Step 3 (children <5 years) — medium dose ICS
+ as-needed inhaled SABA

PREFERRED :
conTROLLER | STEPL STEP 2 Continue
CHOICE ] controller
Double & refer for
‘low dose’ specialist
Daily low dose ICS assessment
Other Leukotriene receptor antagonist (LTRA) Low dose ICS + LTRA Add LTRA
controller i Intermittent ICS Inc. ICS
) frequency
options Add intermitt ICS
As-needed short-acting beta,-agonist (all children)
RELIEVER
Infrequent Symptom pattern consistent with asthma Asthma diagnosis, and J| Not well-
CONSIDER | . i
viral wheezing : and asthma symptoms not well-controlled, or not well-controlled on  J controlled
THIS STEP FOR and no or =3 exacerbations per year low dose ICS on double
CHILDREN WITH: | fow interval i . . ICS
Symptom pattern not consistent with asthma but
S wheezing episodes occur frequent!
y, e.g. every
6—8 weeks. First check diagnosis, inhaler skills,
Give diagnostic trial for 3 months. adherence, exposures

GINA 2015, Box 6-5 (7/8)

© Global Initiative for Asthma



Persenalized asthma management:
Aszess, Adjust, Review responsse

Confirnafion of dizgnoss if necessany
Symptom confrol & modifizble

nzk factors (including lung fisncion)
Cromorbudifies

inhaler fechnigue & adhersnce
Fafient goals

Symptoms
Exacerbafions
Side-effects
Lung funciion
Fatient satisfaction Treatment of modifiable risk
factors & comorbudifies
MNon-phammacological stafegies
Asthma medieation aptions: mﬂﬂm&;ﬂ;ﬂm
Adjust treatment up and down for
individual patient nesds
..................... STEPZ
FREFERRED =TEP 1
CONTROLLER Daily low dose inhaled corticosteroid (1C3),

to prevent exacerbations @ As-needed

and control symptoms
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ICS-formoterol *|
Lowdoze ICS

taken whenewver
SABA iz taken 1

Cifher
confrofler opfions

PREFERRED
RELIEVER
Oither

relisver opfion

or as-needed |ow doselCS-formoteral *

Leukoinene receptorantagonizi(L TRA). or
lowdoze IG5 faken whenever SABA taken T

Asz-nesded low dose |C5-formotero] =

As-needed shor-acting - -agonist [SABA)

ad low dose |CE5-fomnoterol £

BUTvEE R EEIAE R ERE R m AR

Off-label; data only with bwdesonide-formoterol {buwd-form)

T Off-lsbel; separate or combinstion 125 and SABA inhalers

2 Global Initiative for Asthma, www.ginasthnna.ong

1 Low-dose |C5-farm is the relisver for patients prescribed
bud-form or BOP-form maintenance and relisver therapy

# Consider adding HOM ELIT for sensitized patients with
allergic rhinitis and FEV >T0% pradicted




Caso Clinico

Evolucion inestable.
Limitacion en la actividad escolar y fisica. .
Necesidad de asistencia con servicio de

emergencia mensualmente.

|
[ |

Crisis de asma
grave
Internacion UTI

Budesonide 640mcg
Formoterol 18mcg
(DPI)

+
Montelukast 5mg/dia

Prop de Fluticasona (IDM)
125mcg/dia
Prop de Fluticasona (IDM)
250mcg/dia
250mcg/dia
+
Montelukast 5mg/dia

Prop de Fluticasona (IDM)




Caso Cliniron

Grafico de flujo/volumen

Grafico de volumen/tiempo
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Asmagravealérgico | | || L =
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Flujo (Lfs)
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Volumen (L)
s
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Volumen (L)
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CVF (%)
VEF1 (%) 45 68 52,3
VEF1/CVF 0,63 0,80
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Grafico de volumen ftiempo

Grafico de flujo/volumen
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CVF (%)
VEF1 (%) 81 96 17,9
VEF1/CVF 0,82 0,89



Caso Clinico

Asma grave alérgico
(polisensibilizado)
Step 5

144

—

Budesonide 320mcg
Formoterol 9mcg

Omalizumab
(225mg cada 4 semanas)

Budesonide 640mcg
Formoterol 9mcg
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Budesonide 640mcg
Formoterol 18mcg
Budesonide 320mcg
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Grafico de flujo/volumen
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CVF (%)
VEF1 (%) 92 106 15,9
VEF1/CVF 0,82 0,91




Tratamiento con biologicos
Asma grave en pediatria

Drug (trade name), dosage Mechanism of action Suggested population Adverse effects

APPROVED

Omalizumab (Xolair), s.c. injections every Anti- IgE; binds Fc receptor of free Age =6yrs; 30Ul = IgE = 70O UI"; Anaphylaxis (~0.2% pts); monitor for
2—4 wks, depending on body weight and circulating Igk and downloads IgE positive skin test or elevated specific helmintic infection

IgE levels production IgE level toward a perennial

Mepolizumab (MNucala), 100 mg in pts Anti- IL-5; binds circulating IL-5 Age =12 yrs; ecsinophlic asthma Zoster (rare); avoid if active helminithic
aged 12 yrs or older (40mg in pts aged infection

6—11 yrs) by s.c. injections every 4 wks
UNDER INVESTIGATION

Reslizumab (Cingair), approved for adults Anti- IL-5; binds circulating IL-5 Ecsinophilic asthma Anaphylaxis (rare); avoid if active
(3 mg/kg by i injections every 4 wks) helmintic infection
Dupilumab (Dupixent), approved for Anti- IL-4 and anti-IL-13; binds Ecsinophlic asthma Eosinophilia (rare); avoid live vaccines;
adults with atopic dermatitis common a-subunit of receptor for avoid if active helmintic infection
IL-4 and IL-13

IL, interleukin; i.v., infravenous; pt, patient; s.c., subcutaneous, wk, week; yr, year. *Upper limit varies according to body weight and regulatory authorties.

Front Pediatr 2019; 7:28

slgE against High total IgE | High FeNO High numbers
perennial serum levels levels of eosinophils
allergens in PB
Consider anti-IgkE 3 4
Consider anti-IL-5 | 4

Allergy. 2019 May 10
Priorities from 1 (highest/ mandatory) to 4 (lowest) to justify treatment with biologicals doi: 10.1111/all.13862

directed against IgE or IL-5.



Conclusiones

Severe

Viruses
Smoking‘
Pollutants

sensitization

Front Pediatr 2019; 7:28

Asma grave es una patologia
heterogénea, con multiples fenotipos.

Asma grave implica un proceso hasta
arribar a su diagnostico.

Factores de riesgo para el desarrollo de
asma grave.

El tratamiento con bioldgicos es
prometedor aunque todavia quedan
aristas por resolver.



