








Proprietary and Confidential © AstraZeneca 2016

Asthma is common and associated with very poor outcomes1-4

Europe data based on Price et al. 2014. REALISE survey of 8,000 patients with asthma in 11 European countries. Asthma control was assessed using the 

four Global Initiative For Asthma (GINA) criteria based on questions from the Helping Asthma in Real-life Patients initiative.

1. WHO. http://www.who.int/gard/publications/chronic_respiratory_diseases.pdf. Accessed January 2016.

2. Sadatsafavi M et al. Can Respir J 2010; 17: 74-80.

3. Price D et al. NPJ Prim Care Respir Med 2014; 12; 24: 14009.

4. Centers for Disease, Control and Prevention (CDC). Respiratory & Allergies. http://www.cdc.gov/nchs/fastats/asthma.htm Accessed March 2016.

5. Chanez P, Humbert M. Eur Respir Rev 2014; 23: 405-7.

Asthma prevalence1

• 300 million people suffer 

from asthma worldwide1

• 30 million in Europe3

• 17.7 million in the USA4

• Asthma prevalence continues 

to increase – an estimated  

>400m cases by 20205

Asthma by severity2 

• ~1 in every 300 people 

worldwide has severe 

asthma1,2

67%

26%

7%

Mild

Moderate

Severe

Asthma mortality and 

morbidity3,4

USA: 10 people die each day; 

439,400 hospitalised and 1.8m 

emergency dept visits each year 

due to asthma4

Europe: 24% of asthma patients 

visit an emergency dept and 

12% are hospitalised each year3
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Percentage of asthma by severity1

% of patient-years of follow up

Share (%) of the total direct cost of 

asthma for different levels of severity1

67%

26%

7%

Mild Moderate Severe

Patients with severe asthma account for the majority of the costs1,2

1. Sadatsafavi M et al. Can Respir J 2010; 17: 74-80.

61%

14%

25%
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Overview of Asthma prevalence and management1-4

Europe data based on Price et al. 2014. REALISE 

survey of 8,000 patients with asthma in 11 European 

countries. Asthma control was assessed using the four 

Global Initiative For Asthma (GINA) criteria based on 

questions from the Helping Asthma in Real-life Patients 

initiative.

1. WHO. 

http://www.who.int/gard/publications/chronic_res

piratory_diseases.pdf. Accessed January 2016.

2. Sadatsafavi M et al. Can Respir J 2010; 17: 74-

80.

3. Price D et al. NPJ Prim Care Respir Med 2014; 

12; 24: 14009.

4. Centers for Disease, Control and Prevention 

(CDC). Respiratory & Allergies. 

http://www.cdc.gov/nchs/fastats/asthma.htm 

Accessed March 2016.

5. Chanez P, Humbert M. Eur Respir Rev 2014; 

23: 405-7.

Asthma prevalence1

• 300 million people suffer from asthma 

worldwide1

• 30 million in Europe3

• 17.7 million in the USA4

• Asthma prevalence continues to increase 

– an estimated  >400m cases by 20205

Asthma by severity2 

• ~1 in every 300 people worldwide has 

severe asthma1,2

67%

26%

7%

Mild

Moderate

Severe

Asthma mortality and morbidity3,4

USA: 10 people die each day; 439,400 hospitalised 

and 1.8m emergency dept visits each year due to 

asthma4

Europe: 24% of asthma patients visit an emergency 

dept and 12% are hospitalised each year3

2 million patients
May benefit from new therapeutic options 

~200,000
Are treated following 

the GINA guidelines 

recommendations
67%

26%

7%

Mild Moderate Severe

61%

14%

25%
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The Burden of Severe Asthma

HRQoL, health-related quality of life; ICS, inhaled corticosteroid; LABA, long-acting β2-agonist; OCS, oral corticosteroid

1. To T et al. BMC Public Health 2012;12:204; 2. Hekking PPW et al. J Allergy Clin Immunol 2015;135:896–902; 3. 2018 GINA Report, available from: 

http://ginasthma.org/gina-reports/ (Accessed 12 March 2018); 4. Sullivan PW et al. J Allergy Clin Immunol 2018;141:110–16; 5. Price D et al. NPJ Prim Care 

Respir Med 2014;24:14009; 6. Fernandes AG, et al. J Bras Pneumol 2014;40:364–72

315 MILLION PEOPLE
WORLDWIDE HAVE ASTHMA1

5–10% HAVE 

SEVERE ASTHMA2

WHICH IS MANAGED USING 

BOTH ICS/LABA AND OCS3

Management remains suboptimal 

and patients may remain 

uncontrolled despite ICS/LABA and 

long-term OCS use3

Long-term OCS use is associated with 

significant systemic adverse events.3

Each prescription can result in a 

cumulative burden on current and 

future health, suggesting even OCS 

bursts may be harmful to health4

Severe uncontrolled asthma is 

associated with exacerbations, 

debilitation and impaired quality of 

life.5 In these uncontrolled patients 

the risk of mortality is higher than in 

severe asthma6

Morbidity and mortalityHarmful effects of chronic 

OCS

Severe asthma remains 

uncontrolled
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Step 5 – higher level care and/or add-on 

treatment

GINA 2017, Box 3-5, Step 5 (8/8)

Other 

controller 

options

RELIEVER

STEP 1 STEP 2
STEP 3

STEP 4

STEP 5

Low dose ICS

Consider low 

dose ICS 
Leukotriene receptor antagonists (LTRA)

Low dose theophylline*

Med/high dose ICS

Low dose ICS+LTRA

(or + theoph*)

As-needed short-acting beta2-agonist (SABA)

Low dose 

ICS/LABA**

Med/high 

ICS/LABA

PREFERRED 

CONTROLLER 

CHOICE

UPDATED 

2017

*Not for children <12 years

**For children 6-11 years, the preferred Step 3 treatment is medium dose ICS

#For patients prescribed BDP/formoterol or BUD/ formoterol maintenance and reliever therapy

 Tiotropium by mist inhaler is an add-on treatment for patients ≥12 years with a history of exacerbations

Refer for 
add-on 

treatment 
e.g. 

tiotropium,*

anti-IgE, 
anti-IL5*

As-needed SABA or 
low dose ICS/formoterol#

Add tiotropium*

High dose ICS 

+ LTRA 

(or + theoph*)

Add low 
dose OCS
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Opportunity for PRECISION: 
Shaping future treatment of Severe Uncontrolled Asthma by increasing Biopenetration 

Sources: 1. LRP 2017 Forecast G12 markets; 2. MC input (patient journey and segmentation) 

Biopenetration rates are 

desperately low, ~200,000 

patients are currently 

treated with biologics

2 million patients 

with severe 

asthma are bio-

eligible1

~50%

OF PATIENTS WITH SEVERE 

ASTHMA ARE ISOLATED IN 

PRIMARY CARE2

1 million bio-eligible patients2 (G12)

Up to 80%
OF SPECIALISTS ARE NOT USING 

RESPIRATORY BIOLOGIC TREATMENTS2

(10% of eligible patients 

receive biologic)
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PRECISION: A Holistic and Multifaceted Approach to 
Securing Better Treatment and Care

PatientsPCPs and PCP nurses

Specialists and nurses

Emergency room physicians

Pharmacists

Payers, PAGs and policy makers
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Study engagement

Clinical skills training

1:1 engagement

Digital tools

National Consensus 

on referral/diagnosis 

and treatment
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Study engagement

Skills training

1:1 engagement

Digital tools

Social platform

Referral Network

Stakeholder-centric Approach with Multiple Touchpoints:
Accelerating Referrals while Building Basic Biologic-ready Capability

Patients

Emergency room physicians

Digital tools

Social platform

Healthcare system audits/plans

Severe Asthma 

Patient Charter

Build advocacy community

Ensure consensus

Digital tools Skills training

Social platform

Sponsor Severe 

Asthma education
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STORIA CLINICA N. media SD % sul totale

Riacutizzazioni tot_12 mesi 478 3,49 4,64      

Media riacutizzazioni >2 6,43

N. riacutizzazioni = 0 62          13,0              

N. riacutizzazioni = 1 84          17,6              

N. riacutizzazioni = 2 124        25,9              

N. riacutizzazioni >2 208        43,5              

Pz analisi PS_12 mesi 479

media Tot PS_12 mesi 0,51       1,64

PS_12 mesi = 0 363 75,8

PS_12 mesi = 1 67 14,0

PS_12 mesi = 2 30 6,3

PS_12 mesi >2 19 4,0

Pz analisi Osp_12 mesi 479

media Osp_12 mesi 0,29 0,85

Osp_12 mesi = 0 390 81,4

Osp_12 mesi = 1 62 12,9

Osp_12 mesi = 2 17 3,5

Osp_12 mesi >2 10 2,1

Riacutizzazioni 414

Riacutizzazione NO PS/Ospedalizzazione 272 66

Riacutizzazione + PS 56 14

Riacutizzazione + Ospedalizzazione 29 7

Riacutizzazione + PS + Ospedalizzazione 55 13

STORIA CLINICA - ESACERBAZIONI









STORIA CLINICA – COMORBIDITA’





Come procedere

• Definizione delle priorità (oggetto del PDTA: ASMA)

• Costituzione del gruppo di lavoro

• Analisi e mappatura del percorso esistente (as is)

• Ricerca, valutazione e selezione della linea guida di 
riferimento

• Identificazione degli ostacoli locali all’applicazione delle 
raccomandazioni

• Adattamento locale delle raccomandazioni cliniche

• Stesura del percorso assistenziale (as to be):

a)Procedure (how)

b)Professionisti (who)

c)Setting ( where)

d)Timing (when)

• Implementazione del PDTA







Percorsi Clinico Assistenziali (PCA)

contestualizzazione







Caterina E Amoddeo
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“Uncontrolled”

“Difficult to treat”

“Refractory” 

“Steroid-resistant” 

“Near-fatal“

Fixed obstruction

“Brittle”

ASMA GRAVE
Diverse definizioni





La definizione di Asma Grave secondo il documento ERS/ATS 2014

Asma Grave; (step 4 e 5 delle linee guida Gina) richiede un trattamento con:

• Alte dosi di CSI + un farmaco sintomatico (LABA, anti-leucotrieni o teofillina) 
oppure 

• Corticosteroidi orali per un periodo > 6 mesi/anno

e che solo con  tale trattamento consenta il controllo o che nonostante tale trattamento non 
sia controllata

Asma non controllato è definito dalla presenza di almeno uno dei seguenti: 

a) ACQ>1.5 oppure ACT<20; 

b) Frequenti gravi riacutizzazioni: ≥2 cicli di OCS/anno;

c) Serie riacutizzazioni con ospedalizzazione oppure ricovero in Terapia Intensiva; 

d) Limitazione del flusso aereo: FEV1<80%predetto (dopo broncodilatatore).

• Asma controllato che peggiora alla riduzione delle alte dosi di CSI o di CSO.

















Ten Brinke A et al  Eur Resp J 2005; 26 : 812

51

Risk factors of frequent exacerbation in 

difficult-to-treat asthma

http://erj.ersjournals.com/current.dtl
http://erj.ersjournals.com/current.dtl


http://www.sciencedirect.com/science?_ob=RedirectURL&_method=gejLink&_linkType=general&_cdi=6840&_issn=00916749&_targetURL=http://www.elsevier.com/locate/issn/00916749&_version=1&_userid=500062&md5=fde5b914e28064c7e7a78ea28a5fdf98


• Nel 70-80% dei pazienti con asma  è  presente rinite

• La rinite è un fattore di rischio per la comparsa di   

asma

• Entrambe le patologie sono sostenute da un comune 

processo infiammatorio delle vie aeree

• Quando coesistono le due patologie è necessaria una 

strategia terapeutica combinata

• Nella rinite allergica l’ITS intrapresa precocemente 

può prevenire l’asma

• In una percentuale di rinitici allergici è gia presente 

una iperreattività bronchiale non sintomatica 

Fattori di rischio per asma: rinite



La rinite non trattata aumenta il rischio di attacchi 

asmatici e ricoveri per asma. 
Bousquet, Clin Exp Allergy 2005; 35:723

Asma

Asma + rinite

40



Rhinitis and onset of asthma: a longitudinal population-
based study

Shaaban et al.      Lancet 2008; 372 : 1049

29 centres (14 countries) : 6.461 partecipants



ASMA e GERD: fisiopatologia

GERD → ASMA
1)  Broncospasmo vagale da stimolazione recettori esofagei 

2)  Microaspirazione
3)  Aumentata responsività bronchiale, mediata da riflessi vagali

ASMA → GERD
a) Aumento P trans-diaframmatica (aumento negatività pleurica

per broncocostrizione)
a) Riarrangiamento anatomo-topografico diaframma con 

spianamento
angolo His (iperinflazione) e difettoso funzionamento di LES

c)  Terapia antiasmatica (uso cronico di teofillina)

Reflusso può scatenare asma ed asma causare reflusso, favorendo
comparsa di circolo vizioso, che peggiora severità asma

ASMA

GERD



Possible mechanisms of respiratory manifestations 
of GERD

Reflex bronchospasm

Reflex

Aspiration

Reflux

Barish CF et al., Arch Int Med, 1985; 10: 1882-8.



58% asmatici presenta sintomi GERD  (vs 10-20% pop normale) 
51% asmatici hanno reflusso patologico alla pH-metria
37% asmatici hanno esofagite erosiva (vs 7-16% pop normale)

Relazione gravità asma e GERD (sintomi): 
- asma lieve → 30% sintomi da reflusso
- asma moderato  → 46%
- asma grave → 70% 

Severità GERD       → più elevata prevalenza asma


