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ParametersParameters

val. in val. in €€ %%
principalprincipal pharmacologicalpharmacological treattreat. . 347.23347.23 12.712.7
concomitantconcomitant pharmacologicalpharmacological treattreat. . 186.82186.82 6.96.9
HospitalisationsHospitalisations 1519.671519.67 55.855.8
Day HospitalDay Hospital 88.6888.68 3.33.3
E.D. E.D. visitsvisits 7.627.62 0.30.3
MedicalMedical VisitsVisits 150.59150.59 5.55.5
DiagnosticDiagnostic teststests 162.68162.68 6.06.0
TestsTests due to due to adverseadverse eventsevents 0.700.70 0.00.0
EnvirEnvir. . ProphilProphil.& .& domesticdomestic aidsaids 3.073.07 0.10.1
Non Non conventionalconventional therapiestherapies 39.7739.77 1.51.5

Total Direct Total Direct CostsCosts 2506.842506.84 92.092.0

Total Total IndirectIndirect CostsCosts 216.84216.84 8.08.0

TotalTotal CostCost 27232723..6868 100100..00

COPDCOPD: : MeanMean CostCost (MC)/(MC)/patientpatient/y/y
Dal Negro R. et al., SIRIO study, 2006.Dal Negro R. et al., SIRIO study, 2006.

Ricoveri ospedalieri per BPCO

Anni Ricoveri totali (A) Ricoveri BPCO+IR 

(B)

B/A*100

2007 7872567 206000 2.61

2008 7721883 208000 2.69

2009 7585269 207000 2.72

2010 7374765 202000 2.73

2011 7046481 200000 2.84

Ministero della salute, sito WEB
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Global Strategy for Diagnosis, Management and Prevention of COPD

Combined Assessment of COPD

© 2014 Global Initiative for Chronic Obstructive Lung Disease
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I tre mega RCT in tema di BPCO

• TORCH (2007):  6112 pazienti, età  media 65

• UPLIFT (2008): 5993 pazienti, età media 65

• POET (2011) 7376 pazienti, età media 63

La flow-chart dello studio TORCH
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La flow-chart dello studio UPLIFT

La flow-chart dello studio POET
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1. In the opinion of the investigator, there is a current diagnosis of asthma

2. Current respiratory disorders other than COPD (e.g., lung cancer, sarcoidosis, 

tuberculosis, lung fibrosis)

3. Chest X-ray indicating diagnosis other than COPD that might interfere with the study 

(chest X-ray to be taken up to 6 months before entry to the treatment period)

4. Had lung-volume reduction surgery and/or a lung transplant

5. Requirement for long term oxygen therapy (LTOT is defined as oxygen therapy 

prescribed for 12 hours or more per day) at start of study

6. Receiving long-term oral corticosteroid therapy (Defined as continuous use for greater 

than 6 weeks. Courses of oral corticosteroids separated by a period of less than 7 days 

will be considered as continuous use).

7. Serious, uncontrolled disease (including serious psychological disorders) likely to 

interfere with the study and/or likely to cause death within the 3-year study duration

8. Received any other investigational drugs in the last 4 weeks before entry to Visit 1. 

NOTE: Subjects previously enrolled into TRISTAN (SFCB3024) may be recruited to this 

trial 4 weeks after stopping their previous study medication.

9. Have, in the opinion of the investigator, evidence of alcohol, drug or solvent abuse

10.Known or suspected hypersensitivity to inhaled corticosteroids, bronchodilators or 

lactose

11. Known deficiency of α-1antitrypsin

12. Previously been enrolled into the Run-in Period

Criteri di esclusione del RCT TORCH

1.  Significant diseases other than COPD which, in the opinion of the investigator, may either put the patient at risk 

because of participation in the study or a disease which may influence the results of the study or the patient’s 

ability to participate in the study.

2. A recent history (i.e., six months or less) of myocardial infarction.

3. Any unstable or life threatening cardiac arrhythmia or cardiac arrhythmia requiring

intervention or a change in drug therapy within the past year.

4. Hospitalization for heart failure (NYHA Class III or IV) within the past year.

5. Known active tuberculosis.

6. A history of asthma, cystic fibrosis, bronchiectasis, interstitial lung disease, or pulmonary

thromboembolic disease.

7. A history of thoracotomy with pulmonary resection. Patients with a history of

thoracotomy for other reasons should be evaluated as per Exclusion 1.

8. Patients planning to undergo lung transplant or lung volume reduction surgery (LVRS).

9. Malignancy for which patient has undergone resection, radiation therapy or chemotherapy

within the last 5 years. Patients with treated basal cell carcinoma are allowed.

10. A respiratory infection or exacerbation of COPD in the four weeks prior to the Screening

Visit (Visit 1) or during the baseline period (between Visit 1 and Visit 2). If a patient experiences an exacerbation 

between Visits 1 and 2 the patient must be stable for 6 weeks prior to Visit 2.

11. A known hypersensitivity to anticholinergic drugs, lactose or any other components of the inhalation capsule 

delivery system.

12. Patients with known moderate to severe renal impairment.

13. Patients with known narrow-angle glaucoma.

14. Patients with significant symptomatic prostatic hyperplasia or bladder-neck obstruction.

Patients whose symptoms are controlled on treatment may be included.

15. Use of oral corticosteroid medication at unstable doses (i.e., less than six weeks on a stable dose) or at doses ≥ 

10 mg/day.

16. Pregnant or nursing women or women of childbearing potential not using a medically approved means of 

contraception (i.e. oral contraceptives, intrauterine devices, diaphragm or subdermal implants e.g.: Norplant®) for 

at least three months prior to and for the duration of the trial. 

17. Significant alcohol or drug abuse within the past 12 months. 

18. Patients requiring the use of supplemental oxygen therapy for >12 hours per day. 

19. Participation in another trial with an investigational drug within one month or six half 

lives (whichever is greater) prior to Screening Visit (Visit 1). 

Criteri di esclusione nel RCT UPLIFT
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1. Significant diseases other than COPD, i.e. disease or condition which, in the opinion of the investigator, may have put the 

patient at risk because of participation in the study or may have influenced either the results of the study or the patients’ ability 

to participate in the study 

2. Patients with a diagnosis of asthma 

3. Patients with a life-threatening pulmonary obstruction, or a history of cystic fibrosis 

4. Patients with known active tuberculosis 

5. Patients with a known symptomatic prostatic hyperplasia or bladder neck obstruction 

6. Patients with symptomatically-controlled prostatic hyperplasia on medication might have been included and should have 

continued their medication. 

7. Patients with known narrow-angle glaucoma 

8. Patients with a history of myocardial infarction within the year prior to Visit 1 

9. Patients with a history of hospital admission for heart failure within the year prior to Visit 1 

10. Patients with cardiac arrhythmia that required medical or surgical treatment 

11. Patients with severe cardiovascular disorders 

12. Patients with a known hypersensitivity to anticholinergic drugs, beta-adrenergics, lactose or any other component of the 

medication delivery system 

13. Patients with known moderate or severe renal insufficiency (known creatinine clearance of ≤50 mL/min) 

14. Patients with untreated known hypokalaemia 

15. Patients with untreated known thyrotoxicosis 

16. Patients with brittle/unstable diabetes mellitus 

17. Patients with a history of and/or active significant alcohol or drug abuse. See exclusion criterion 1 

18. Patients who had taken an investigational drug within 30 days or 6 half-lives (whichever is greater) prior to Visit 1 

19. Use of systemic corticosteroid medication at unstable doses (i.e., less than 6 weeks on stable dose) or at doses in excess of the 

equivalent of 10 mg prednisolone per day or 20 mg every other day 

20. Pregnant or nursing women or women of childbearing potential not using a medically approved means of contraception (i.e., 

oral contraceptives, intrauterine devices, diaphragm or subdermal implants such as Norplant) for at least 3 months prior to, and

for the duration of the trial 

21. Previous participation (receipt of randomized treatment) in this study 

22. Patients who were participating at the same time in another study 

23. Patients with any respiratory infection or COPD exacerbation in the 4 weeks prior to Visit 1 or during the run-in period should

have been postponed. In the case of a respiratory infection or COPD exacerbation during the run-in period, the run-in period 

could have been extended up to 4 weeks 

I criteri di esclusione del RCT POET

Table 1. Demographic patient’s characteristics 

MALE FEMALE TOTAL
N % N % N %

11402 9742 21144

45-54 409 3,6 330 3,4 739 3,5

55-64 1318 11,6 868 8,9 2186 10,3

65-74 3349 29,4 2319 23,8 5668 26,8

75-84 4822 42,3 4026 41,3 8848 41,8

85+ 1504 13,2 2199 22,6 3703 17,5

Mean age (SD) 74,6 (9,6) 76,8 (10,1) 75,9 (9,8)

Pazienti della regione Lazio inclusi nello studio 

OUTPUL
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Table 3. Distribution of comorbidities by gender  

MALE FEMALE TOTAL
N % N % N %

11402 9742 21144

Asthma 121 1,1 213 2,2 334 1,6

Chronic respiratory disease 518 4,5 327 3,4 845 4,0

Pulmonary infections 1368 12,0 809 8,3 2177 10,3

Pulmonary symptoms 338 3,0 262 2,7 600 2,8

Diabetes 2325 20,4 1984 20,4 4309 20,4

Hypertension 2784 24,4 2467 25,3 5251 24,8

Ischemic heart disease 1644 14,4 1110 11,4 2754 13,0

Heart failure 1469 12,9 1194 12,3 2663 12,6

Other chronic heart diseases 1078 9,5 931 9,6 2009 9,5

Arrhythmia 1424 12,5 1174 12,1 2598 12,3

Cerebrovascular diseases 1114 9,8 893 9,2 2007 9,5

Peripheral vascular diseases 631 5,5 303 3,1 934 4,4

Obesity – dyslipidemia 577 5,1 629 6,5 1206 5,7

Liver disease 374 3,3 212 2,2 586 2,8

Chronic digestive disease 
(excluding liver)

147 1,3 110 1,1 257 1,2

Chronic renal diseases 670 5,9 472 4,8 1142 5,4

Neurological and muscle disease 325 2,9 247 2,5 572 2,7

Anemia and coagulation 
disorders

361 3,2 392 4,0 753 3,6

Thyroid disease 229 2,0 509 5,2 738 3,5

Depression 108 0,9 220 2,3 328 1,6

Psychiatric disease 137 1,2 186 1,9 323 1,5

Peptic ulcer and 
gastroesophageal reflux disease

123 1,1 82 0,8 205 1,0

Rheumatological and connective 
tissue disease

31 0,3 89 0,9 120 0,6

HIV and disorders of the immune 
system

17 0,1 10 0,1 27 0,1

Ricoveri ospedalieri e reddito, Roma 1998-2000

Fonte:

DIPARTIMENTO 

EPIDEMIOLOGIA 

SSR LAZIO
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Utilizzazione di farmaci ATC R03

Roma 2005
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Fonte: Dipartimento epidemiologia SSR Lazio & Fisiopatologia Respiratoria UCSC
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Trial clinico ed eventi avversi

• Il trial clinico è uno strumento affetto da un 

errore casuale di sottostima degli eventi 

avversi:

– La dimensione campionaria è stimata sulla base 

dell’evento desiderato (terapeutico) che, di 

norma, è più frequente dell’evento avverso.
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Trial clinico ed eventi avversi

• Il trial clinico è uno strumento affetto da un 

errore sistematico di sottostima degli eventi 

avversi:

– Selezione dei pazienti 

– Assenza di molte terapie concomitanti

– Attenzione alla somministrazione del farmaco
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