
Sperimentazione 
sponsorizzata in ambiente 

accademico 



 Nel 2006 sul Journal of the American Medical Association 
(JAMA), una ricerca di Ridker e Torres ha voluto verificare 
se questa situazione fosse cambiata negli anni 2000, in 
particolare negli studi inerenti l’ambito cardiovascolare.  

 

 Dopo avere fatto una revisione di 303 trial di superiorità, 
pubblicati tra il 2000 e il 2005 su JAMA, NEJM e Lancet e per i 
quali era indicata la fonte di finanziamento, gli autori trovarono 
che su 137 trial finanziati dall’industria 92 (67%) ebbero un 
risultato favorevole al nuovo trattamento (P<.001), mentre ciò 
accadde solo in 51 (49%) dei 104 trial finanziati da organismi 
non profit (P=.80).  

Finanziamenti dell’industria e  
risultati delle ricerche 

http://jama.ama-assn.org/cgi/content/full/295/19/2270


Author’s Conclusion 

 What is already known on this topic 

 When a pharmaceutical company funds research into drugs, studies 
are likely to produce results favourable to the sponsoring company’s 
product 

 What this study adds 

 Research funded by drug companies was more likely to have 
outcomes that favour the sponsor’s product than research funded by 
other sources 

 This cannot be explained by the reported quality of the methods in 
research sponsored by industry 

 The result may be due to inappropriate comparators or to 
publication bias 

 
BMJ (326; may 2003) 
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Ann Neurol 2010, 68, 18-27 
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STRIDE PD – Hypothesis 

– SNc neurons fire continuously, striatal dopamine is 

relatively continuous, and striatal dopamine receptors are 

continuously activated 

– Motor complications are associated with intermittent 

delivery of a short-acting dopaminergic agent 

– The concept of CDS proposes that continuous delivery of 

a dopaminergic drug will prevent or reverse motor 

complications 

– In all studies perfomred in MPTP monkeys or PD 

patients, continuous administration of a dopaminergic 

agent is associated with a reduction in motor 

complications in comparison to continuous delivery of the 

same agent 



STRIDE PD – Hypothesis 
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• Administration of levodopa in combination with a COMT 

inhibitor would achieve CDS and therefore delay the time to 

dyskinesia 



100mg Levodopa @ 3 Hourly Group 
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STRIDE PD – Study design 

  Objective:  Stalevo delays the onset of dyskinesia compared to standard 

formulation carbidopa/levodopa in PD patients requiring initiation of L-dopa 

   

  Study Design 

• Multicenter, double-blind, randomized, parallel-group, active-controlled, 

• Stalevo vs. standard formulation carbidopa/levodopa 

– L-dopa dose range 200-1000 mg/day (target 400 mg/day) 

– Administered in 4 equal doses at 3.5 hour intervals 

• Treatment duration ~2.7 years to ~4 years 

• n=747 patients randomized 

 Clinical endpoints 

• Primary: time to onset of dyskinesia 

• Secondary: UPDRS (non-inferiority, superiority), incidence and time to 

wearing-off, incidence of dyskinesia, QoL, safety/tolerability, PG 



RQM/BRD/08/36248/1  

Dopamine agonists vs levodopa 
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 Study design 

Screening 

Screening 

visit 
Visits 2-4 Visit 5 Visits 6-22 

(in every 13 weeks) 

Randomisation  

Levodopa/DDCI (n=370) 

Stalevo (n=370) 

Time 

Titration 

6 weeks 

Maintenance 

up to 208 weeks 7 days 

Completion 

visit 

Completion 
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Results 

• Efficacy 

– Time to dyskinesia 

– Graph of time to dyskinesia 

– Occurrence of dyskinesia 
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Time to occurrence of dyskinesia (ITT population) 

Table 14.2-1.1.3 
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Time to first occurrence of dyskinesia by Dopamine Agonists 

exposure at baseline 

Table 14.2-1.4.3 





Side Effects 

LC LCE TOTAL 



| Presentation Title | Presenter Name | Date | Subject | Business Use Only 19 

Movement Disorders, Vol. 00, No. 00, 2013 



Cardiovascular and Mortality Risks in Parkinson’s 
Disease Patients Treated With Entacapone 

| Presentation Title | Presenter Name | Date | Subject | Business Use Only 20 

 This study was restricted to the approximately 21 million 
elderly beneficiaries enrolled in fee for-service Medicare 
Part A (hospitalization), Part B (outpatient medical care), 
and Part D (prescription drugs), because claims from 
these sources were necessary for research purposes.  

 Among patients with PD who were treated with L-dopa, a 
new user, inception cohort design was employed to 
compare the effect of the initiation of entacapone (either 
as a single agent or in fixed combination with L-
dopa/carbidopa) versus either dopamine agonist (DA) or a 
selective monoamine oxidase type-B inhibitor (MAOBI) on 
the occurrence of AMI, stroke, or death 



Cardiovascular and Mortality Risks in Parkinson’s 
Disease Patients Treated With Entacapone 

| Presentation Title | Presenter Name | Date | Subject | Business Use Only 21 

 Cohort follow-up began on the date of the first qualifying 
study drug prescription and continued until the occurrence 
of a study end point. 

 In total, 8776 entacapone-treated patients and 23,408 DA-
MAOBI-treated patients met study eligibility criteria. 

 Within the DA-MAOBI cohort, 73% of patients received a 
DA (primarily pramipexole or ropinirole), and 27% eceived 
a MAOBI,(primarily rasagiline). 

 About 45% of patients in both cohorts stopped their study 
drug after the first month; and, during follow-up, 99% of 
entacapone patients and 92% of DA-MAOBI patients also 
took L-dopa. 



Cardiovascular and Mortality Risks in Parkinson’s 
Disease Patients Treated With Entacapone 

| Presentation Title | Presenter Name | Date | Subject | Business Use Only 22 

During follow-up, there were 106 AMIs, 89 strokes, 

and 201 deaths among cohort members. 



Cardiovascular and Mortality Risks in Parkinson’s 
Disease Patients Treated With Entacapone 

| Presentation Title | Presenter Name | Date | Subject | Business Use Only 23 

 With advanced age and the associated comorbidity 
burden that accompanies it, patients in our study were at 
substantially higher baseline risk of experiencing a 
cardiovascular event than the patients enrolled in 
STRIDE-PD. 

 In conclusion, in a population of more than 26,000 elderly 
patients with PD who were treated with either entacapone 
or a DA-MAOBI, entacapone was not associated with 
increased risk of AMI, stroke, or death. 
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STRIDE-PD SECONDARY ANALYSIS 

W.OLANOW   F. STOCCHI 
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Overall p-value 

<0.001

Time to  to Dyskinesia 
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Overall trend test p-value: <0.001

*for patients who did not get wearing off: dose at the end of study 

for patients who got wearing off: pre-wearing off dose

27.2%

48.0%

59.3%

Wearing-off 

Frequency

72.6%

 Time to Wearing Off 
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Summary of multivariate model for predictive 

factors:  

 time to dyskinesia and time to wearing off 
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Risk calculator example case: high-risk 
patient 

Input 

Age (years) 60 

Gender Male 

Weight (kg) 75 

UPDRS Part II 10 

Hoehn & Yahr 2.5 
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Randomised neuroprotection trials in PD 

Hunga & Schwarzschild, Cur Opin Neurol 2007; 20: 477 
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Untangling drugs with different effects 

Bhattaram et al. AAPS J 2009; 11 (3): 456 
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Clinical Trials 

 Instruments: scales 

 Lack of biomarkers 

 Dose definition: the problem of U-shaped response 

 Study population 

F Stocchi Mov Dis 2013 
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Time to endpoint – e.g., DATATOP 

Parkinson Study Group.  

N Engl J Med 1993; 328 (3): 176 

Placebo 199 164 102 50 3 

Tocopherol/placebo 202 165 109 48 0 

Selegiline/placebo 202 181 153 81 3 

Selegiline/tocopherol 197 184 143 72 8 

Placebo 

Tocopherol and placebo 
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Time to endpoint – e.g., TCH346   

Kaplain Meier curve of time in days to need for dopaminergic treatment (ITT) 

No. at risk Baseline Month 1 Month 2 Month 3 Month 6 Month 9 Month 12 

TCH 0.5 mg 77 75 73 72 66 57 46 

TCH 2.5 mg 79 79 78 74 66 61 49 

TCH 10 mg 72 69 66 65 52 47 39 

Placebo 71 69 69 69 64 56 43 

All 299 292 286 280 248 221 117 

0

10

20

30

40

50

60

70

80

90

100

0 100 200 300 400 500 600

Days since start of study treatment 

P
ro

p
o

rt
io

n
 n

o
t 

n
e
e
d

in
g

 t
re

a
tm

e
n

t 
(%

) 

Placebo 

TCH 0.5 mg 

TCH 2.5 mg 

TCH 10 mg 

Olanow et al. Lancet Neurol 2006; 5: 1013 



35 

Bhattaram V.A. et al. The AAPS Journal; Published online June 12, 2009  

Disease modifying effect in washout design 
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Washout – e.g., ELLDOPA 

Parkinson Study Group. N Engl J Med 2004; 351: 2498 
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Delayed-start design 
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Delayed-start design 
symptomatic vs. disease-modifying effect 

Delayed-start  

catches up 
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Symptom  

improvement 

Time 

Time 
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Primary efficacy analysis: composed of 3 
hierarchical endpoints based on UPDRS-Total 
scores (Parts I, II and III) – schematic 

Adapted from Olanow et al. Mov Disord 2008; 23 (15): 2194 
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The ADAGIO STUDY 
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The statistical model better demonstrates the DM effects of 
rasagiline 1mg/day vs. the descriptive graphs 

Olanow et al, 2009 

FS 
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Clinical Trials 

 Another approach is the long-term simple study, where 
subjects are randomized to active treatment or placebo, and 
then followed for a prolonged period of time (many years) in 
which the physician can manage the patient in any way they 
deem to be appropriate.  

 A combination of the delayed start and long term simple 
studies offers assessments of mechanism and clinical 
significance 

F Stocchi Mov Dis 2013 
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Clinical Trials 

 Adaptive design is another approach that can be of great 
value. Here, unannounced but predetermined interim 
analyses examine data accumulated during the course of the 
trial without compromising the blind or the integrity and 
validity of the study. Such an approach can permit early 
termination of a study for adverse events or futility, 
examination of large numbers of doses with rejection of those 
doses that are futile, re-estimation of sample size, and early 
planning and streamlining of next phase studies 

F Stocchi Mov Dis 2013 
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Costs 

 The average drug development program for a CNS drug is 
approximately 15 years from the time the drug is first 
introduced to the clinic 

 Cost of approximately 1.2 billion dollars  

F Stocchi Mov Dis 2013 
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ISS (Investigator Sponsored Study)  

Uno studio ISS è uno studio dove lo Sponsor dello 
studio è uno sperimentatore o altro soggetto 

ma non l’azienda Farmaceutica.  

 

 Sponsor: la persona, società, istituzione oppure 
organismo che si assume la responsabilità di 

avviare, gestire e/o finanziare una 
sperimentazione clinica  



ISS (Investigator Sponsored Study) 

 Uno studio ISS può essere:  

 

 Interventistico  

 E' lo studio che valuta un intervento (diagnostico, 
terapeutico, riabilitativo) non previsto dalla normale 
pratica clinica.  

 

 Osservazionale  

 In questo caso il prodotto in studio è utilizzato secondo 
indicazione e il trattamento non è determinato dal 
protocollo dello studio.  



ISS (Investigator Sponsored Study) 

   … e l’azienda cosa fa?  

 

 L’azienda supporta lo studio dello sperimentatore soltanto 
con supporto scientifico, sostegno economico e/o fornitura 
del farmaco.  

 

 L’idea e il razionale dello studio devono essere sviluppati 
dall’investigatore e non dall’azienda. L’azienda può altresì 
fornire suggerimenti a riguardo ma non è autorizzata a 
modificare sostanzialmente il disegno.  



ISS (Investigator Sponsored Study) 

 … Nel supportare un ISS, l’accordo con lo sperimentatore necessita di 
essere documentato in un contratto scritto  

 Le parti intendono definire il supporto economico e liberale di XXXX, ai 
sensi dell’art. 2 commi 6 e 7 del Decreto Ministero della Salute 17 dicembre 
2004, per la realizzazione dello studio da parte dell’Ente e le responsabilità 
di quest’ultima  

 Per gli studi no-profit il valore del supporto economico non deve superare il 
50% del valore totale dello studio.  

 I risultati dello studio sono di proprietà dell’Ente e la loro utilizzazione sarà 
libera, con il solo obbligo di citare, nelle eventuali pubblicazioni, che essi 
sono scaturiti con il contributo di XXXX. Inoltre l’Ente garantisce che tali 
risultati non saranno impiegati per scopi commerciali di terze parti.  



Criticità  

I dati non possono essere utilizzati 
a fini registrativi  

   



Critiche 

 Roma, 17 mar 2014 - La legge sugli studi clinici spontanei va cambiata 

quanto prima. E i risultati delle sperimentazioni non sponsorizzate devono 

essere utilizzati a fini registrativi: è la richiesta contenuta nella lettera 

inviata oggi al Ministro della Salute, Beatrice Lorenzin, dall'Associazione 

Italiana di Oncologia Medica (AIOM) e dal Collegio Italiano Primari 

Oncologi Medici Ospedalieri (CIPOMO). 



           Evoluzione delle principali voci della spesa sanitaria pubblica 
                                                        (indice 2001 =100), 2001-2012 
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Fonte: The European House-Ambrosetti  su dati Corte dei Conti,”Rapporto 2012 sul coordinamento della 
finanza pubblica”, maggio 2012; Farmindustria, “indicatori Farmaceurici 2012”, giugno 2012 

Farmaceutica 

Altre Prestazioni 
 

 + 39,5 mld  

Differenza 
 2002-2012 

- 2,5 mld  

La spesa farmaceutica convenzionata si è ridotta fra il 2002 e il 2012    
passando  dal 14,8%  all’8,3%  della spesa sanitaria pubblica 


