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Definizione di medicinale generico/equivalente 
Un medicinale che ha la stessa composizione
qualitativa e quantitativa di sostanze attive e la
stessa forma farmaceutica del medicinale di
riferimento nonché una bioequivalenza con il
medicinale di riferimento dimostrata da studi appropriati
di biodisponibilità, viene definito equivalente.

art. 10, comma 5 DLvo n. 219/06;

Se le forme farmaceutiche sono bioequivalenti

efficacia e sicurezza clinica sono simili e possono
essere usate indistintamente in terapia (i.e. stesse
indicazioni terapeutiche)





Drug Class and Meta-analyses of Trials Comparing Generic 
and Brand-Name Drugs in Cardiovascular Disease

JAMA. 2008;300(21):2514-2526









L’aderenza è importante per il controllo pressorio

• Aderenza rappresenta uno dei 
più importanti fattori per un 
buon controllo pressorio 

• E’ importante monitorare la 
aderenza del paziente

• Migliorare la aderenza 
/persistenza significa migliorare 
la prognosi

• Gli interventi che hanno 
migliorato la aderenza hanno 
determinato un risparmio 
economico e aumentato 
l’efficienza degli intreventi 
terapeutici

Hill, Miller, DeGeest. J Clin Hypertens 2010;12:757–64
Bramley, Gerbino, Nightengale and Frech-Tamas J Manag Care Pharm 2006;12:239–45

*<140/90 mmHg 
(<130/85 mmHg nei diabetici)

Controllo PA * (%)

alto
(≥80%)

medio
(50–79%)

basso
(<50%)

Livello di aderenza



La buona aderenza si associa a minor rischio di eventi

I pazienti con alta aderenza, rispetto a quelli con bassa:

Calcolo aderenza = rapporto di possesso del farmaco : 
n totale di confezioni  dispensate/durata del follow-up

1. Perreault, Dragomir, White, et al. J Intern Med 2009;266:207–18
2. Perreault, Dragomir, Roy, et al. Br J Clin Pharmacol 2010;69:74–84

3. Kettani, Deragomir, Côté, et al. Stroke 2009;40:213–20
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Level of compliance

Adapted from Bramlage and Hasford. Cardiovasc Diabetol 2009;8:18

Improvements in adherence/compliance are associated 
with lower healthcare costs

n=344 n=562 n=921 n=5804
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Corrao et al, Journal of Hypertension 2014

Percentuali cumulative di pazienti che interrompono la terapia
antipertensiva in relazione ad assunzione di farmaco originatore o 

generico

“…Conclusion: Generic products are not responsible for the high rate of
discontinuation from antihypertensive drug therapy…”

Brand

Generic



(1) Generic ramipril as first prescription, n = 142 690 (64.3%)
(2) Brand name ramipril as first prescription n = 79 191 (35.7%)

“…In a logistic regression model adjusting for covariates, the
probability for noncompliance (MPRUD<0.8) was marginally lower
in the generic compared with the brand name group (OR 0.926,
99% CI 0.901–0.951, p<0.001)…”

Ude et al, J Hypertens 2011





COMPLIANCE

Colombo GL, Agabiti-Rosei E, Margonato A, Mencacci C, Montecucco CM, et al. (2013) Off-Patent Generic
Medicines vs. Off-Patent Brand Medicines for Six Reference Drugs: A Retrospective Claims Data Study from 

Five Local Healthcare Units in the Lombardy Region of Italy. PLoS ONE 8(12): e82990.



PERSISTENZA

Colombo GL, Agabiti-Rosei E, Margonato A, Mencacci C, Montecucco CM, et al. (2013) Off-Patent Generic
Medicines vs. Off-Patent Brand Medicines for Six Reference Drugs: A Retrospective Claims Data Study from 

Five Local Healthcare Units in the Lombardy Region of Italy. PLoS ONE 8(12): e82990.



Indagine retrospettiva tramite l’utilizzo di database amministrativi di 2 ASL della regione Lombardia 

OBIETTIVO: STUDIARE LA SOSTITUZIONE DEL FARMACO GENERICO (SOSTITUZIONE

ORIZZONTALE) ED INVESTIGARE LE RELAZIONI TRA SOSTITUZIONE ORIZZONTALE E

ADERENZA E PERSISTENZA ALLA TERAPIA

Flusso della farmaceutica territoriale; Database anagrafica assistiti; Schede di mortalità

ASL di 
Bergamo ASL di 

Pavia

Atherosclerosis 2016



Adherence to treatment stratified by generic substitution 
class, therapeutic area and by ASL

Source: Colombo GL, et al., 2016

MPR 

ASL BERGAMO ASL PAVIA

THERAPEUTIC AREA SUBSTITUTION 
FREQUENCY CLASSES

N MEAN SD N MEAN SD

DIABETES

RANGE (1%-15%) 605 0.68 0.23 457 0.84 0.21

RANGE (15%-30%) 595 0.65 0.25 359 0.76 0.25

RANGE (30%-45%) 413 0.64 0.25 257 0.71 0.27

RANGE (45%-60%) 232 0.61 0.27 117 0.68 0.28

RANGE (≥60%) 241 0.50 0.28 184 0.60 0.30

DYSLIPIDEMIA

RANGE (1%-15%) 430 0.66 0.20 410 0.83 0.22

RANGE (15%-30%) 586 0.59 0.20 561 0.77 0.25

RANGE (30%-45%) 477 0.58 0.21 465 0.67 0.28

RANGE (45%-60%) 410 0.52 0.22 251 0.53 0.22

RANGE (≥60%) 732 0.46 0.24 643 0.49 0.24

HYPERTENSION

RANGE (1%-15%) 369 0.96 0.09 384 0.98 0.06

RANGE (15%-30%) 429 0.93 0.14 537 0.96 0.11

RANGE (30%-45%) 364 0.91 0.15 406 0.94 0.13

RANGE (45%-60%) 306 0.90 0.16 325 0.91 0.15

RANGE (≥60%) 441 0.81 0.24 598 0.85 0.21

OSTEOPOROSIS

RANGE (1%-15%) 36 0.92 0.09 37 0.98 0.05

RANGE (15%-30%) 77 0.86 0.15 66 0.93 0.11

RANGE (30%-45%) 63 0.88 0.12 48 0.84 0.21

RANGE (45%-60%) 48 0.77 0.21 43 0.81 0.22

RANGE (≥60%) 64 0.71 0.27 63 0.71 0.26

PSYCHIATRY

RANGE (1%-15%) 56 0.97 0.09 81 0.98 0.07

RANGE (15%-30%) 106 0.93 0.12 139 0.96 0.12

RANGE (30%-45%) 96 0.89 0.18 130 0.91 0.16

RANGE (45%-60%) 131 0.80 0.25 85 0.82 0.24

RANGE (≥60%) 326 0.78 0.25 280 0.78 0.28



Persistence of treatment stratified by generic substitution class, 
therapeutic area and by ASL

Source: Colombo GL, et al., 2016

PERSISTENCE (days)

ASL BERGAMO ASL PAVIA

THERAPEUTIC AREA SUBSTITUTION 
FREQUENCY CLASSES

N MEAN SD N MEAN SD

DIABETES

RANGE (1%-15%) 605 984.64 212.29 457 988.50 263.98

RANGE (15%-30%) 595 851.60 316.78 359 867.90 344.50

RANGE (30%-45%) 413 782.51 359.58 257 694.99 398.36

RANGE (45%-60%) 232 605.50 413.74 117 747.40 401.98

RANGE (≥60%) 241 310.51 315.76 184 352.60 355.20

DYSLIPIDEMIA

RANGE (1%-15%) 430 980.66 209.82 410 890.48 319.53

RANGE (15%-30%) 586 820.88 311.35 561 758.15 376.38

RANGE (30%-45%) 477 750.85 348.65 465 615.14 400.90

RANGE (45%-60%) 410 585.23 401.08 251 595.97 412.08

RANGE (≥60%) 732 371.79 357.76 643 407.06 374.70

HYPERTENSION

RANGE (1%-15%) 369 1021.12 196.89 384 988.09 302.92

RANGE (15%-30%) 429 882.48 314.32 537 817.60 366.28

RANGE (30%-45%) 364 782.72 364.22 406 710.08 396.75

RANGE (45%-60%) 306 615.38 406.90 325 696.23 405.76

RANGE (≥60%) 441 401.58 374.06 598 448.23 381.11

OSTEOPOROSIS

RANGE (1%-15%) 36 969.28 218.82 37 817.51 350.82

RANGE (15%-30%) 77 710.52 345.12 66 734.36 359.42

RANGE (30%-45%) 63 710.76 353.06 48 515.17 410.43

RANGE (45%-60%) 48 503.00 377.09 43 514.81 391.46

RANGE (≥60%) 64 367.63 343.12 63 375.24 331.00

PSYCHIATRY

RANGE (1%-15%) 56 815.07 291.03 81 841.30 354.41

RANGE (15%-30%) 106 566.19 326.88 139 660.93 399.34

RANGE (30%-45%) 96 481.77 360.16 130 457.92 320.43

RANGE (45%-60%) 131 320.36 280.15 85 359.11 338.91

RANGE (≥60%) 326 197.78 171.33 280 247.45 252.37
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“… Clinicians and decision makers
should consider the impact of frequent
generic substitutions on persistence
and adherence, which may influence
efficacy and/or safety.…”



Eur J Epidemiol. 2015 Nov 30. [Epub ahead of print]

74 randomized trials comparing generic vs brand-name drugs
against cardiovascular diseases :

53 trials evaluated at least one efficacy outcome (overall
sample 3051),

32 trials measured mild or moderate adverse events (n =
2407),

and 52 reported on serious adverse events (n = 2952).



Eur J Epidemiol. 2015 Nov 30. [Epub ahead of print]
(Cont)

Generic vs Brand name- Efficacy



Eur J Epidemiol. 2015 Nov 30. [Epub ahead of print]

(Cont)

Generic vs Brand name – Adverse events



Scientific Reports | (2020) 10:5964





Survival curves and curves of 
cumulative MACCE-free survival
(a)for antihypertensive drugs
(c) for lipid-lowering drugs. 
(e) for hypoglycemic drugs



Percentuali cumulative di pazienti
che interrompono la terapia (grafico
in alto) e che vanno incontro ad
ospedalizzazione per eventi vascolari
maggiori (grafico in basso)



Population-based cohort study of patients ≥65 years, discharged alive after acute coronary syndrome (ACS)
hospitalization between 2008 and 2012 in Ontario, Canada, who were prescribed Lipitor or generic
atorvastatin within 7 days of discharge.
7863 propensity-matched pairs (15 726 patients), mean age was 76.9 years, 56.3% were male, 87.6% had
myocardial infarction, and all patients had complete follow-up

- The primary outcome was 1-year death/recurrent ACS hospitalization. Secondary outcomes included
hospitalization for heart failure, stroke, new-onset diabetes, rhabdomyolysis, and renal failure.

HR, 1.00; 95% CI, 0.93–1.08; P=0.94

“Conclusions-Among older adults discharged alive after ACS hospitalization, we found no significant
difference in cardiovascular outcomes or serious, infrequent side effects in patients prescribed generic
atorvastatin compared with those prescribed Lipitor at 1 year. Our findings support the use of generic
atorvastatin in ACS, which could lead to substantial cost saving for patients and health care plans without
diminishing population clinical effectiveness.”

J Am Heart Assoc. 2016 May 3;5(5). pii: e003146



Medicare beneficiaries aged 65 years or older with prescription drug coverage between 2006
and 2008. A total of 90 111 patients who initiated a statin during the study was identified; 83 731
(93%) initiated a generic drug, and 6380 (7%) initiated a brand-name drug.

“…Conclusion: Compared with those initiating brand-name
statins, patients initiating generic statins were more likely to
adhere and had a lower rate of a composite clinical
outcome…” Ann Intern Med. 2014;161:400-407



PLoS Med. 2019 
Mar 13;16(3)



PLoS Med. 2019 Mar 13;16(3)



“Best Practice Advice: Clinicians should
prescribe generic medications, if
possible, rather than more expensive
brand-name medications.”



Farmaci generici/equivalenti 

•Aspetti biofarmaceutici

•Farmacologia clinica

•La realtà sul territorio





Share of generics in the total pharmaceutical 
market, 2015
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Differenza tra Italia ed Europa

La Penetrazione del mercato in Italia è ancora significativamente 
INFERIORE rispetto alla MEDIA EUROPEA

Source: IMS – 2015 
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Does the market share of generic medicines influence
the price level? A European Analysis

Dylst et al, Pharmacoeconomics 2011:29 (10): 875 - 882

Low generic 
MKT

High generic 
MKT



Relazione tra co-payment (ticket) mensile medio
per paziente e aderenza alla terapia con statine

Fonte: Ellis et al., Suboptimal 
Statin Adherence
and Discontinuation, JGIM 

Volume 19, June 2004



Farmaco 
equivalente

Biodisponibile
velocità e quantità di 
principio attivo che 
raggiunge in forma 

immodificata il circolo 
sistemico

Bioequivalente

stessa efficacia e 
sicurezza clinica delle 
forme farmaceutiche

Sicuro

Efficace

Risparmio 
prezzo almeno il 20% 

inferiore rispetto a quello 
registrato
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