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In Italy, the reimbursement of medicines is managed by the

national health system (NHS), and our national medicines

agency (Agenzia Italiana del Farmaco [AIFA]) is respon-

sible for making all reimbursement decisions. Hence, the

Italian context (including reimbursement approvals for new

treatments and disinvestment of previously reimbursed

treatments) is very similar to that of the UK, France,

Canada, Australia, and New Zealand. However, Italy has

not been taken into consideration in the study by Parkinson

et al. [1], which was recently published in PharmacoEco-

nomics. In Italy, both passive and active approaches to

disinvestment do not substantially differ from those of the

above-mentioned countries; however, there are two pecu-

liarities of the Italian scenario that deserve to be

mentioned.

First, most innovative drugs employed in Italian hospi-

tals are assigned to nationwide patient-level registries in

which clinical indications and outcomes are electronically

recorded [2–4]. These registries, which are managed by the

AIFA and are part of a mandatory surveillance program,

were designed both as the data source for nationwide

effectiveness and appropriateness evaluations and as an

administrative tool for handling the reimbursement of

innovative treatments. For example, in 2014 these reg-

istries included a total of 352,872 patients [3] in terms of

vital statistic information and physiopathological and out-

come data. Evidence is accumulating that the real-world

effectiveness, as measured by these registries, tends to be

less than that suggested by pivotal clinical trials [5]. This

information is the basis for undertaking disinvestment

interventions that essentially consist of a reduced payment

for agents showing less effectiveness than that initially

expected. For example, erlotinib as second-line treatment

for lung cancer has recently been demonstrated to be less

effective than standard chemotherapy with docetaxel in

wild-type epidermal growth factor receptor (EGFR) bearers

[6, 7]. Excluding this condition from reimbursement has

been proposed, which could save millions of Euros all over

Europe. Likewise, bevacizumab has proved to be less

effective in recent studies compared with the outcomes

observed in pivotal trials [5]. In addition, these registries

represent the operative tool whereby treatment failures

registered on an individual basis are associated with pay-

backs from the drug companies to our NHS. In fact, these

large databases also have the purpose of managing price–

volume agreements and performance-based reimbursement

(including capping, cost-sharing, payment-by-results and

success fee models, particularly in the field of oncology [2,

4]).

Second, there is a national regulation regarding equiv-

alence between treatments (the so-called Balduzzi Law)

that in past years has had quite a profound impact on dis-

investment in the field of pharmaceutics [8, 9]. The Bal-

duzzi Law was approved by the Italian Parliament at the

end of 2012. Accordingly, local tenders for drugs belong-

ing to the same pharmacological class were no longer

allowed within the NHS unless certification is requested

and obtained from the AIFA that the agents are therapeu-

tically equivalent. Unfortunately, this regulation proved to
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be a hurdle to disinvestment interventions in our NHS,

mainly because selecting a single drug in a pharmacolog-

ical class for use in our hospitals became much more

problematic than in the past. On the other hand, this law

fostered a constructive debate on which criteria could be

used for these equivalence certifications, and consequently

improved the methodological quality of the decisions made

by our NHS in running competitive tenders. In particular,

evidence-based methods (including formal demonstrations

of equivalence and/or non-inferiority) were recognized to

be the most intuitive and rational tool to address this issue.

Interestingly enough, most of the analyses accompanying

the launch of competitive tenders took the form of a sci-

entific report, and this regulatory requirement was therefore

translated into the generation of original scientific findings

[8, 9].

In conclusion, the experiences described herein show

that Italy has some peculiarities that have improved the

accumulation of real-world effectiveness evidence for

some innovative agents (particularly in the area of oncol-

ogy). On the other hand, a more evidence-based approach

has been promoted regarding the assumptions of thera-

peutic equivalence for managing competitive tenders.
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