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Introduction

New oncology drugs in Europe are assessed with
a centralized procedure by the European
Medicines Agency (EMA); however, even if an
European marketing authorization has been
granted, this does not imply that the product will
be immediately available to patients everywhere
in EU. Once authorized by EMA, Italy, as a
member state of the European Community,
automatically accepts marketing authorizations,
by defining the supply regimen and starting with
the pricing and reimbursement (P&R) process.
In Italy the price setting of medicines
reimbursed by the NHS is regulated at central
level by the Agenzia Italiana del Farmaco (AIFA)
the national regulatory authority. AIFA provides,
with its scientific authority and autonomy, the
clinical scientific and economic evaluation
regarding medicines. The Italian P&R process is
complex, multifaceted and time consuming and,
out of the variables that affect these timelines,
the characteristics of the pivotal trials seem to
have an interesting role.

Objectives

The aim of this research was to find a
correlation between the main characteristics of
pivotal studies (such as phase of clinical trial,
use of a comparator -active or placebo-,
number of patients enrolled) and the time from
EMA to the final Italian’s pricing and
reimbursement achievement.

Methods

he analysis considers all the oncology drugs
for which EMA’s Committee for Medicinal
Products for Human Use (CHMP) granted a
positive opinion for the first indication, from
January 2013 to December 2016, and for which
AIFA defined a P&R classification (with the
publication into the Italian Official Journal). We
classified drugs in three different clusters,
based on the characteristics of the main pivotal
clinical trial: 1) “A” for phase III studies vs an
active comparator; 2) “"B” for phase III studies
vs placebo and 3) “C” for phase II studies,
evaluating the time to patient needed for the
three different clusters (defined as time from
EMA's CHMP positive opinion to the P&R
publication on the Italian Official Journal (OJ:
Gazzetta Ufficiale della Repubblica Italiana,
GURI), which is the formal completion of the
P&R process). Data have been integrated with
the information related to orphan designation
(OD), related to the specific indication
approved. If available, we also registered the
specific date of P&R dossier submission to AIFA
(data made public by AIFA only for a limited
timeframe). An additional evaluation concerned
the appraisal performed by an Italian Region
(Emilia Romagna) which, using GRADE (Grading
of Recommendations Assessment, Development
and Evaluation) approach, recommend drug on
the basis of clinical evidences as moderate, low
or very low, according to the balance between
benefits, risks, burden, and cost, and the
degree of confidence in estimates of benefits,
risks, and burden.
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ponatinib
pomalidomide
vismodegib
siltuximab
ibrutinib
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blinatumomab
osimertinib
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venetoclax
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Results

From January 2013 to December 2016, 34
oncology drugs have been approved by EMA and
assessed by AIFA for P&R. By our data, the time to
patient (defined as number of days between the
CHMP positive opinion and the publication of the
price on the Italian OJ) for drugs classified in
“Cluster A" (Phase III - active comparator) is 461
days (range 226-984), vs 555 days (range
282-884) for drugs in “Cluster B” (Phase III -
placebo) and 551 (range 204-861) for drugs in
“Cluster C” (Phase II). The orphan status plays a
role, by reducing the time to patients, with a
median reduction of 116 days in “Cluster A” drugs
vs non-orphan drugs (403 vs 519 days) and of 75
days in “"Cluster C” (513 vs 588 days). For drugs in
“Cluster B” the situation reverses, and orphan
drugs take —on average- 90 days more than non-
orphan drugs (600 vs 510 days). It is remarkable
that the small sample size precluded
achieving significance in the comparison.

For 14 products, the public reports of AIFA's CTS
and CPR meetings allow to evaluate the effective
time of the procedure, by reporting the data of
P&R Dossier submission to AIFA. For these
products, the mean “AIFA timeline” (days from
dossier submission to final publication into the O1J)
was 426 days (median 410), 14,2 months (range
/70-805).

As expected, our study found that phase III
("Cluster A” and "B”) included an higher number of
patients vs phase II (586 and 786 vs 203). As also
expected, pivotal studies for OD drugs involved
less patients than non OD drugs (382 vs 653).
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The Health Care Agency of Emilia Romagna (one
of the 21 Italian Regions) assesses the
methodological quality of the studies, based on
study design and defined according to the level
of evidence proposed by the GRADE method. Out
of our panel, 23/34 received an evaluation
according to the GRADE method. The mean time
to patient for drugs with moderate quality of
evidence is 469 days (median 498) vs 526 days
(median 484) for drugs with a low quality of
evidence, vs 551 days for the only one drug with
a very low quality of evidence.
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Conclusions

Our data show slight differences among the three
clusters identified in terms of time to patient,
pointing out a linear correlation between
robustness of pivotal trial and shorter time to
natient, suggesting that the characteristics of the
ivotal trials play a role in terms of time to patient.
However our research has some methodological
imits: the small simple size and the high degree of
variation (timelines varies from 204 and 984 days)
precluded to achieve significance in the
comparison. For example, even if, as predictable,
the shorter time to patient has been observed for
orphan drugs registered with a Phase III trial with
an active comparator, orphan drugs with a phase
IIT pivotal trials vs placebo showed the highest
time to patient. The correlation between pivotal
trials and time to patient is also confirmed by the
analysis on the impact of the quality of clinical
evidence based on the GRADE method, that
produced similar findings.

Further qualitative analysis are needed to examine
which factor most affects the time to patient
access and to assess causal relationships between
drug characteristics and time to market.
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