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The agreement between the pharmaceutical groups Roche and Novartis designed to
reduce the use of Avastin in ophthalmology and to increase the use of Lucentis
might constitute a restriction of competition ‘by object’

The Court recalls that, in principle, medicinal products that may be used for the same therapeutic
Indications belong to the same market. However, the fact that pharmaceutical products are
manufactured or sold unlawfully prevents them from being regarded as substitutable with products
manufactured and sold lawfully. Nevertheless, the EU rules governing pharmaceutical matters
prohibit neither the prescription of a medicinal product outside the conditions laid down in its
marketing authorisation (MA) nor its repackaging for such off-label use, provided that they comply
with certain conditions. It is not for the AGCM but for the national courts or the competent
authorities to verify that those conditions are satisfied. The Court then notes that, for the treatment
of eye diseases, there is a specific relationship of substitutability between Lucentis and Avastin
when used off label.
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Last year another CEV review and network meta-analysis on
antiangiogenic drugs for diabetic macular oedema found some
advantage in terms of visual acuity at one year with aflibercept
over ranibizumab and bevacizumab, but data at two years
were limited to the single largest study, which found similar
efficacy or very small differences among the three drugs.

This is a limitation of evidence production and no (network)
meta-analysis was possible at 2 years.
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Authors' conclusions

Anti-VEGF drugs are effective at improving vision in people with DMO with
three to four in every 10 people likely to experience an improvement of 3 or
more lines VA at one year. There is moderate-certainty evidence that
aflibercept confers some advantage over ranibizumab and bevacizumab in
people with DMO at one year in visual and anatomic terms.

Relative effects among anti-VEGF drugs at two years are less well known,
since most studies were short term. Evidence from RCTs may not apply to
real-world practice, where people in need of antiangiogenic treatment are
often under-treated and under-monitored.

We found no signals of differences in overall safety between the three
antiangiogenic drugs that are currently available to treat DMO, but our

estimates are imprecise for cardiovascular events and death.




A small difference with the newest drug?

Which one are yoy?

/2 FuLl? /2 EMPTY?

The three drugs are about the same?




Words matter, even in science (especially in the abstract), and
a ‘neutral’ statement on efficacy and safety in highly debated
topics may be difficult for review authors to formulate (also
think of flu vaccine).

Should public stakeholders views be considered formally when
formulating conclusions on potentially high-impact reviews?

Antiangiogenic therapy versus control

Patient or population: people with diabetic macular oedema
Settings: ophthalmology clinics
Interventions: laser photocoagulation, aflibercept, bevacizumab, ranibizumab

Qutcomes Assumed risk* Corresponding risk and relative risk"* (95%Cl) , mixed evidence Certainty of evidence and
reason for downgrading
Laser photocoagulation Aflibercept Bevacizumab Ranibizumab
Gain 3+ lines of visual acu- 100 per 1000 366 per 1000 247 per 1000 276 per 1000 BOHED
ity at 1 year (27910 479) {181 to 337) (21210 358) high

RR: 3.66 (2.79 to 4.79) RR: 2.47 (1.81 t0 3.37) RR: 2.76 (2.12 to 3.59)

Visual acuity change at 1 Onaveragevisual acuity im- Average change in visual Average change in visual Average change in visval &@e%

year proved by —0.01 logMAR acuitywas —0.20(—0.22to acuitywas —0.12(—0.15to acuitywas —0.12(—0.14to high for aflibercept and

Measured on the logMAR units in the laser group be- —0.17) logMAR units bet- —0.09) logMAR units bet- —0.10) logMAR units bet- ranibizumab ¢&a

scale, range —0.3 to 1. tweenthe start of reatment ter with aflibercept com- ter with bevacizumab com- ter with ranibizumab com- moderate for bevacizumab

3. Higher values represent and 1 year (effectively no pared with laser photocoag- pared with laser photocoag- pared withlaserphotocoag- (—1 for inconsistency of

worse visual acuity. change) ulation ulation ulation indirect versus direct evi-
dence)




