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Background and importance

Treatment burden in neovascular age-related macular degeneration (hAMD) and diabetic macular edema (DME) is an issue for patients and
healthcare systems in Spain’=. Newly approved treatment options, such as aflibercept 8mg, have the potential to be administered at longer
treatment intervals and potentially reduce overall treatment burden and cost.

Aim and objectives

Estimate the overall treatment costs and economic savings with the use of aflibercept 8mg (AFL-8) compared to faricimab 6mg (FAR) and aflibercept
2mg (AFL-2).

Materials and methods

Clinical trial data of phase Il studies PULSAR*®, PHOTON'-® (AFL-8), ALTAIR'® (AFL-2), TENAYA, LUCERNE, RHINE, YOSEMITE'"-'> (FAR) were used to
determine the mean number of injections through 2 years (Table 7). Being aware that, in the first year, the treatment burden is greater due to the
required loading doses, for the purposes of this analysis, the average number of injections over two years has been considered in order to obtain a
more reliable value for injections/year that reflects the patient’s reality. The comparator arm or study with the best response in terms of treatment
extensions was selected*'>.

Table 2. List Public Price in Spain per
Table 1. Average n° of injections per presentation. presentation. Table 3. Administration and monitoring cost per injection.

Avg. n° Avg. n°

injections (2| injections/ List Price
years)?@ year

10,40 11,40 10,90 5,45 742€ 3 115,09 €

10,50 11,50 11,00 5,50 843,18€ 32 13,92 € 277,45 €

8,20 /7,80 8,00 4,00 843,18€ 33 148,84 €

a9 Avg n© of injections was calculated assuming 50-50 patient split between DME and AMD.

A cost-minimization analysis was performed assuming a similar efficacy or non-inferior efficacy within all treatments analyzed and considering the
drug cost (Table 2) and costs related to monitoring and administration for FAR, AFL-2 and AFL-8 (Table 3) in a one-hundred eyes treatment for all
presentations. For FAR, the lowest list price was considered. The calculated administration and monitoring cost is 277,45€ per injection (Table 3),
the same for all treatments and indications’®-3%. 100% adherence was assumed.

nAMD DME

Cost Total cost

injections injections

Results

Based on these preliminary considerations regarding injections per yeatr, the list price of each alternative and the cost per administration (i.e. indirect
costs), the following table shows the annual treatment cost for the three alternatives compared, as well as the savings generated by AFL-8 if it is
estimated that 100 eyes will be treated with this new drug (Table 4).

Table 4. Annual treatment cost of each presentation and savings generated by aflibercept 8mg.

A | Indirect Savi 100 Savi %
€/unit €/In;. Inj. / year i e €lyear Diff. vs. AFL-8 | >oVnes| avings (%)
treatment cost costs eyes) with 8 mg with 8mg

742,00 € 742,00 € 0,4 4.043,90 € 1.512,10 € 5.556,00 € -1.073,48 € -107.348,25 € 19,32%
843,18 € 843,18 € 9,950 4.637,49 € 1.525,98 € 6.163,47 € -1.680,95 € - 168.094,60 € 27,27%

843,18 € 843,18 € 4,00 3.372,72 € 1.109,80 € 4.482,52 € - -

In summary, AFL-8 represents a potential saving of 19.32% compared to AFL-2, which means a saving of 107.348,25€ if 100 eyes were treated with
AFL-8, and a saving of 27.27% compared to FAR, which means a saving of 168.094,50€ if 100 eyes were treated with Aflibercept 8mg.

Conclusions and relevance

Treatment with AFL-8 allowed for the extension of treatment intervals in clinical trials and appears to be potentially the most economical option for
the treatment of NAMD and DME. AFL-8 has the potential to meaningfully reduce costs by decreasing the number of injections and associated visits,
and these findings reinforce AFL-8 as potentially the most efficient treatment option.
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