Anti-VEGF Molecule Utilization in Ophthalmology and Potential Impact
on Market Dynamics after Biosimilar Entry
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 Separate desk research on the availability of ranibizumab biosimilars was © 9 © © © o © 9 © 9 9 90 0 ©
performed in the investigated markets. Figure 1.

Treatment Rate of anti-VEGF Molecules in Ophthalmic Indications (2018 vs. 2022)*and Ranibizumab Biosimilar List Price Availability (by October 1st, 2023)°

Table 1. Growth Rate of Treatment Days' across 30 Investigated Countries™3

Green ticks indicate ranibizumab biosimilar list price registered as per October 15t, 2023.

Aflibercept* Brolucizumab Faricimab Ranibizumab ReSU ItS COnC| USiOﬂS
Total treatment 76,377 986 0.866.544 357 943830 VEGE utilization thalmol o nif |  The usage of established and newer anti-VEGFs has increased
days in 2018 N ' ' o - Total Znt'l' 5 Qgt' |zat:on I OIIOTE afm;) o;gy "_"S mcreased S|g|n| |C|antﬁ/. signhificantly in the past five years and will likely increase further due
!:rom 018-20 I total annua of the four investigated molecules has to an ageing population. Biosimilars could offer a more cost-effective
;ztyas' e 442913708 9616912 15153259 84,012,887 551,696,766 increased by 54% (Table 1). treatment option and significant savings.
o Howev_er, subs:tantlajl- disparities of molecule utilization between countries . However, in 30% of the examined countries there is little evidence
Growth from 60% : : 4% 54% are evident (Figure 1). indicating the presence of ranibizumab biosimilars in the market to

2018 to 2022 by % . . . .
* The three countries with highest treatment rates (Switzerland, France and

UK) have an average of 0.974 TD/capita; the three countries with lowest
treatment rates (Serbia, Lithuania, and Greece) have 0.005 TD/capita,
indicating a 190-fold difference.

date, presumably due to unfavorable market conditions.

TTreatment Days refer to IQVIA Analytics Link sourced Patient Days metric defined as IQVIA MIDAS® sales volume

(in standard units) divided by Average Daily Dose (AVDD). ¥Due to restricted data reporting, aflibercept reference molecule
treatment days in the US for the years of 2018 to 2022 are author analysis based on company reported revenue and
average sales price (ASP), as well as the AVDD metric of aflibercept ophthalmic injectable from Analytics Link yearly data for
the same period, as of Q2 2023 data update.

 Effective policy, sustainable pricing and procurement models are
essential to secure cost-saving potentials and tackle disparity in

patient access.
 The average annual drug sales by value for all 4 reference products across

the 30 markets is estimated at 11.6 billion USD. Assuming a biosimilar
discount rate of 30%-60%, the annual savings potential of biosimilar entry
to the market is estimated at 3.5-7.0 billion USD (Table 2).

As per October 15t, 2023, 19 out of 30 studied countries in Figure 1 have
ranibizumab biosimilars list price available.
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Table 2. Drug Sales by Value37 across 30 Markets and Cost Saving Potentials
with Biosimilar Entry2®

2018

2019 2020 2021 2022 o

Total drug sales by value of reference

M 9,911 10,846 11,110 12,921 13,251
products™ (4 molecules) Anti-VEGF, anti-vascular endothelial growth factor; ASP, average sales price; AVDD, average daily dose; mCNV, myopic
C C 3 choroidal neovascularization; DME, diabetic macular edema; DR, diabetic retinopathy; nAMD, neovascular age-related
Annual average drug sales by value 11,608 LI m |tat|0 nS macular degeneration; Q2, second quarter; RVO, retinal vein occlusion; UK, United Kingdom; US, United States; USD, United
States dollar; vs, versus.
Annual savings potential with 30% discount 3482 * The treatment rate .Calcu.latlon did not account for the off—lapel use of References
bevacizumab in retinal diseases, given its primary approval in oncology. If 1. 1QVIA Analytics Link yearly data from 2018 to 2022, PATDAY Module, reflecting estimates of real-world activity, as of Q2
Annual savings potential with 60% discount 6,965 off-label use of bevacizumab in retinal diseases is taken into consideration, 2023 data update. Copyright IQVIA. All rights reserved.

2. Regeneron Pharmaceuticals Inc. [Financial Information]. (n.d.). Aflibercept reference molecule sales value in the US for
the years 2018 to 2022. Retrieved October 16, 2023, from https://investor.regeneron.com/financial-

the actual treatment rate gap between countries is likely to be smaller.

SAll values are US dollar in millions. IDrug sales by value: IQVIA Analytics Link sales data, based on IQVIA MIDAS® sales

information/quarterly-results.

data, reflects local industry standard source of pack prices, which might be list price or average invoice price, depending e |n addition. the estimation Of potential biosimilar Cost-savings IS based on 3. Dickson, S. R., & James, K. E. (2023). Medicare Part B Spending on Macular Degeneration Treatments Associated With
upon the country and the available information; it does not take into account rebates or clawbacks, details of which are ’ _ _ _ _ Manufacturer Payments to Ophthalmologists. JAMA health forum, 4(9), e232951.
normally confidential, and therefore these estimated prices do not reflect net prices realized by the manufacturers. the present pattern of molecule usage, without factorlng 1N pOtentlal https://doi.org/10.1001/jamahealthforum.2023.2951.
#Due to restricted data reporting, aflibercept reference molecule sales values in the US for the years 2018 to 2022 are - 1t - : - 4. The World Bank [Population, total]. (n.d.). World population. Retrieved October 15, 2023, from
based on company reported revenue. changes in drug utilization trends or price adjustments. s /it worldbani or/indeaton SPPOPTOT.
5. Results from desk research.
6. IQVIA Analytics Link annual sales by value data from 2018 to 2022 as of Q2 2023 data update, reflecting estimates of
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real-world activity. Copyright IQVIA. All rights reserved.
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