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In a change of schedule (and topic), Clive Meanwell (The Medicines Company) highlighted the truly impressive data from the

inclisiran phase |l trial in a talk starting with the phrase “Civilization kills” (by cardiovascular disease) and intermixed with musings

on drug pricing, sustainability, and the need to expand production capacity for oligonucleotide therapeutics. Treating a projected

1.6 million people with inclisiran would require 6-10 tons of drug/year, while current maximum capacity is 7-10 kg/batch. Capacity

increases are clearly needed and already in the works.

Food for thought there... perhaps new methods of enzymatic synthesis for modified oligonucleotides will offer a solution?

Xt&: Oligonucleotide therapeutics society, 7|25 2| MX|ME]

RNA X|&2X| OiE Fo0| 9 MY

14000 (g )

12,000

10,000

8,000

6,000

4,000

2,000 I I I

o I
"6 '19E '20E '21E '22E '23E '24E '25E

2 © Spinraza,
Exondys 51,

APOALRx &t
XI&: GlobalData, 7|

Inclisiran, Onpattro, Vutrisiran,
Golodirsen, NuThrax,

Fitusiran, RG-6042,

Waylivra, Imetelstat, AKCEA-

=3¢ 2IMXAH

QAZZAT 3¢ 25 HIoH 1

ORION-11: Efficacy
Highly significant lowering of LDL-C relative to placebo

Treatment group N (ITT) Percent change LDL-C
Mean at Time-averaged
day 510 day 90 - 540
Observed _ Imputed' Observed _ Imputed’
Placebo 807 +4 +4 +3 +3
Inclisiran 810 -49 -49 -48 -47
Difference (12 endpoint) -54 -53 -50 -50
P-value <0.00001 <0.00001
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ORION-11: Efficacy
Potent, consistent response to inclisiran

Individual patient responses contributing to primary endpoint — 17 months
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ORION-11: Efficacy

Durable, potent and consistent effect over 18 months

Percent change in LDL-C over time - observed values ITT patients
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P-value for placebo — inclisiran comparison at each time point <0.00001
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ORION-11: Safety and tolerability
No difference in serious adverse events

Serious TEAEs Placebo Inclisiran
Safety population'2 N=804 N=811
Patients with at least one serious TEAE 181 (22.5%) 181 (22.3%)
All cause death 15 (1.9%) 14 (1.7%)
Cardiovascular 10 (1.2%) 9 (11%)
Cancer 3 (04%) 3 (04%)
New, worsening or recurrent malignancy 20 (25%) 16 (2.0%)
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