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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?

X2 Oligonucleotide therapeutics society, 7|253 2|MX|4AIE]
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Mid-small Scale Large-mid Scale

>100 seq. 10-30kgs

For 0.1-5 gram/ea For 100gr-2kg/ea

Oligo Pilot 100 2 of AKB synthesizers

(0.2-4 mmol x3) (20-200 mmole x2)

DOE study or Clinical or

low dose clinical (low volume)
Commercial

K= AR BHOIX], 7135 2 MAWIE

Tank Yard2 Tank Yard1
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Large Scale

250-750kgs Further Expansion-I Further Expansion-l|
For 2kg-25kg/ea inplan Avallable

Oligo Process [Planned inYR21-22 | [Planned inYR23-24
(200-1,800 mmole)

Commercial Commercial Commercial

(high volume) (high volume) (high volume)
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