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Rationale Results
« Patients with hereditary angioedema (HAE) often experience emotional distress and reduced  Atotal of 20 patients with HAE were enrolled, of whom 14 received Domains Absolute Value
health-related quality of life (HRQoL) donidalorsen and 6 placebo (Mean = SEW)
* Improving quality of life has become an important hallmark of disease management of HAE » Patients reported higher overall HRQoL over 16 weeks in the Functioning Fatigue/Mood
 Selective inhibition of plasma prekallikrein by antisense oligonucleotide treatment donidalorsen treatment group compared with placebo T
(donidalorsen/ISIS 721744) reduced angioedema attacks by more than 90% in a phase 2 trial| | « The mean change in total score of the AE-QoL in HAE patients treated ... % T\j[
* The impact of this treatment on HRQoL was a predefined end-point in this trial with donidalorsen was -26.85, compared with -6.15 in the placebo : 0 :
group (P=0.002) - . & ]
Met h 0 d S » These reductions were a_Iso observed across all individual domains of o : . g o | | |
the AE-QoL compared with placebo TP T sy bay " . Study Day B
* In this phase 2 trial, patients with her_edltary./ angloede.ma with C1-inhibitor deflc:lenc.y | Total Score Absolute Value —O—Placcbo
(HAE type | or II) were randomly assigned in a 2:1 ratio to a 16-week treatment period with (Mean + SEM) Cears/Shame N
subcutaneous dosing of 80 mg donidalorsen or placebo every four weeks
 Quality of life was assessed with the validated angioedema quality of life questionnaire S Demaersen ) T ]
(AE-QoL?Y) at randomization and the end of study : | - | % : % |
» Scores range from 0 — to 100, with higher scores indicating greater impairment i i I T % " L
* The minimal clinically important difference is defined as a change of six points o \ e
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| e g2 T pened Conclusion
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A A A A * HRQoL assessment revealed clinically meaningful and sustained improvements from baseline in overall quality of life and
| X across all domains of the AE-QoL guestionnaire in HAE patients treated with plasma prekallikrein targeted oligonucleotide
Ayt 0, 1ol OLE, penlael s, andmizsin;SC, Subutnecus; W, e . evolent. Rollover into OLE antisense therapy
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