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Introduction Methods

Wilson disease (WD) is a rare disorder of copper disposition. For efficacy, data from the Ph2 WTX101-201, Ph2 ALXN1840-WD-

ALXN1840 (tiomolybdate choline, TMC) is a novel copper binding 205, and Ph3 WTX101-301 trials were pooled and analyzed (n=255).
agent under investigation for the treatment of WD. ALXN1840 For safety, data from the Ph2 ALXN1840-WD-204 trial was also
rapidly forms inert tripartite complexes with copper and albumin  included (n=266). Median duration on ALXN1840 treatment was 961
to prevent toxicities associated with excessive free Cu. Monopar days (2.63 years) and 943.5 days (2.58 years) for the efficacy and

Therapeutics is advancing ALXN1840 toward an NDA filing. safety datasets, respectively. The minimum clinically important
difference (MCID) was determined for UWDRS Part |l and Part Il by

calculating the standard error of measurement (SEM) of the baseline
Resu |'|:S value in the efficacy dataset (n=255) using Cronbach’s a = 0.94.1

ALXN1840 neurological benefit is sustained over 6 years

Fig 1: UWDRS Part Il (Patient-reported) Fig 2: UWDRS Part Ill (Physician-assessed)
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Patients who switch from SoC to
ALXN1840 further improve

UWDRS Minimum Clinically Important Difference (MCID) Fig 3: UWDRS Part Ill (Physician-assessed)

* Previous studies have reported a Part IIl MCID of 4 - 6.9 pts** MCID responder rate — Ph3
e Calculated UWDRS Part Ill MCID from Ph2 & Ph3 (n=255): 4.69 pts

Neurologic benefit reproduced
across independent trials

SoC-Crossover Patients (n=56)

Table 1: UWDRS Part lll (Physician-assessed) 40%
MCID responder rate (change from baseline to Week 48) — Ph2 & Ph3

: All changes
ALXN1840 SoC Improved® 20% Vs.
} } Wk O (baseline)
Study ID 201 205 301 ISE 301 319 4>

(n enrolled) (n=29) (n=31) (n=137) (n=255) (n=70) 0%
B | SoC
Improved' (%) 94 57 45 50 32 Crossover
Worsened 10% SoC to ALXN1840
@ Week 48
Worsened (%) 5 4 3 7 13 4>
. - . . Week 48 Final crossover visit
l glc;i/cs%?;ii g:gll?jblloizzggts eligible to improve (baseline score > MCID) Median: 120 wks post-crossover
- = = = . )

Sustained psychiatric benefit Mean A from Wk 0°: -1.9 pts 4> 4.8 pts

Flg 4: Brief PsyChiatriC Rating Scale (C| Inician-a Ssessed) t Calculated from patients eligible to improve (baseline score > MCID)

Least squares mean (LSM) £ standard error — Ph3

Favorable safety profile

OFag-—==-=—=====—=—=--- | Baseline |-----=--=====---o-
2 * p-value < 0.05 vs. baseline Table 2: Adverse Events
< Data through 01-Sep-2022 — Ph2 & Ph3
© -1 % .
. i * * Drug-related Serious Adverse Events (SAEs)
2 Number of patients 266
Q
e -2 Total patient-years (PYs) 645.6
i
et Patients with any drug-related SAEs 13 (4.9%)
; 3 Number of patients _ , ]
~ Patients with drug-related neurological SAEs 2 (0.8%)
169 152 147 125 131 135 114
0 24 A8 79 96 120 144 Patients with drug-related psychiatric SAEs 1(0.4%)
Study Week
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Clinical data from 255 WD patients on ALXN1840 show sustained |[[mI=%A[El} The authors would like to thank the patients and their families
improvement over 6 years. Combined with long-term safety, this analysis : éﬁ% for their participation in the studies, as well as all participating
supports the potential use of ALXN1840 as a treatment for Wilson disease. [w] sites.
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