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Discovery of multiple clinical didate
I SC V ry u I C I n I C a C a n I a S HLX-0205 (6mg/kg) significantly reduced stereotypy compared to KO Veh
© HLX-0205 (6mg/kg) significantly improved recognition memory compared to KO group, but was unable to revert levels to that of WT Veh grc?up (p<0.001). HLX-
O r t rea t I I I e n t O F ra g I e X 5 n ro I I I e Veh group but not to WT Veh levels (p=0.017). HLX-0201 (5mg/kg) significantly 0201 (5mg/kg) and HLX-0206 (0.5mg/kg and 1.5mg/kg) significantly reduced
Improved recognition memory to WT Veh levels. HLX-0205 and HLX-0201 also stereotypy to levels comparable to WT Veh group.
o © showed efficacy in context and cued fear conditioning (FC) . HLX-0206 showed
u S I n g AI . E n a b I ed d r u g d I SCOve ry no efficacy for NOR, NOL or FC at any doses tested (0.15mg/kg - 5 mg/kg).
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Figure 1: Novel object recognition performed in Fmrl KO2 and WT mice. Data represents time, in Figure 2: Self grooming as a measure of stereotypy performed in Fmrl KO2 and WT mice. Data
seconds (s), spent investigating a novel object. One way ANOVA. *p<0.05; ****p<0.0001. represents time, in seconds (s), spent self grooming. One way ANOVA. *p<0.05; ****p<0.0001.
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HLX-0205 (6mg/kg) significantly reduced hyperactivity compared to KO Veh HLX-0205 (6mg/kg) significantly improved social recognition memory compared
: : Nt : Fragile X syndrome (FXS) is the most common inherited form of intellectual group, but was unable to revert levels to that of WT Veh group (p<0.001). HLX- to KO Veh group but was unable to reverse this behaviour to WT Veh group
Fragl le X synd rom§ (FXS) = .an X-linked genetlc disability with an estimated frequency of 1:4,000-5,000, affecting all ethnic groups 0201 (5mg/kg) and HLX-0206 (0.5mg/kg and 1.5mg/kg) significantly reduced levels (p=0.022 vs WT Veh). HLX-0201 (5mg/kg) significantly improved social
d |sorder charactensed by M| ld -to- moderate worldwide (Gross et al., 2015). FXS is a result of mutations in the FMR1 gene that hyperactivity to levels comparable to WT Veh group. recognition to levels comparable to WT Veh group. HLX-0206 (0.5mg/kg and
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syndrome as a whole.
H l. . AI d t t . . d b . t h Figure 3: Activity measured in Fmrl KO2 and WT mice over 30 minutes in a novel open field arena. Figure 4: Social recognition test. Time mice spent investigating novel or familiar mice was recorded
€alxX Is an . - powere ’ pa Ient-ins pl re l0tec Healx has identified 3 candidate drugs which have shown efficacy in reversing Data represents distance covered, in cm, in 30 minutes. One way ANOVA. ****p<0.0001. an'd exploration ratif) Is reported here. WT m?ce are gble tg differentiate between novel and familiar
company using Al to develop treatments for rare several behavioural phenotypes in FXS preclinical mouse models. These three lead ice Az Sucn i Sow e preference forinieraciing with fhe novet mouse. Dne way AROVA
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diseases. Healx’s tech-driven drug dISCOVGI‘y pathophysiological pathways in this complex neurodevelopmental disorder. If _ . .
) ] , ) Table 1: Summary of behaviours tested with HLX-0205, HLX-0201 and HLX-0206
approach centres on Healnet: an Al p[atf() rm these drugs were combined it would provide a multi-targeted approach and could
: : maximise the number of phenotypes treated. Three independent CROs confirmed N . . _ _
that finds novel connections between dru gS and efficacy of the 3 lead candidate drugs by using two different preclinical mouse Healx ID Hyperactivity Stereotypy NOR FC Sociability Anxiety Aggression Nesting
diseases. The fea5|b|l|ty Of these predictions iS models of FXS {Fmrl KQl, exon 5 disruption, 'FVB..Sev129 (Bakker et al., 1994),
then assessed by nehoiea experts el et T and Fmrl KO2, exon 1 disruption, C57Bl6, (Mientjes et al., 2006)}. HLX-0205 6mg/kg 6mg/kg 6mg/kg 6mg/kg 6mg/ke 6mg/ke 6mg/ke O 6mg/ke
preclinical mOdelS. In SiliCO drug discovery HLX-0201 5mg/kg ‘ 5mg/kg ' 5mg/kg ‘ 5mg/kg ‘ 5mg/kg ' 5mg/kg ‘ 5mg/kg ‘ 5mg/kg ‘
We have applied the Healx AI drug discovery approach (Healnet) to FXS. Healnet IS G5 0.5mg/kg @ o05mgke @ o0.5mg/ke @ o05mgkg @ o05mgkg ® o0.5mg/ke @ o5mgkg O o O
. integrates data from biomedical research, scientific literature, patient insights and 1.5mg/kg 1.5mg/kg 1.5mg/kg 1.5mg/kg 1.5mg/kg 1.5mg/kg 1.5mg/kg
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_ . £ ’ state-of-the-art Al models to the graph, RHealnet rapidly identities novel disease-
0205 and HLX 0206)’ Id_entlfled th I’OL.Jg.h Healx’s compound relationships with the highest chances of success. Healx pairs the
AI, were tested N TWO d |ffe rent preC[| N |Ca[ mouse platform with human drug discovery expertise to identify multiple potential ways I . d
to exploit the new disease biology identified. This includes exploring opportunities
models of FXS . These com pou nds were able to to repurpose known drugs, opportunities to combine compounds and ways to CO n C u S I O ns a n n eXt Ste ps
effectively reverse several behavioural phenotypes enhance efficacy of molecules.
in the FXS mousg .mOdels’ .I ncludi ﬂg h.ypera.tctlwty, Preclinical validation We have so far identified 3 compounds with separate and distinct mechanisms Healx plans to investigate additional candidate(s) such as HLX-0205 with the
stereotypy, cognitive deficits, anxiety, impail red A total of 14 drugs, with different primary modes of action, were identified for in of action which show efficacy in two preclinical mouse models of FXS. ultimate aim of bringing at least one novel and effective combination therapy to
. Ly . - - i : : Targeting multiple MoAs would increase the likelihood of success in the clinic. people with FXS in the coming years.
social recognition and agsression. vivo screening. Eleven of these showed activity against one or more behaviours. H As 1 ' .
g gg Following a small number of further iterative studies (Tranfaglia et al., 2019) in Precllnlcal.dru_g complnatlon testing has shown some synergy between certain Recruiting Not yet recruiting
which different drugs and different behaviours were investigated, HLX-0201 and drugs, testing is ongoing. »
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modulator therapies for FXS. The design allows multiple compounds to be evaluated

GABA receptor in parallel, and in sequence, in order to identify potential combination Figure 5. Map of IMPACT trial sites as of June 2022. IMPACT-FXS is initially taking place at several
modulator medications in subsequent stages of development. sites in the US. For the latest site status, visit clinicaltrials.gov identifier NCT04823052.
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