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* The study is planned to consist of 3 cohorts (Cohorts 1, 2, and 3) with the option to include 2 additional cohorts. The proposed dose levels for each cohort are 30 mg, 45 mg, and 70 mg per drug administration - It is
planned that each patient will receive 3 drug administrations in total - one on Day 1, Day 57 (week 8), and Day 85 (week 12). The dose will depend on the cohort the patient is enrolled into to; for example patients enrolled




into the 30mg dose cohort will receive 3 doses in total of 30mg per dose, and those enrolled into the 45mg dose cohort will receive 3 doses in total of 45mg per dose and so on. The proposed cohort dose levels however
may be adjusted based on safety review, additional preclinical and/or clinical data, and/or regulatory authorities’ recommendation.

The maximal dose escalation between any 2 cohorts will be 1.8 times the lower dose, with a maximal dose level of 70 mg per drug administration. The safety monitoring committee (SMC) may recommend, based on all
available safety and PK data, that dose cohorts over 30 mg receive only one dose. An additional one or two optional cohorts may also be enrolled up to a maximum dose of 70 mg per drug administration in order to:

* Escalate or deescalate to a lower and/or to an intermediate dose level of STK-001;

* Repeat a dose level if a safety signal (not meeting a stopping rule) indicates that further dose escalation may affect the safety of study patients; or

* Further characterise PK parameters.

See Clinical Trial Protocol Number STK-001-DS-102 for further information.

*(b) The SMC will meet, at a minimum every 4 months to review all available safety data from this trial, as well as any data from other ongoing trials with STK-001 (as defined in the SMC Charter). The SMC will meet upon
the occurrence of dose-limiting toxicities (DLTs) to recommend the acceptability of continued dosing. The occurrence of any of the pause/stopping rules listed in Section 6.6.2 of protocol STK-001-DS-502 at any dose level in
patients receiving STK-001 will result in a pause and no further study drug will be administered until a review by the SMC is completed. At the time of the regular review meetings or on an ad-hoc basis, the SMC may advise
on the optimal dose level for patients in this Open Label Study based on the emerging benefit/risk profile from the totality of data available from interventional studies of STK-001. The highest dose recommended may not
exceed that evaluated previously in Study STK-001-DS-102.

Approval Obtained:

Board / NCIIl Level Approval:

Chief of Medicine W&C - Dr Alan Mathers - approval received, 31.12.21

Dr Gordon McGinn as joint-lead for implementation of the policy — approval received 02.06.22

Catherine McLaughlin as joint-lead for implementation of policy — approval of all arrangements being in place received 10.06.2022, and added to the register
Paediatric Neurology:

Dr Andreas Brunklaus - request received, approval received 31.05.22

Nominated deputy contact for Dr Brunklaus in case of emergency — Prof Sameer Zuberi — approval received 30.05.22
Dr lain Horrocks - Designated Lead for Neurology on NCIII policy — approval received 20.01.2022

CD for Neurology — Dr Phil Davies — approval received 30.05.22

Lead Medical Director/General Manager (or deputies), Jamie Redfern - approval received 30.05.22
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Nursing links:
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Hayley Cranston — approval received 01.06.22

Clinical Trial approval:

Dr Sam Carmichael- approval received 31.05.22

Kirsty McLeish — approval received 02.06.22




