Safety and pharmacokinetics of single ascending doses of TAK-594/DNL593, a brain-penetrant progranulin replacement,
In healthy volunteers: Interim results from Part A of a Phase 1/2 clinical trial
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Background Proposed Mechanism of Action of TAK-594 / DNL593
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Phase 1/2 Study Design

Part B: 6-month Double-Blind
in Participants with FTD-GRN
(2:1 randomization, drug to placebo)

Single Dose Serum PK and CSF PGRN in Healthy Participants

SERUM PK CSF PGRN (24HR)

Part C:
18-month Open-Label Extenstion
in Participants Who Complete Part B

Part A:
Single Ascending Dose
in Healthy Participants
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« Part Awas a single-center, first-in-human, randomized, placebo-controlled, double-blind, single
ascending dose study of TAK-594/DNL593 in healthy participants.
» Single IV doses of TAK-594/DNL593 were generally safe and well tolerated.
« The relationship between dose and systemic exposures following single IV doses was predictable,
with low variability, across the dose range.
» CSF PGRN increased dose-dependently, consistent with brain delivery of TAK-594/DNL593.
Part B is a currently enrolling, multicenter, 6-month, randomized, placebo-controlled, double-blind,

multiple dose study in participants with FTD-GRN, followed by Part C, an 18-month open-label extension.

(TEAES).

* No infusion-related reactions were observed.

* No clinically significant abnormalities were found in vital signs, physical/neurological examination,
ECG, or safety laboratory tests.
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TAK-594/DNL593 serum and CSF concentrations increased dose dependently
following single IV doses of TAK-594/DNL593.

Variability in C,,,, and AUC; s was low (<30%) across the dose range.

For more information about Study DNLI-H-0001, visit ClinicalTrials.gov (ID: NCT05262023) or EudraCT (ID: 2021-005733-16).



