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Targets to Therapies (T2T) Program

The T2T collaborative initiative seeks to identify targets with
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the most promising clinical potential and support their de-
risking and relevant tool development, to enable rapid
therapeutic development. The ultimate goal of T2T is to speed P4l ) s,
translation of promising biology into therapeutic pipelines.
Our approach includes establishing a community of academic G122 cencicsrogram
program's inception to enhance the likelihood of success. ?}j a;k
T2T is not focused on advanced targets such as LRRK2, GBA, e
SNCA, NLRP3, Parkin/PINK1.

researchers, industry researchers and investors from the

Step 1: Target Landscape Analyses

MJFF deployed a survey to the PD research community to bolster our internal target
landscape diligence. This resulted in a total of ~280 targets for T2T. [_E' @
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Res ponses Goal: 100 responses

and/or targets

Affillziglorns
Consultant (1) Non-Profit (2)

227 Total Targets MOST NOMINATED TARGETS
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Gene Name Protein Name

TMEM175 transmembrane protein 175
. GPNMB Transmembrane glycoprotein NMB S CA N M E
\ a T §
\ ATP13A2 Polyamine-transporting ATPase

\ 13A2
\ TRPML1/MCOLN1  mucolipin TRP cation channel 1
VPS35 retromer complex
\ component
Industry (108) CTSB Cathespin B
45% GCG GLP-1 (Glucagon-like peptide-1)

VPS35

4 Overlapwith

VIJEE EUnded PARK7 Parkinson disease protein 7/DJ1
GALC Galactosylceramidase
PGRN/GRN Progranulin/Granulin Precursor
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Step 2: Light Scorecard & Initial Prioritization

As a first step, we defined the ideal portfolio for the first iteration of this program:
v" Focus on disease modifying targets
v Maintain diversity across disease relevant pathways
v" Establish a diverse target portfolio based on the “stage of advancement”
» Stage 1: No tool compounds
» Stage 2: Tool compounds available
» Stage 3: Clinical assets available (CNS and non-CNS)
v Developed a light scorecard to narrow down the targets to ~59 targets

*Some responders had multiple affiliations

Light scorecard heatmap

LIGHT SCORE CARD SAFETY CATEGORIES
Target _
i g ) Expression in Human Ad
) Target Biology in bili | phenotypes verse
Stage of Genetics MOA in PD Patient Druggability relevant - ed with Human liabilities effacts in
; associated wi . .
advanceme samples e . . | based on clinical | preclinical
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Go to "Primary Data Sources" tab to get details on accessing primary data for each category
TMEM175 transmembrane protein 175 Stage | 2 2 2 1 2
CTSB Cathespin B Stage Il 2 2 2 1 2
cD38 cD38 stage IIl 2 1 2 2 2
GPNMB Transmembrane glycoprotein NMB Stage | 2 2 2 1 1 not stage Ill
VPS13C vacuolar protein sorting 13 homolog C Stage | 2 15 2 0.5 2 not stage Ill
VPS35 VPS35 retromer complex component Stage | 2 15 2 0.5 2 not stage Ill
PARK7 Parkinson disease protein 7/DJ1 Stage Il 2 15 15 1 2 not stage Ill
MAPT microtubule associated protein tau Stage 11| 1 15 15 2 2
NFE2L2 NFE2 Like BZIP Transcription Factor 2; NRF2 Stage |1l 2 2 2 2
PARP1 Poly[ADP-ribose] polymerase 1 Stage Il| 2 2 2 2
Polyamine-transporting ATPase 13A2; ATPase 2 2 0.5 1 5
ATP13A2 Cation Trasporting 13A2 Stage | :
. o 1 1.5 1 2 2
FYN FYN Proto-Oncogene, Src Family Tyrosine Kinase |Stage Il
Dnal Heat Shoc!(IProteln Family (Hsp40) Member 3 15 05 1 5 not stage i
DNAJC6 C6/Park19; Auxilin Stage |
SYNJ1 synaptojanin-1 Stage | 2 1 1 1 2 not stage Ill
KLK6 Kallikrein Related Peptidase 6 Stage | 2 2 1 2 not stage Ill
Lysosome associated membrane protein 2 A 2 2 1 5 not stage Il
LAMP2 isoform; receptor and transport channel Stage |

ENDOLYSOSOME PROTEIN

MITOCHONDRIA

The 59 prioritized

AGGREGATION

St I. T t
e VPSI13C, VPS35, FBOXO07, KANSL1, BECN1,  DNAIC6,KLK6, ~ TMEM230 targets cover key
compounds ATP13A2, PSAP, RILPL1,  DNAIC13, PAM, ZNF746, HLA-DRBS, RIT2, , '
(29)  SCARB2, SPTLC2, EIF2AK1 CACNATD, NLRP12, CD84, Parkinson's
Rab32, GBAP1, SYNJ1, GPR37, USP15 NOD2 , ,
GPNMB disease-associated
Stage Il. Targets  TMEM175, TFEB, AIMP2 PARK7, STING1, CDK5
with reliable ool TRPML1, SMPD1 NRFA2, TRAP1, pathways and are
compounds mPTP .
11) at various stages of
Stage ll. Targets  CTSB, GRN, NPC1, MAPT,0GA,  GCG,NFE2L2,  CD38, FYN, TLR2, the discovery
with promising  GALC, CSNK2B PARP1,TGM2,  HMOX1, USP30, TREM2 |
clinical assets DYRK1A, SOD1 I 1
oo pipeline.

Virginie Buggia-Prevot?!, Darryle Schoepp?, Steven Braithwaite?3,
Alexandra Vaiana?, Ryan Birol?, Julianna Sullivan?, Kate Trimble®* Grace Navarro?, Jessica Golden?, Nicole Polinski* Andrew Koemeter-Cox*, Bradford Casey? Shalini Padmanabhan?#, Gaia Skibinski*

on behalf of the T2T committee®
Walo Health, Inc, Lexington MA, USA; °Independent Consultant, 3Bayshore Global Management;; 4The Michael J. Fox Foundation for Parkinson’s Research, New York, NY, USA

T T T mmmmm——- ] T2T Program Governance & Prioritization & Selection Core
: | In 2024, we launched T2T by establishing our governance committee to guide us on our strategy and vision for the
| :fi'f::izaﬁon G\ : gnrilgt:,';ﬁs:nddeisetlgyping initiative. We also established our Prioritization and Selection (P&S) Core to help us prioritize and nominate targets for
| & selection corset Toolkit | drugs against targets validation efforts through additional MJFF investments. This core is led by Darryle Schoepp, Virginie Buggia-Prevot and
| & : validated through the . . . . . .
| Development | T2T “engine” Steven Braithwaite and consists of a network of advisors with drug development expertise from large and small
: | biopharmaceutical companies, venture capital groups, academic and nonprofit institutes to define a framework for
I g j‘ | Strengthen existing prioritizing PD-relevant, potentially druggable targets.
I : and foster new
| Target I partnerships with
I Validation companies developing PRIORITIZATION & SELECTION COMMITTEE
| | drugs against targets o . . .
L [ of interest GOVERNANCE COMMITTEE Virginie Buggia-Prevot Darryle Schoepp Steven Braithwaite
Knowledgebase Subject Matter Industry and VC KOLs Support Team
Adam Knight, NeuroVC Experts Alastair Reith, Breckenfield Jonas Hannestad, Tranquis &

John Dunlop, Aliada Therapeutics Nandini Natarajan, Rutgers

. _ : Consulting Capacity Bio el
IStaFILe I\./Vﬁnmger, F&Prln?e . Andy Singleton, NIH Amanda Mitchell, Consultant John Behr, Dementia Discovery Ny kLPj\m\{erSIZCB el
St e 1 @ Karck))y NII © ;(C ’ Stanfo; Ur.uvers.lty Cornelis Blauwendraat, NIH Ben Logsdon, Cajal Fund oo\ﬁ . \l;v erjezjeéB kelr =
@ Rob Malenka, Stanford University Mina Ryten, U College London Neuroscience Julie Miller, U of Arizona IT€1 YWang, Erkeiey

Ekemini Riley, Coalition for Aligning Science
Sonya Dumanis, Coalition for Aligning Science

Kushan Chowdhury, UCLA

Bruce Leuchter,
Joshua Crapser, Stanford

Neurvati/Blackstone Life

Lee Rubin, Harvard University
Martin Citron, UCB

Victoria Dardov, Technome
Jessica Sadick, Valo Health

Target List
February 2024

TO‘?'d Sh.erer, MIFF Matt Nelson, Deerfield Science Robin Kleiman, Alkermes _ Unive.rsity
Brian Fiske, MJFF : David Stone, Cerevel Sarah Silvergleid, Schrédinger Rita Marrelros., Chan
Michelle Durborow, MJFF Zuckerberg Biohub

: Therapeutics Steve Wood, Neuron23

Elisa Tinelli, Golgi Neuroscience Tina Schwabe, Nine Square

= Fiona Ducotterd, AD Research, Therapeutics

: UK Tom Otis, Lario Therapeutics
Jan Stoehr, AbbVie

Sohini Chowdhury, MJFF Shima Rastegar, UCSF
Nicolas Wiggenhauser, Stony
Brook Univeristy

Wendy Hung, UCSF
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Step 5: Target
Validation

Our 2025 goals include:

v Developing and implementing validation strategies
for selected targets, including developing target
relevant toolkits

Step 2:

Light Scorecard
May 2024

Step 3:

v" Publishing a perspective on

T2T that outlines our ,
Dee p Sco reca rd approach and shares all Eﬁ:jrlgz;s:;;
Summer 2024 12T outputs Validation

(Oct 2024)

Step 4:

v Releasing
Knowledgebase to the

o
Step 3: Deep Diligence & Pitch Decks Ta rget Selection community dentify Target
A deeper diligence was | | e October 2024 ' relevant KOL
h I' h Endogenous Therapeutic : Diﬁert{ntiql' ‘/ Network (Academia )
conducted on the light ldoge o rape Ty
. PR Industry, CRO)
scorecard categories and deep (Dec 2024)
. ° ec
scorecard categories were Step 4- Ta rget Selectlon
generated.
At the second in-person —
GPR37 STAGE | _ o
INHIBIT WorkShO held On £ Target Dashboard - 9/16 - KEEP +
@Therapeutic MOA Hypothesis & Evidence inl PD pl.'ec.:li'n‘i.cal moldels i Evidencg ir.\ PD .Pa.ti.ent.s . ] p I:i;amrmmgm - ) M JFF T 2T Ta rge t Data Pro ﬁle . . .
The information from the deep October 15-16, 2024, the Define Validation
diligence was utilized to populate P&S committee met to Plan & Approaches
target “pitch decks” that review the target pitch i - - (1H 2025)
summarizes information around a decks and rank order the . P
target and highlights the gaps and targets based on
risks. feasibility of validating o
the target over the next R e Launch Validation
2-3 years and impact. At o o sl I\ Efforts
this workshop, we also s ot s s | (Q2-Q3 2025)
revealed the prototype A I e : °
for the t a rget g VPSISC  Stagel Selected Activa.  Endolysosome stagell— i
. knowledgebase.
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