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A Collaborative
Research Enablement
Program

Advancing understanding of protein
behavior in living cells

Contact: hi@cellarisbio.com
Website www.cellarisbio.com
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Why OTI?

Accelerate foundational biology and translational insight through
MICRO-TAG ® reagents

KEY APPLICATIONS
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1. Target Validation 2. Target Proteomic Response 3. Target Druggability 4. Drug-Target Engagement

Quantify compound-induced

Confirm target expression,
engagement, and functional
relevance in a native
cellular context.

\

Define cellular protein
stability and network-level
responses across a
temperature series.

Assess biophysical properties
and conformational
plasticity to prioritize
tractable targets.

stabilization or destabilization
to confirm on-target
engagement in cells.

OTI enables high-quality, real-time cellular data to drive better biology,
smarter decisions, and faster scientific progress.



What is MICRO-TAG®

Real-time measurement of protein behavior in living cells
using temperature-series profiling.

REAL-TIME
@ Monitors target engagement and

protein stability in real time.

TEMPERATURE-SERIES PROFILING

Captures cellular thermal responses
across a precise temperature gradient

IN-CELL CONTEXT

®

Messqres psinalithekipative NATIVE PARTIALLY INTERMEDIATE HIGHLY
cellular environment (FOLDED) UNFOLDED (TRANSITIONAL) UNFOLDED
QUANTITATIVE & SENSITIVE MICRO-TAG reports on structural transitions and stability
Rrovidesiobust, quantitativereaciouts changes of the target protein inside living cells.

of target stability or destabilization.

qPCR COMPATIBLE
Runs on standard qPCR instruments—
no specialized equipment required

o

@ MICRO-TAG ® enables real-time discovery of how targets behave, respond,

and can be modulated in living cells.

PROTEIN STRUCTURAL TRANSITION
(STABILITY LANDSCAPE)

RISING TEMPERATURE

“t CellarisBio

Real-time readout of
protein stability across
the temperature series.
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INTERROGATE CHALLENGING DRUG TARGEEI:S

New cellular biophysical method desired for challenging drug targets.

ENZYMES

% TRANSCRIPTION MEMBRANE
Easy Target Challenging Target FAETIRS PRQTE'NS
Stable Accessible Flexible, Hidden cMYC GPR75
shape binding site disordered binding site
ShiaRe COMMON FEATURES
Q O » Lack of well-defined » Complex
pockets interactions
Drug Drug « Complex interactions o lintfinsic
W * Intrinsic disorder disorder
\ OTIl empowers researchers to map real-time target behavior CI @ @
‘ in native cellular contexts—revealing hidden states and

actionable insights for challenging drug targets.

Reveal hidden
binding opportunities

Capture dynamic

behavior prioritization

Inform better target

» Highly conserved
active sites

» Lack of 3D structure
outside of the cell

228

Advance discovery
with confidence




OTI Program Principles

A collaborative research enablement program built on access, flexibility, and partnership.
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1. Validated MICRO-TAG®
Targets

Access a growing library of
pre-validated MICRO-TAG
target systems to accelerate
your research.

o °) OT OPEN TARGET
e INITIATIVE

REAGENTS PROVIDED UNDER OTI

-TAG’
MICROTA

Real-Time Ceél
Engagement
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2. Reagents Provided
Under OTI

Participants receive the
RT MICRO-TAG® Reagent Kit
and supporting materials for

exploratory studies.

OTl is a collaborative ecosystem to accelerate discovery, enable innovation,

L=y
5 5

L-.L)._l

3. Flexible Target
Selection

Use validated targets, your
own targets, or a hybrid
benchmark approach—

the choice is yours.

and advance biological understanding—together.

- - -

4. Data Belongs to You

All experimental data are
fully owned by participating
groups. We simply ask for
your feedback to help
guide future platform
evolution.
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Flexible Participation Framework

OTl is designed to fit your research goals—choose the pathway that works best for you.

PATHWAY A PATHWAY B PATHWAY C

Validated Targets User-Selected Targets Hybrid Approach

Fastest path to insights. Study the targets that matter most to you. Combine benchmarking and discovery.
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Pre-validated Deploy in Run RT Your target Deploy your Express in Run RT Pre-validated Your target Express in Run RT
MICRO-TAG® your cells MICRO-TAG® of interest construct your cells MICRO-TAG® benchmark of interest your cells MICRO-TAG®
target workflow workflow target workflow
* Access a library of pre-validated targets e Use your own constructs and models « Benchmark alongside your target
* Minimal setup and optimization * Supported by compatibility guidance * Generate comparative data
 Ideal for rapid exploration and benchmarking + Maximum flexibility for your research « Strengthen confidence in your results
i@/ ’ ’ Designed to minimize onboarding friction while supporting scalable target expansion.
7’
-TAG’
— MICRO-TA . =
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!/ \\ All OTI partlc:lpants receive R.,mmece:;“‘ﬂ""g“ ° Ready-to-use reagents for real-time cellular measurements -

Engogement

RT MICRO-TAG® Reagent Kit Po ° Optimized for temperature-series profiling in living cells E

and supporting materials. 0 Compatible with standard gPCR instruments N b ; y
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All experimental data are fully owned by participating groups. We simply ask for your feedback to help guide future OTI workflows and platform development.
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OTlI USER WORKFLOW

A simple, structured path to generate high-quality data and drive meaningful insights.

OPTIONAL

b SHARE & REFER  e@e
i)

Amplify Your Impact

CONFIGURE } MEASURE LL/ ’ SCORE

Target Behavior User + Data Validation

System & Assay Validation
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— - Low —» High
Temperature WHAT YOU CAN DO
WHAT YOU DO WHAT YOU DO » Share your results via webinar or workshop
+ Validate real-time instrument performance WHAT YOU DO + Complete the structured survey « Contribute to blog or application note
+ Optimize plasmid transfection conditions + Run temperature-series measurements to rate your experience « Participate in case studies or publications

Establish strong signal-to-noise ratio System automatically calculates

+ Characterize intrinsic target behavior

* Test .target ?xpression across + Map target behavior across temperatures scoring metrics REFER - GROW THE MICRO-TAG COMMUNITY
cell lines of interest * Review scores and key insights + Refer MICRO-TAG to ~10 prospective
+ Generate baseline thermal profile (Tagg50) users in your network

Help connect CellarisBio with labs and
teams who can benefit from MICRO-TAG

@ FOCUS EooTE FOCUS
Ensure system readiness and ‘Cf ) @ Quantify perceived value and reliability of FOCUS
reliable signal. Map intrinsic target behavior in cells. the MICRO-TAG® system. ((f ) Expand validation, drive awareness
and create pipeline.
KEY OUTPUTS T!
ol : | Kevoutputs af] - KEVOVIRUTS
« Instrument performance metrics all T« Utility Score ll KEY OUTPUTS
o . + Complete t ture-series d
+ Optimized S/N ratio o = St « Awe Score « Extend impact through sharing
. % ful cassic 1 lin « Variability across replicates > 3
successful expression across cell lines K « Confidence Score + Strengthen the MICRO-TAG community
4 + EC,, values (optional) £y Bl
+ Baseline thermal profile (Tagg50) + Reproducibility Score « Earn recognition for your contribution

* % targets successfully configured « Engagement signatures (intrinsic)

Overall experience rating

c(‘g% Your data is yours. Share feedback with us to help shape the future of MICRO-TAG.



APPLICATIONS OF OTI

FOUNDATIONAL
BIOLOGY

Reveal how proteins behave in

their native cellular environment.

© Protein stability & folding
dynamics

© Conformational landscapes
& transitions

© Cellular context-dependent
behaviors

Seleny/

From discovery to
development—OTI| empowers

decisions at every step.

TARGET
VALIDATION

Generate real-time evidence
to de-risk and prioritize targets.

© Confirm target expression
& stability in cells

© Assess functional relevance
across conditions

© Inform go / no-go decisions
earlier

better science and better

DISCOVER

THERAPEUTIC
DISCOVERY

Gain deep insight to guide

candidate and program selection.

© Assess target druggability
& biophysical properties

© Identify allosteric sites &
conformational plasticity

© Compare mechanisms
across modalities

VALIDATE OPTIMIZE

Accelerate foundational biology and therapeutic insight

DRUG DEVELOPMENT
& ENGAGEMENT

Measure on-target engagement
and cellular response in real time.

© Quantify compound-induced
stabilization / destabilization

© Compare potency across
compounds & conditions

© Monitor engagement in
relevant cellular models
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DEVELOP IMPACT

REAL-TIME INSIGHT. CELLULAR CONTEXT. BETTER OUTCOMES.
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VALIDATED TARGETS FOR MICRO-TAG®

Broad, diverse, and rigorously validated across protein classes and biological functions
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Examples: 14-3-3¢, GRB2, ...

CYTOSKELETAL /

PROTEINS Examples: ABHD12, GALC, GBA1,

KIF18A, KRAS, MAPK1, MGAT1,

4

Examples: ACTB, TUBA1B, VCL, ... @ FUMHRNES 0w OB -

i;’;ﬁg&’:“ o ‘ Validated

P Targets

Examples: HSP90OAA1, HSP70,

VIM, ... NUCLEAR /

—— TRANSCRIPTION FACTORS

MEMBRANE 1 9 19

PROTEINS

18 Examples: IRF5, AR, BCL6, cMyc,

Examples: B2AR, GPR75, EGFR, FOXPS3, STATG, TBLIX, ...

CD3, MCU, ADAMY, ...
DIVERSE COVERAGE RIGOROUS VALIDATION BROAD RELEVANCE REAL-TIME INSIGHT OOO BUILT FOR DISCOVERY
Enzymes, nuclear / TFs, Each target validated for Includes validated Capture dynamic target @ Empowering confident
membrane, structural, expression, assay performance, targets across key behavior and drug decisions from target
cytoskeletal, scaffold / and reproducibility across disease areas and engagement in living validation to drug
adaptor, and more. cell models. therapeutic modalities. cells. development.

Continuously expanding library to support emerging biology and new therapeutic opportunities.



REPRESENTATIVE OUTPUTS

Real-time target engagement in living cells: PLK1

Micro-tag AR

MICRO-TAG® enables real-time quantification
\ | of PLK1 target engagement in living cells.

@ Thermal profiling across a temperature series
@ Dose-response to quantify compound potency

@ Detects both inhibition and stabilization mechanisms

Reporter cells expressing
Molecular struct f PLK1
olecular structure of PLK1 Micro-Tag

1. THERMAL SHIFT (TARGET STABILITY) 2. DOSE-RESPONSE (TARGET ENGAGEMENT)

PLK1 Thermal Profile (BI2536) A A. Inhibitor (BI2536) B. Allosteric Binder
§ 3x106 5 Concentration (M) 1%108 1%108 -
P —— 4.00E-05 BI2536
g — 1.33E-05 E 7.5%107 4 LogECS0 | -7.065 | E
5 —— 4.44E-06 5 _Hillslope | -0.9404 5
£ —~ 1.48E-06 < 5%1071 ECS0 8.610-008 S sxi074
'_; —— 4.94E-07 g e Span 50335052 g Bottom | -1710476
2 —~— 1.65E-07 ) 10 a Top | 91619484
k] mo _ o o LogECS0 | -5.998
e 5.49E-08 3 0 3 H‘I’I:ISIo T
= —— 1.83E-08 (=} (=) Oy [ BT eeennennenes pe .01
EC: 0060-006
g 6.10E-09 S 25x1074 8 - o]
8 ~ 2.03E-09 = <
g g — DMSO -5%107 T T T T d -5x107 T T T T m
3 T T T T T T T T T T T T T T 1 9 8 =7 -6 -5 -4
i 0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 T 9 8 34 -6 s =
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Cycle (each cycle is 30seconds) Log10 [Inhibitor] M
/ g\ Temperature step increases reveal compound-dependent stabilization \/\ BI2536 inhibits PLK1 with an EC50 4 /\,\‘ Allosteric binder stabilizes PLK1 with an
\ @ / of PLK1, indicating target engagement. of 86 nM. EC50 of 1.0 pM.

1x10®

'E- Allosteric binder (stabilization)
COMPARATIVE SUMMARY EC50 = 1.0 uM
MICRO-TAG® differentiates mechanisms

3 BI2536 (inhibition)

and quantifies potency in living cells.
9 P ) 9 EC50 = 86 nM

5x107 MICRO-TAG® delivers quantitative,
real-time insights into target

engagement for smarter discovery.
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OTI PARTICIPATION PROCESS

A simple, guided process to generate real insights—fast.

WEEK 0 WEEK 1

2. RECEIVE
1. ENROLLMENT MICRO-TAG® REAGENTS

Receive and prepare
to start

Enrollment &
onboarding

* Receive MICRO-TAG®
reagents

¢ Review and accept
OTI participation

terms "t
e Access training

resources and
protocol guidance

* Select a validated
target or propose a
target of interest

~2 MONTHS
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TYPICAL PARTICIPATION WINDOW:

WEEKS 2-6

3. CONFIGURE & 4. COMPLETE &
PERFORM STUDIES SUBMIT FEEDBACK

Configure your system
and generate data

¢ Construct or obtain
MICRO-TAG® cell line

¢ Optimize and run
temperature-series
experiments

¢ Monitor in real time

YOUR DATA IS YOURS TO KEEP. We simply ask for feedback to help guide
future MICRO-TAG® development and support the scientific community.

WEEKS 6-8 BEYOND OTI

®
v

5. CONTINUE &

COLLABORATE

Share feedback and
help shape the future

Continue the journey
together

¢ Continued reagent
access (as available)

e Complete OTI workflow

* Provide user feedback
via short survey ¢ Opportunities for

« Retain all generated expanded collaboration

data e Stay informed on new

targets and capabilities

Most OTI studies can be completed
within approximately 2 months.

5% MICRO-TAG.
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THANK YOU.
TOGETHER, WE ADVANCE DISCOVERY.

OTI accelerates foundational biology and therapeutic insight
by enabling real-time understanding of challenging drug targets
in their native cellular environment.
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CHALLENGING REAL-TIME, VALIDATED. COLLABORATIVE L/
TARGETS QUANTITATIVE INSIGHTS DIVERSE. RELEVANT. IMPACT Temperature
Probe the undruggable— Capture dynamic target A growing library of Your data informs future
intrinsically disordered, behavior and drug validated targets across reagents, driving the field o
membrane, and more. engagement in living cells. key biology and disease areas. forward together. % 2,559 H
i3 .T': gl

e JOIN OTI. MAKE AN IMPACT. SHAPE WHAT’S NEXT.
R

Together, we can unlock new biology and create better therapies.

Contact: hi@cellarisbio.com | Website www.cellarisbio.com 12



