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Cardiac Safety Evaluation Service

NeXST,

Next Xight Screening Test
NEXEL’s Cardiac Safety is the New Paradigm
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NEXEL -+

NeXST service

I NeXST (Next Xight Screening Test)-(Cardiac Safety Evaluation Service)
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Cardiotoxicity
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Drug Concentration
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I PSC . induced Pluripotent Stem Cells

| induced Pluripotent Stem Cells ?
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Cardiosight®-S
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By the post-hoc Tukey test,
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Drug

Apporoval
Drug -
Discovery > Preclinical > > ‘ > 10/()

Survival Rate

3~6years $ 674 million 6~7 years $ 954 million

Adapted from Scannell et al. 2012

2 50%0/AH2 O|0[3t &3}, 30% O|AFS QFFA 22

A: Drug development discontinuation Reason B: Drug safety failures by organ system

mmm Clinical
= Pre-clinical

percentage

Cardiovascular |Musculoskeletal| ~Respiratory CNS
Genetic Renal

A: Safety Pharmacology Society industry survey, 2000-2016 (Valentin & Redfern 2017). B: AstraZeneca data, 2005-2010 (Cook et al. 2014)

Cardiotoxicity 45% of all drug withdrawals are related

is the leading cause to cardiovascular issues

for drug attrition (Stevens and Baker, 2009)
(Car, 2006)
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modified from Hoekstra et al, 2012
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N eXST— Cardiac Safety Evaluation Service

| CiPAICH S7B 7l8¢t
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>87% Accuracy

Single Channel

........

Multi-Channel Effect
+ Contractility + Viability

Low Throughput High Throughput

hERG Assay NEXEL Cardiac Safety

Target Single Channel Effect Multi-Channel Effect + Contractility + Viability

Result hERG Inhibition Curve QT(FPD) Prolongation + Proarrhythmic Risk

Accuracy ~70% >87% (Blinova et al.) 100% (Clyde)

Toxicology Acute Effect Only Chronic Effect (optional)

Specificity Low (False Positive, e.g. Verapamil) High

Throughput Low-1 drug per day (n=5) High-96-Well plate
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N eXST— Cardiac Safety Evaluation Service

| NEXEL provides its Cardiac Safety Service using its own Cardiosight®-S

DMSO Bl Vexictine(Nasbiocker) I Nifedipine(Caibiocker) I E-4031 (hERGblocker) IR
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| NEXEL is your Specialist in Cardiac Safety
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Service Library Test Single Dose Hit Detection Early, fast Elimination
(>30 molecules) (UM range) of Cardiotoxic Entities
' ©
Safety @% @ ‘
Pharmacology Single Dose-response Accurate Prediction
Molecule Cardiac Safety of Clinical Cardiac Safety
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I Example results (relative changes to vehicle)
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Multi-Platform

Facilities
Axion Nanion Nanion Agilent
Maestro MEA CardioExcyte 96 FLEXcyte 96 Cardio ECR
Toxicity Service

Field Potential Duration 0 0 0
Pulsewidth,

Rise & Fall Time 0 0 0
Contractility A (Impedance) 0 A (Impedance)
Beat Rate 0 0 0 0
Long-term Assessment 0 0 0
Pacing 0 0

i Agilen AXION narlifon

Cardio ECR Maestro MEA CardioExcyte 96
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Few years later...
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