FDSS Application Note No.28 FOSS/MCELL

A new HTS platform (96-well plate)
for early muscle drug discovery

The FDSS/uCELL from Hamamatsu was used to measure intracellular calcium transients in real-time, the response to
electrical stimulation of MyoScreen™, a patient-derived skeletal muscle in vitro high-throughput platform, as well as the
functionality of the excitation-contraction coupling (ECC) machinery were evaluated (Fig. 1, 2, 3). A novel stimulator of
myofiber regeneration/repair, recently identified by CYTOO in an “in-house” drug screen, was further characterized on the
FDSS-MyoScreen™ system. We found that the hit compound significantly increased levels of myoplasmic calcium
compared to non-treated controls upon electrical stimulation (Fig. 4). Overall, the Hamamatsu FDSS/uCELL electrical
stimulation and calcium imaging platform combined with the MyoScreen™ in vitro myotube model provides a relevant
screening system for modulators of calcium levels in the context of skeletal muscle exercise and performance.
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Hamamatsu FDSS/UCELL EFS system and calcium imaging platform combined with the MyoScreen™ in
vitro myotube model

Calcium flux of MyoScreen™ using the FDSS/uCELL 96 ch EFS

MyoScreen™ responsiveness to electrical stimulation (Fig. 1)

Captured images of MyoScreen™ Calcium flux recording with EFS
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Responsiveness of two donors presenting different maturation stages were observed using the FDSS/UCELL system.
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Increasing stimuli frequency results in wave summation and Calcium flux modulators can be easily assessed in a
finally complete tetanus reflecting in vivo phenomenon. high throughput way.

MyoScreen™ drug screen hits identification and response to electrical stimulation (Fig. 4)
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Out of 2560 pharmacologically active or FDA-approved drugs, 29 increased fusion index and/or myotube size by >40 %. Among them, a
novel stimulator of myofiber regeneration/repair, HIT2947 was further characterized on the FDSS-MyoScreen™ system. We found that
the hit compound significantly increased levels of myoplasmic calcium compared to non-treated controls upon electrical stimulation.

* The FDSS/UCELL EFS system should not be used for optically detecting/monitoring change in
transmenbrane potential of the cells.
The FDSS/UCELL EFS system should not be used on any cell or cells in which the user or anyone else
has expressed target ion channels.

* FDSS is registered trademark of Hamamatsu Photonics K.K. (China, France, Germany, Italy, Japan, U.K., U.S.A.)

*Hamamatsu Photonics K.K. and its subsidiaries or representatives do not warrant that the use of our products and those goods does not
infringe the intellectual property rights of third parties.

* Product and software package names noted in this documentation are trademarks or registered trademarks of their respective manufacturers.

« Subject to local technical requirements and regulations, availability of products included in this promotional material may vary. Please consult your local sales
representative.

. Inf‘;rmation furnished by HAMAMATSU is believed to be reliable. However, no responsibility is assumed for possible inaccuracies or omissions.

« Specifications and external appearance are subject to change without notice.
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