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Morgan Chevalier et al.

Late cardiac sodium current
assessed using automated
patch-clamp

Derek Molllver, University of New England, USA

- In this paper, McCoy et al. present novel results regarding the
contribution of ENTPD3 to nucleotide hydrolysis in primary
sensory neurons and the spinal cord [...] The study is
well-executed and the figures are outstanding.
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BLOG POST

What is open science?
Posted: 11 Nov 2014

This is the fifth and final
installment of the “What
is..." series of posts, in
which we focus on 'open
science' as a collective term,
as well as the various
current initiatives within the
open science movement.
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MReferees are asked to judge the articles on scientific soundness only.

Mublication ofall findings, including null/negative results, small findings,
case reports, data notes and observation articles.
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Deletion of ENTPD3 does not impair nucleotide hydrolysis
in primary somatosensory neurons or spinal cord [v2Z; ref status:
indexed, http://f1000r.es/4dl]

PUBLISHED: 15 SEP 2014

Eric McCoy, Sarah Street, Bonnie Taylor-Blake, Jazon i, Martin Edwards, Mark
Wightman, Mark Zvlka

Referees: Terry Kirley; Derek Molliver

F1000Research 2014, 3163 (doi: 10.126688F1000research.4363.2)
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Referee Report 09 Mgh 2014

Christine Mummery Department of Anatomy and Embryology, Leiden University Medical Center,
Leiden, MNetherlands

[+ Approved

The authors describe their attempt to reproduce a study in which it was claimed that mild acid
treatment was sufficient to reprogramme postnatal splenocytes from a mouse expressing GFP in the octd |
pluripotent stem cells. The authors followed ... Continue reading

Author Response 12 May 2014

Kenneth Lee, School of Biomedical Sciences, Chinese University of Hong Kong, Hong Kong

Professor Mummery has provided some excellent suggestions for changes to improve the paper. We w
best and accommaodate her requests 1-3 by doing some new additional experiments.

Request4 .. Continue reading
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Mummery C. Referee Report For: Transient acid treatment cannot induce
neonatal somatic cells to become pluripotent stem cells [v1; ref status: indexed.
http://F1000r.es/2dg) FIOO0Research 2014, 2102 (doi:
10.5256/f1000research 4282 r4727)
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Late cardiac sodium current can be assessed using T s
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review, http://f1000r.es/4kj]
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Abstract 25 Email
The cardiac late Ma* current is generated by a small fraction of voltage-dependent Na* channels l== Share

that undergo a conformational change to a burst-gating mode, with repeated openings and

closures during the action potential (AP) plateau. Its magnitude can be augmented by inactivation-

defective mutations, myocardial ischemia, or prolonged exposure to chemical compounds leading

to drug-induced (di}-long QT syndrome, and results in an increased susceptibility to cardiac arrhythmias. Using
CytoPatch™ 2 automated patch-clamp equipment, we performed whole-cell recordings in HEK293 cells stably
expressing human Mav1.5, and measured the |ate Na* component as average current over the 1ast 100 ms of 300 ms
depolarizing pulses to -10 mV from a holding potential of -100 mV, with a repetition frequency of 0.32 Hz Averaged
values in different steady-state experimental conditions were further corrected by the subtraction of current average
during the application of tetrodotoxin (TTX) 30 uM. We show that ranolazine at 10 and 30 pM in 3 min applications
reduced the late Ma® currentto 75.0 + 2.7% (mean + SEM, n=17) and 58.4 + 3.5% (1 = 18) of initial levels, respectively,
while a & min application of veratridine 1 pM resulted in a reversible currentincrease to 269.1 £ 16.1% (n = 28) of initial
values. Using fluctuation analysis, we observed that ranolazine 30 pM decreased mean open probability pfrom 0.6 to
0.38 without modifying the number of active channels n, while veratridine 1 pM increased n 2. 5-old without changing p.
In human iPSC-derived cardiomyocytes, veratridine 1 pM reversibly increased APD90 2.12 + 0.41-fold (mean = SEM, n =
@). This effectis attributable to inactivation removal in Mav1.5 channels, since significant inhibitory effects on hERG
current were detected at higher concentrations in hERG-expressing HEK293 cells, with a 28.9 + 6.0% inhibition (mean +
5D, n=10) with 50 uM veratridine.
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