EMBO reports - Peer Review Process File

EMBO

reports

Loss of genomic integrity induced by lysosphingolipid imbalance drives
ageing in the heart

Gaurav Ahuja, Deniz Bartsch, Wenjie Yao, Simon Geissen, Stefan Frank, Aitor Aguirre, Nicole Russ, Jan-
Erik Messling, Joanna Dodzian, Kim Lehmann, Natalia Emilse Vargas, Joscha Sergej Muck, Susanne
Brodesser, Stephan Baldus, Agapios Sachinidis, Juergen Hescheler, Christoph Dieterich, Aleksandra
Trifunovic, Argyris Papantonis, Michael Petrascheck, Anna Klinke, Mohit Jain, Dario Riccardo Valenzano,
Leo Kurian

Review timeline: Submission date: 14 November 2018
Editorial Decision: 3 December 2018
Revision received: 14 December 2018
Editorial Decision: 23 January 2019
Revision received: 31 January 2019
Accepted: 15 February 2019

Editor: Martina Rembold

Transaction Report

No Peer Review Process File is available with this article, as the authors have chosen not to make the review process
public.



MBO PRESS

YOU MUST COMPLETE ALL CELLS WITH A PINK BACKG N
PLEASE NOTE THAT THIS CHECKLIST WILL BE PUBLISHED ALONGSIDE YOUR PAPER

USEFUL LINKS FOR COMPLETING THIS FORM

Corresponding Author Name: Leo Kurian

Journal Submitted to: EMBO Reports

Manuscript Number: EMBOR-2018-47407

http://www.antibodypedia.com

Reporting Checklist For Life Sciences Articles (Rev. June 2017)

This checklist is used to ensure good reporting standards and to improve the reproducibility of published results. These guidelines are
consistent with the Principles and Guidelines for Reporting Preclinical Research issued by the NIH in 2014. Please follow the journal’s
authorship guidelines in preparing your manuscript.

A- Figures
1. Data

The data shown in figures should satisfy the following conditions:

the data were obtained and processed according to the field’s best practice and are presented to reflect the results of the
experiments in an accurate and unbiased manner.

figure panels include only data points, measurements or observations that can be compared to each other in a scientifically
meaningful way.

graphs include clearly labeled error bars for independent experiments and sample sizes. Unless justified, error bars should
not be shown for technical replicates.

if n< 5, the individual data points from each experiment should be plotted and any statistical test employed should be
justified

Source Data should be included to report the data underlying graphs. Please follow the guidelines set out in the author ship
guidelines on Data Presentation.
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2. Captions

Each figure caption should contain the following information, for each panel where they are relevant:

a specification of the experimental system investigated (eg cell line, species name).

the assay(s) and method(s) used to carry out the reported observations and measurements

an explicit mention of the biological and chemical entity(ies) that are being measured.

an explicit mention of the biological and chemical entity(ies) that are altered/varied/perturbed in a controlled manner.

the exact sample size (n) for each experimental group/condition, given as a number, not a range;

a description of the sample collection allowing the reader to understand whether the samples represent technical or
biological replicates (including how many animals, litters, cultures, etc.).

a statement of how many times the experiment shown was independently replicated in the laboratory.

definitions of statistical methods and measures:

* common tests, such as t-test (please specify whether paired vs. unpaired), simple x2 tests, Wilcoxon and Mann-Whitney
tests, can be unambiguously identified by name only, but more complex techniques should be described in the methods
section;

are tests one-sided or two-sided?

are there adjustments for multiple comparisons?

exact statistical test results, e.g., P values = x but not P values < x;

definition of ‘center values’ as median or average;

definition of error bars as s.d. or s.e.m.
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Any descriptions too long for the figure legend should be included in the methods section and/or with the source data.

In the pink boxes below, please ensure that the answers to the following questions are reported in the manuscript itself.
Every question should be answered. If the question is not relevant to your research, please write NA (non applicable).

We encourage you to include a specific subsection in the methods section for statistics, reagents, animal models and human
subjects.

B- Statistics and general methods
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Please fill out these boxe: (Do not worry if you cannot see all your text once you press return)

1.a. How was the sample size chosen to ensure adequate power to detect a pre-specified effect size?

Sample size estimation was not performed. Each experiment was performed in biological
triplicates and atleast 2 technical replicates per condition for statistics.

ti ds were used.

1.b. For animal studies, include a statement about sample size te even if no statistical

Sample size estimation was not performed for in vivo experiments. For the transciptomics analysis,
experiments was performed with 3 biological replicates (3 young and 3 aged). For in vivo mice
experiments, we have used minimum of 10 animals per condition. Zebrafish experiments was
performed with 6 animals per condition.

2. Describe inclusion/exclusion criteria if samples or animals were excluded from the analysis. Were the criteria pre-
established?

We have not excluded any animals / samples in our study.

3. Were any steps taken to minimize the effects of subjective bias when allocating animals/samples to treatment (e.g.
randomization procedure)? If yes, please describe.

Randomization of the micrographs were performed for quantification’s. Furthermore, we took
care of the region bias in tissue stainings across all our experiments.

about ion evenifnor ion was used.

For animal studies, include a

Randomization of the micrographs were performed for quantification’s. Furthermore, we took
care of the region bias in tissue stainings across all our experiments.

4.a. Were any steps taken to minimize the effects of subjective bias during group allocation or/and when assessing results
(e.g. blinding of the investigator)? If yes please describe.

4.b. For animal studies, include a statement about blinding even if no blinding was done

Blinding was performed only in the metabolite measurement experiments .Moreover micrographs
were randomized for evaluation.

5. For every figure, are statistical tests justified as appropriate?

Do the data meet the assumptions of the tests (e.g., normal distribution)? Describe any methods used to assess it.

we have not used any test for this assumption

Is there an estimate of variation within each group of data?

Yes (depicted as Standard error or variance in boxplots). Moreover, we have used violin plot to
depict the variation and datapoints (nuclear intensity measurements).

Is the variance similar between the groups that are being statistically compared?

NA

C- Reagents



* for all hyperlinks, please see the table at the top right of the document

D- Animal Models

E- Human Subjects

F- Data Accessibility

G- Dual use research of concern




