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	CurrentPageNumber: 
	Double-blind peer review submissions: write DBPR and your manuscript number here instead of author names.: DBPR-NCOMMS-20-36100AJohn ZiebuhrMichael Kracht 
	YYYY-MM-DD: 09_07_2021
	na: 
	y: 
	Provide a description of all commercial, open source and custom code used to collect the data in this study, specifying the version used OR state that no software was used.: Publically available software tools: R versions 3.4.4 to 3.6.2 (https://www.R-project.org/); FastQC command line tool version 0.11.7; fastp version 0.19.7 ; STAR version 2.7.0d  ; FeatureCounts from the R subread package version 1.6.3;  DESeq2 version 1.22.1; MaxQuant version 1.6.10.43 or 1.6.17.0; Perseus 1.6.10.50 or 1.6.14.0; Metascape; STRING (version 10, https://string-db.org/); Cytoscape 3.8.0;   Pathview Web (https://pathview.uncc.edu/) or the Pathview R-package 1.18.2. Additionally used: ImageLab (BioRad, versions 5.2.1 or 6.0.1), Imaris software (Bitplane, version 8.4). 
	Provide a description of all commercial, open source and custom code used to analyse the data in this study, specifying the version used OR state that no software was used.: All analysis was done using existing and validated software and bioinformatics tools. Quantification of data and statistical parameters (means, t-tests, standard variations, confidence intervals, Pearson correlations, linear regressions, non-linear fittings for EC50 and CC50 values) were calculated using SigmaPlot 11, DESeq2 (version 1.22.1), GraphPad Prism 5.0 or 8.4.3, Perseus (versions 1.6.10.50 (MERS-CoV) or 1.6.14 (SARS-CoV-2)), ImageLab (versions 5.2.1 or 6.0.1), or Microsoft Excel 2016.
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: The mass spectrometry proteomics data in this study shown in Fig. 6a-d have been deposited to the ProteomeXchange Consortium (Deutsch et al, 2020) via the PRIDE partner repository (Perez-Riverol et al, 2019) with the dataset identifier PXD021222 (http://dx.doi.org/10.6019/PXD021222). The remaining data generated in this study are provided in the Supplementary Information / Source Data files. Source data are provided with this paper.
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: No sample size calculation was performed using statistical methods. Sample sizes were chosen based on similar studies performed previously and typical ranges of effects observed for these types of molecular analyses of cultured cells.  
	life: 
	behavioural: 
	eee: 
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established.: No data were excluded. 
	Describe the measures taken to verify the reproducibility of the experimental findings. If all attempts at replication were successful, confirm this OR if there are any findings that were not replicated or cannot be reproduced, note this and describe why.: All major findings reported in this study were highly reproducible across different cell culture models in independent experiments. The number of biologically independent replicates and individual data points are indicated in the figure legends. 
	Describe how samples/organisms/participants were allocated into groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: No randomization was performed, as this was not applicable to our study. Standardized cell culture conditions were used to minimize variation across samples. Cell cultures were examined by microscopy before the experiment to ensure consistent morphology and cell density and then arbitrarily assigned to experimental and control conditions.
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: Blinding was not relevant to the study. As usual for cell culture experiments, the same cell passages were split into separate wells the day before each experiment and the treatments / infections were performed according to pre-defined protocols which precludes blinding.    
	Briefly describe the study type including whether data are quantitative, qualitative, or mixed-methods (e.g. qualitative cross-sectional, quantitative experimental, mixed-methods case study). : 
	State the research sample (e.g. Harvard university undergraduates, villagers in rural India) and provide relevant demographic information (e.g. age, sex) and indicate whether the sample is representative. Provide a rationale for the study sample chosen. For studies involving existing datasets, please describe the dataset and source.: 
	Describe the sampling procedure (e.g. random, snowball, stratified, convenience). Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient. For qualitative data, please indicate whether data saturation was considered, and what criteria were used to decide that no further sampling was needed.: 
	Provide details about the data collection procedure, including the instruments or devices used to record the data (e.g. pen and paper, computer, eye tracker, video or audio equipment) whether anyone was present besides the participant(s) and the researcher, and whether the researcher was blind to experimental condition and/or the study hypothesis during data collection.: 
	Indicate the start and stop dates of data collection, noting the frequency and periodicity of sampling and providing a rationale for these choices. If there is a gap between collection periods, state the dates for each sample cohort. Specify the spatial scale from which the data are taken: 
	State how many participants dropped out/declined participation and the reason(s) given OR provide response rate OR state that no participants dropped out/declined participation.: 
	If participants were not allocated into experimental groups, state so OR describe how participants were allocated to groups, and if allocation was not random, describe how covariates were controlled.: 
	Briefly describe the study. For quantitative data include treatment factors and interactions, design structure (e.g. factorial, nested, hierarchical), nature and number of experimental units and replicates.: 
	Describe the research sample (e.g. a group of tagged Passer domesticus, all Stenocereus thurberi within Organ Pipe Cactus National Monument), and provide a rationale for the sample choice. When relevant, describe the organism taxa, source, sex, age range and any manipulations. State what population the sample is meant to represent when applicable. For studies involving existing datasets, describe the data and its source.: 
	Describe the data collection procedure, including who recorded the data and how.: 2
	Describe the measures taken to verify the reproducibility of experimental findings. For each experiment, note whether any attempts to repeat the experiment failed OR state that all attempts to repeat the experiment were successful.: 
	Describe the study conditions for field work, providing relevant parameters (e.g. temperature, rainfall).: 
	State the location of the sampling or experiment, providing relevant parameters (e.g. latitude and longitude, elevation, water depth).: 
	Describe the efforts you have made to access habitats and to collect and import/export your samples in a responsible manner and in compliance with local, national and international laws, noting any permits that were obtained (give the name of the issuing authority, the date of issue, and any identifying information).: 
	Describe any disturbance caused by the study and how it was minimized.: 
	Describe all antibodies used in the study; as applicable, provide supplier name, catalog number, clone name, and lot number.: anti β-actin (Santa Cruz, #sc-47778, 1:1000), anti PERK (Santa Cruz, #sc-377400, 1:1000), anti PERK (Abcam, #ab65142, 1:1000), anti BiP (Cell Signaling, #3177, 1:1000), anti eIF2α (Cell Signaling #9722, 1:1000), anti P(S51)-eIF2α (Cell Signaling  #9721, 1:1000), anti P(S724)-IRE1α  (Novus Biologicals, #NB100-2323, 1:1000), anti IRE1α (Santa Cruz, #sc-390960, 1:1000), anti ATF4 (Santa Cruz, #sc-390063, 1:1000), anti ATF3 (Santa Cruz, #sc-188, 1:500), anti HERPUD1 (Abnova, #H00009709-A01, 1:1000), anti CTH (Cruz, #sc-374249, 1:1000), anti HCoV-229E N protein (Ingenasa, Batch 250609, 1:500), rabbit anti HCoV-229E nsp12 (Eurogentec, using nsp12 produced in E. coli and purified by the Ziebuhr laboratory, 1:500), rabbit anti HCoV-229E nsp8 (Ziebuhr & Siddell, 1999) 1:500, IF 1:100), anti MERS-CoV N protein (Sinobiological, #100213-RP02, 1:1000), rabbit anti SARS-CoV N protein cross-reacting with SARS-CoV-2 N protein (gift from Friedemann Weber, (Spiegel et al, 2005), 1:2000), anti SARS-CoV-2 N protein (Rockland, #200-401-A50, 1:2000), anti puromycin (Kerafast Inc., 3RH11, #EQ 0001, 1:1000), anti ds-RNA J2 (SCICONS, English & Scientific Consulting Kft, #10010200, IF 1:100), anti p62 / SQSTM1 (Santa Cruz, #sc-28359, 1:500, IF 1:100), anti ZNF622 (ZPR9) (Bethyl Laboratories, #A304-076A, 1:1000), anti LC3B XP® (Cell signaling, #3868, 1:1000), anti UBA6 (Cell signaling, #13386, 1:1000), anti ZO-1 (Invitrogen, #40-2200, IF 1:100), anti p63 (abcam, #ab124762, IF 1:100), anti mucin 5AC (abcam, #ab198294, IF 1:100), anti tubulin IV (abcam, #ab179509, 1:100). The following secondary antibodies were used: polyclonal goat anti mouse immunoglobulins/HRP (Dako P0447, 1:2000), polyclonal goat anti rabbit immunoglobulins/HRP (Dako, P0448, 1:2000), Cy3-coupled anti rabbit (rb) IgG (dk, Merck Millipore, #AP182C, IF 1:200), Dylight 488-coupled anti mouse (ms) IgG (dk, ImmunoReagent, #DkxMu-003D488NHSX, IF 1:200), Alexa Flour594-coupled goat anti mouse IgG (H+L) (Invitrogen, #A11005, IF 1:100), Alexa Fluor 488-coupled F(ab')2 goat anti rabbit IgG (H+L) (Invitrogen, #A-11070, IF 1:100).
	Describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript.: 1) Anti-β-actin (C4) mouse Monoclonal IgG1 Santa Cruz Sc-47778 C0916 et al. WB; IP; IHC (P); IF; ELISA pri. WB: 1:1000sec. WB: 1:100002) Anti-PERK (B-5) mouse Monoclonal IgG1 Santa Cruz Sc-377400 F2217 WB; IP; IHC (P); IF; ELISA WB: 1:10003) Anti-IRE1α (B-12) mouse Monoclonal IgG1 Santa Cruz Sc-390960 E1118 WB; IP; IF; ELISA WB: 1:10004) Anti-CREB-2/ATF4 (B-3) mouse Monoclonal IgG2b Santa Cruz Sc-390063 H2417 WB; IP; IHC (P); IF; ELISA WB: 1:10005) Anti-ATF3 (C-19) rabbit Polyclonal IgG Santa Cruz Sc-188 (not availbale anymore) F WB; IP; IF; ELISA WB: 1:5006) Anti-CTH (F-1) mouse Monoclonal IgG1 κ Santa Cruz Sc-374249 C1717 WB; IP; IHC (P); IF; ELISA WB: 1:10007) Anti-SQSTM1/p62 (D-3) mouse Monoclonal IgG1 κ Santa Cruz Sc-28359 K1319 WB; IP; IHC (P); IF; ELISA WB: 1:500IF: 1:1008) Anti-PERK  rabbit Polyclonal IgG Abcam Ab65142 GR281912-5 ICC/IF; WB 9) Anti-p63 [EPR5701] rabbit Recombinant monoclonal IgG Abcam Ab124762  FC (I); FC; WB; IHC (P); ICC/IF; IF: 1:10010) Anti-Mucin 5AC [EPR16904] rabbit Recombinant monoclonal IgG Abcam Ab198294  WB; IHC (P); ICC/IF IF: 1:10011) Anti-beta IV Tubulin [EPR16776] rabbit Recombinant monoclonal IgG Abcam Ab179509  FC (I); FC; IHC (P); WB; ICC/IF IF: 1:10012) Anti-BiP (C50B12) rabbit Monoclonal IgG Cell Signaling 3177 10 FC; IHC (P); WB WB: 1:100013) Anti-eIF2α rabbit polyclonal Cell signaling 9722 15 WB WB: 1:1000 in tBS-T w/ 5% BSA14) Anti-P (Ser51)-eIF2α rabbit polyclonal Cell signaling 9721 21 WB WB: 1:1000 in TBS-T w/ 5% BSA + 10% NaF15) Anti-LC3B (D11) XP® rabbit Monoclonal IgG Cell signaling 3868  WB; ICC/IF; FC WB: 1:100016) Anti-UBE1L2/UBA6 rabbit polyclonal Cell signaling 13386 1 WB; IP WB: 1:100017) Anti-P (Ser724)IRE1α rabbit Polyclonal IgG Novus Biologicals NB100-2323 AR-4 WB; ELISA; IHC (P); IHC (F); ICC/IF; IVA; ChIP; KDV WB: 1:1000 in TBS-T w/5% dry milk + 10% NaF18) Anti-HERPUD1 (A01) mouse polyclonal Abnova H00009709-A01 060519JCS1 WB; ELISA WB: 1:100019) Anti-HCoV-229E N protein (1E7) mouse Monoclonal IgG2b Eurofins/Ingenasa M.30.HCo.B1E7; Batch 250609  WB WB: 1:50020) Anti-MERS-CoV N Protein rabbit Polyvlonal IgG SinoBiologigal 100213-RP02  WB WB: 1:100021) Anti-SARS-CoV N Protein (cross reacting w/ related CoV’s) rabbit Recombinant Polyclonal IgG Rockland Inc. 200-401-A50 44309 ELISA; IF; FC; WB; IHC WB: 1:200022) Anti-Puromycin [3RH11] mouse Monoclonal IgG1 κ Kerafast Inc. EQ0001 2119 WB; ELISA; IF WB: 1:100023) Anti-double stranded RNA (J2) mouse Monoclonal IgG2a κ SCICONS/Nordic-MUbio 10010200 J2-1710 ELISA; IAC; ICC/IF; IHC; ds-RNA-IB IF: 1:10024) Anti-ZPR9/ZNF622 rabbit Polyclonal IgG Bethyl Lab. Inc. A304-076A 1 WB; IP WB: 1:100025) Anti-ZO-1 rabbit Polyclonal IgG Invitrogen 40-2200  WB; IHC (P/F); IP; ICC/IF IF: 1:10026) Anti-HCoV-229E nsp8 rabbit, validated by John Ziebuhr published in (Ziebuhr & Siddell, J Virol 1999) WB: 1:500IF: 1:10027) Anti-HCoV-229E nsp12 rabbit, validated by John Ziebuhr.  The specificity of the antiserum was validated by IB, IP and IF using HCoV-229E-infected MRC-5 cells and by WB also in HCoV-229E-infected HuH7 cells and MRC-5 cells in this study WB: 1:50028) Anti-SARS-CoV N protein (cross reacting w/ SARS-CoV-2 N) rabbit, validated by Friedemann Weber in (Spiegel et al, J Virol 2005) and also in this study in SARS-CoV-2-infected Vero E6 cells by WB: 1:2000Primary antibodies for WB were diluted in TBS-T w/ 5% dry milk, if not indicated otherwise.Secondary antibodies for WB were diluted 1:2000 in TBS-T w/ 5% dry milk, if not indicated otherwise.Legend: WB/IB = WesternBlot/Immunoblotting; IP = Immunoprecipitation; ICH (P)/(F) = Immunohistochemistry (Paraffin/frozen); ICC/IF = Immunocytochemistry/Immunofluorescence; FC (I) = Flow Cytometry (Intra); IVA = In-vitro Assay; ChIP = Chromatin Immunoprecipitation; KDV = Knock-down validated; IAC = Immuno-affinity-chromatography
	State the source of each cell line used.: HuH7 human hepatoma cells: Japanese Collection of Research Bioresources (JCRB) cell bank (Nakabayashi et al, 1982)MRC-5 human embryonic lung fibroblasts (ATCC, CCL-171) Vero E6 African green monkey kidney epithelial cells (ATCC CRL-1586)A549 cells (ATCC CCL-185)MDCK-II canine kidney epithelial cells (ATCC CRL-2936)Cryopreserved normal human bronchial epithelial (NHBE) cells were obtained from Lonza (donor 1: TAN 24717, Lot No. 000312626; donor 2: TAN 36585, Batch: 18TL269120; donor 3: TAN 28968, Lot No. 00004859609)
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used were authenticated.: No authentification was performed.
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination.: HuH7 and MRC-5 cells were confirmed to be free of mycoplasma using the Venor® GeM Classic kit (Minerva Biolabs). The other cell lines were not tested for mycoplasma.
	Name any commonly misidentified cell lines used in the study and provide a rationale for their use.: According to our knowledge the cell lines used in our study do not belong to misidentified cell lines; they are not contained in the currently available version of the ICLAC register. 
	Provide provenance information for specimens and describe permits that were obtained for the work (including the name of the issuing authority, the date of issue, and any identifying information).: 
	deposition: 0
	If new dates are provided, describe how they were obtained (e.g. collection, storage, sample pretreatment and measurement), where they were obtained (i.e. lab name), the calibration program and the protocol for quality assurance OR state that no new dates are provided.: 
	datescheck: 0
	Identify the organization(s) that approved the study protocol.: 
	For laboratory animals, report species, strain, sex and age OR state that the study did not involve laboratory animals.: 
	Provide details on animals observed in or captured in the field; report species, sex and age where possible. Describe how animals were caught and transported and what happened to captive animals after the study (if killed, explain why and describe method; if released, say where and when) OR state that the study did not involve wild animals.: 
	For laboratory work with field-collected samples, describe all relevant parameters such as housing, maintenance, temperature, photoperiod and end-of-experiment protocol OR state that the study did not involve samples collected from the field.: 
	Describe the covariate-relevant population characteristics of the human research participants (e.g. age, gender, genotypic information, past and current diagnosis and treatment categories). If you filled out the behavioural & social sciences study design questions and have nothing to add here, write "See above.": 
	Describe how participants were recruited. Outline any potential self-selection bias or other biases that may be present and how these are likely to impact results.: 
	Provide the trial registration number from ClinicalTrials.gov or an equivalent agency.: 
	Note where the full trial protocol can be accessed OR if not available, explain why.: 
	Describe the settings and locales of data collection, noting the time periods of recruitment and data collection.: 
	Describe how you pre-defined primary and secondary outcome measures and how you assessed these measures.: 
	Describe any other significant impacts.: 
	calculatehazards: NaN
	Please describe the agents/technologies/information that may pose a threat, including any agents subject to oversight for dual use research of concern.: 
	Describe any other potentially harmful combination(s) of experiments and agents.: 
	calculateexperiments: NaN
	calculatehazardsexperiments: 0.00000000
	Describe the precautions that were taken during the design and conduct of this research, or will be required in the communication and application of the research, to minimise biosecurity risks. These may include bio-containment facilities, changes to the study design/methodology or redaction of details from the manuscript.: 
	Describe any evaluations and oversight of biosecurity risks of this work that you have received from people or organizations outside of your immediate team.: 
	Describe the benefits that application or use of this work could bring, including benefits that may mitigate risks to public health, national security, or the health of crops, livestock or the environment.: 
	Describe whether the benefits of communicating this information outweigh the risks, and if so, how.: 
	graphfiles: 0
	For "Initial submission" or "Revised version" documents, provide reviewer access links.  For your "Final submission" document, provide a link to the deposited data.: 
	Provide a list of all files available in the database submission.: 
	Provide a link to an anonymized genome browser session for "Initial submission" and "Revised version" documents only, to enable peer review.  Write "no longer applicable" for "Final submission" documents.: 
	Describe the experimental replicates, specifying number, type and replicate agreement.: 
	Describe the sequencing depth for each experiment, providing the total number of reads, uniquely mapped reads, length of reads and whether they were paired- or single-end.: 
	Describe the antibodies used for the ChIP-seq experiments; as applicable, provide supplier name, catalog number, clone name, and lot number.: 2
	Specify the command line program and parameters used for read mapping and peak calling, including the ChIP, control and index files used.: 
	Describe the methods used to ensure data quality in full detail, including how many peaks are at FDR 5% and above 5-fold enrichment.: 
	Describe the software used to collect and analyze the flow cytometry data. For custom code that has been deposited into a community repository, provide accession details.: 
	axislabels: 0
	axisscales: 0
	plots: 0
	numberpercentage: 0
	Describe the sample preparation, detailing the biological source of the cells and any tissue processing steps used.: 
	Identify the instrument used for data collection, specifying make and model number.: 
	Describe the abundance of the relevant cell populations within post-sort fractions, providing details on the purity of the samples and how it was determined.: 
	Describe the gating strategy used for all relevant experiments, specifying the preliminary FSC/SSC gates of the starting cell population, indicating where boundaries between "positive" and "negative" staining cell populations are defined.: 
	gatingcheck: 0
	Indicate task or resting state; event-related or block design.: 
	Specify the number of blocks, trials or experimental units per session and/or subject, and specify the length of each trial or block (if trials are blocked) and interval between trials.: 
	State number and/or type of variables recorded (e.g. correct button press, response time) and what statistics were used to establish that the subjects were performing the task as expected (e.g. mean, range, and/or standard deviation across subjects).: 
	Specify: functional, structural, diffusion, perfusion.: 
	Specify in Tesla: 
	Specify the pulse sequence type (gradient echo, spin echo, etc.), imaging type (EPI, spiral, etc.), field of view, matrix size, slice thickness, orientation and TE/TR/flip angle.: 
	State whether a whole brain scan was used OR define the area of acquisition, describing how the region was determined.: 
	Specify # of directions, b-values, whether single shell or multi-shell, and if cardiac gating was used.: 
	Provide detail on software version and revision number and on specific parameters (model/functions, brain extraction, segmentation, smoothing kernel size, etc.).: 
	If data were normalized/standardized, describe the approach(es): specify linear or non-linear and define image types used for transformation OR indicate that data were not normalized and explain rationale for lack of normalization.: 
	Describe the template used for normalization/transformation, specifying subject space or group standardized space (e.g. original Talairach, MNI305, ICBM152) OR indicate that the data were not normalized.: 
	Describe your procedure(s) for artifact and structured noise removal, specifying motion parameters, tissue signals and physiological signals (heart rate, respiration).: 
	Define your software and/or method and criteria for volume censoring, and state the extent of such censoring.: 
	Specify type (mass univariate, multivariate, RSA, predictive, etc.) and describe essential details of the model at the first and second levels (e.g. fixed, random or mixed effects; drift or auto-correlation).: 
	Define precise effect in terms of the task or stimulus conditions instead of psychological concepts and indicate whether ANOVA or factorial designs were used.: 
	whole: 
	ROI: 
	both: 
	Describe how anatomical locations were determined (e.g. specify whether automated labeling algorithms or probabilistic atlases were used).: 
	Specify voxel-wise or cluster-wise and report all relevant parameters for cluster-wise methods.: 
	Describe the type of correction and how it is obtained for multiple comparisons (e.g. FWE, FDR, permutation or Monte Carlo).: 
	Report the measures of dependence used and the model details (e.g. Pearson correlation, partial correlation, mutual information).: 
	Report the dependent variable and connectivity measure, specifying weighted graph or binarized graph, subject- or group-level, and the global and/or node summaries used (e.g. clustering coefficient, efficiency, etc.).: 
	Specify independent variables, features extraction and dimension reduction, model, training and evaluation metrics.: 
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