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- Accession codes, unique identifiers, or web links for publicly available datasets
- A list of figures that have associated raw data
- A description of any restrictions on data availability
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All the raw data supporting the findings are available in the source Data file submitted with this manuscript.

All The SARS-CoV-2 virus isolates (ancestral, D614G, and B.1.1.7) are kind gift from Dr. Julian Druce (Victoria Infectious Disease Reference Lab, VIDRL) (Caly, L. et al.
Isolation and rapid sharing of the 2019 novel coronavirus (SAR-CoV-2) from patients diagnosed with COVID-19 in Australia. Med. J. Aust. 212, (2020).

The unique accession codes for the ancestral and D614G SARS-CoV-2 strains used in this study are:

Ancestral SARS-CoV-2 = GISAID: EPI_ISL_406844; Genbank: MT007544.1

D614G SARS-CoV-2 = GISAID: EPI_ISL_419750; Genbank: MT450946.1

B1.1.7 SARS-CoV-2 = GISAID ID EPI_ISL_601443; GenBank: MW735442.1

The sample sizes were determined to match the standards in comparable studies available in the literature (Chunlong Xu et at, Nat Methods,
2021).

Experiments were optimized in pilot assays before generating high-quality publication data. No data was excluded from the analysis.

All experiments in the virus-free models and infectious assays were repeated at least 3 times as biological replicates with the following
exceptions:

- As mentioned in the figure legend, the data in Figure4 B-E were performed as biological replicate (N=2) due to large number of samples in
this time course analysis and the restricted access to high confinement labs (PC3).

- As mentioned in the figure legend, Data in Fig 1G (screening 61 single-nucleotide resolution gRNAs targeting the Spike RNA) was performed
once due to the large size of gRNAs screened and the large sequence overlap (redundancy) between two adjacent gRNAs (29 nt overlap out of
30nt spacer sequence).

After the initial optimization of the experimental conditions, all experiments were reproducible in independent experiments. RNA targeting
with CRISPR-Cas13 is well-established and similar experiments have been reported by independent researchers.

No randomization was used in this study. Due to the small sample randomization was not relevant for this study. Covariates were controlled
for by running controls in parallel whenever is applicable. Appropriate controls (e.g. non targeting gRNAs, loading controls in WB, and time-
course analysis) were used throughout the study.

No blinding was used in this study. Blinding is not relevant to this study as RNA targeting with Cas13 is well-established in the field by
independent groups using assays that do not require blinding (Chunlong Xu et at, Nat Methods, 2021). Most our experiments were
performed, analysed, and confirmed by independent researchers in our labs. For infection assays, the VERO cells were transfected with Cas13
and various gRNAs at Petermac's PC2 labs and handed to researchers at the Peter Doherety Institute for SARS-CoV-2 infection and
quantification of viral replication in an independent manner. The raw data were communicated to the involved authors for analysis and
discussion.




