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Research involving human participants, their data, or biological material
Policy information about studies with human participants or human data. See also policy information about sex, gender (identity/presentation),
and sexual orientation and race, ethnicity and racism.

Reporting on sex and gender

Reporting on race, ethnicity, or
other socially relevant groupings

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE202011; data object can be downloaded from https://zenodo.org/records/7562864), GSE222840 (https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc= GSE222840), GSE51440 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc= GSE51440), GSE31652 (https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc= GSE31652) and GSE114729 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc= GSE114729), respectively. The
rest of the data needed to evaluate the conclusions of the study are present in the paper or the Supplementary Materials.

Self-reported sex of participants has been reported in the manuscript.

All individuals were of European descent, which has been specified in the manuscript.

Relevant population characteristics have been reported in the manuscript including past and current treatment,
comorbidities, and disease (psoriasis) severity. All participants were biologic-naïve, adults of European descent, with a
dermatologist confirmed diagnosis of severe psoriasis (PASI > 10) (full details in Supplementary Table 1). To minimize
confounders, we also applied these additional inclusion criteria: no comorbidities, no systemic immune-modifying therapy for
at least 4 weeks prior to risankizumab treatment, no topical steroids to the sampled area for at least 5 days prior to sampling.
All biopsies were taken from site-matched areas on the lower back/buttocks.

All participants had a dermatologist confirmed diagnosis of severe psoriasis (PASI > 10) and were eligible for biologic therapy
according to NICE criteria (CG153). Participants were recruited via the severe psoriasis clinic (routine clinical care) at St John's
Institute of Dermatology, Guy's and St Thomas' NHS Foundation Trust, London, UK.

Written informed consent was obtained from all psoriasis patients, in line with approval from the London - Westminster
Research Ethics Committee (REC ref 11/H0802/7). Skin samples used for establishing primary cell cultures were obtained
using REC ref 14/LO/2169.

The sample size was determined by the number of affected individuals matching our strict inclusion criteria (biologic-naïve, adult males of
European descent, with a dermatologist confirmed diagnosis of severe psoriasis (PASI > 10). To minimise confounders and maximise statistical
power, we also applied these additional inclusion criteria: no comorbidities, no systemic immune-modifying therapy for at least 4 weeks prior
to risankizumab treatment, no topical steroids to the sampled area for at least 5 days prior to sampling). Given the focus on early drug-
induced events, sample collection was halted after 14 days of treatment.

All skin biopsies obtained from patients enrolled in the study were included in the analysis. No outliers were excluded.

The key finding of a reduction in abundance of WNT5A+/IL24+ fibroblasts after treatment was replicated in-silico, by deconvolution of
multiple transcriptomic datasets, and experimentally, by RNA in situ hybridization of additional skin samples (see manuscript). The number of
biological replicates for the primary fibroblast/keratinocyte experiments are reported in the relevant figure legends (Figure 5 and
Supplementary Figure 6). 2 technical duplicates were performed for each condition.

Not applicable: the study was a longitudinal cohort study and not an interventional clinical trial.

For RNA in situ hybridization experiment it was not possible for investigators to be blinded to group allocation given the distinctive
appearance of psoriasis skin pre and post treatment.




