Materials and Methods
Data Sources and Study Population
[bookmark: _GoBack]At birth or immigration, all Danish citizens receive a 10-digit unique personal identification number, which enables individual-level linkage of data between administrative registries in Denmark. From the Civil Registration System, information such as date of birth, gender, and vital status was obtained, and from Statistics Denmark we collected information on tax-reported household income [14, 15]. All Danish citizens have free and equal healthcare access, and information on morbidity was obtained from the National Patient Register, which contains information on all in- or outpatient hospital contacts since 1978 according to the International Classification of Diseases (ICD) [prior to 1994 according to the 8th revision (ICD8) and thereafter the 10th revision (ICD10)] [16]. Surgical procedures and other interventions (e.g. treatment with dye or CO2 lasers) are coded in the National Patient Register as treatment procedure (SKS) codes. All pharmacy-dispensed prescriptions are accurately recorded in the Registry of Medicinal Product Statistics since 1994, and all drugs are classified according to the Anatomical Therapeutic Chemical (ATC) classification [17]. 
The study cohort consisted of the entire Danish population, and individuals were included in January 1, 1997, or on the subsequent day that subjects reached 18 years of age, and were followed until December 31, 2011, the occurrence of an endpoint, migration, or death from any cause, whichever came first, respectively. Patients with prevalent rosacea, depression, or use of antidepressants or anxiolytics at baseline were excluded to enable examination of the temporal relationship between exposure to rosacea, and the subsequent risk of depression and anxiety disorders, respectively. Patients with rosacea were identified by whichever came first of either a hospital (dermatologist) diagnosis of rosacea (ICD-8 695.3 and ICD-10 L71), or when they dispensed their second prescription of topical metronidazole (ATC D06BX01), which is the preferred first-line treatment for rosacea and only very infrequently used for other skin conditions in Denmark. Such a methodology for identification of patients with skin disorders has previously been used and is widely accepted in epidemiology [18, 19]. We retrieved information on prescriptions for tetracycline (ATC J01A), which is the most common oral prescription medication for rosacea, in order to obtain a reasonably valid estimate of rosacea severity. Thus, patients were classified with mild disease from onset of rosacea and until they fulfilled the criteria for moderate-to-severe disease, i.e. initiation of oral tetracycline therapy, if appropriate. Importantly, in Denmark, treatment of rosacea with tetracycline is only reserved for severe cases and only for short-term use. Thus, tetracycline use in Danish patients with rosacea represents the severity of rosacea rather than chronicity. 
Based on ICD codes, the following comorbidities were included in the analyses: cardiovascular diseases (I00--I99), malignancies (C00--C96), pulmonary diseases (J00--J99), gastrointestinal and hepatic diseases (K00--K93), rheumatologic and locomotor system diseases (M00--M99), and neurological diseases (G00--G29, G40--H99). Importantly, as migraine is associated with rosacea, depression, and anxiety disorders, respectively, we included use of antimigraine drugs (ATC N02C) as a potential confounder in our analyses [6, 20]. We calculated an index of socioeconomic status between 0 and 4 based on the average gross annual income (standardized by age) during a 5-year period before study inclusion. Baseline comorbidity was calculated up to 5 years prior to study start, and information was continuously updated throughout the study. The primary endpoints were initiation of antidepressant medication (ATC N06A) or anxiolytics (ATC N05), respectively. The endpoints were assessed in separate analyses, and the occurrence of an endpoint in one analysis did not result in censoring in the other, and vice versa. We chose to use prescription claims as measures of anxiety and depression in order to also capture less severe cases only seen by their general practitioner and not by a psychiatrist. However, to ensure accuracy, we confirmed our findings by use of psychiatrist hospital diagnoses of depression and anxiety, respectively (see below). Study approval was obtained from the Danish Data Protection Agency (ref. 2007-58-0015, int. ref. GEH-2014-018, I-Suite 02736), and review of an ethics committee is not required for register studies in Denmark. Conduct of this study was in accordance with the Strengthening the Reporting of Observational Studies in Epidemiology (STROBE) recommendations [21].
Statistical Analyses
Baseline characteristics were presented as frequencies with percentages for categorical variables and means with standard deviations for continuous variables. Incidence rates were summarized per 1,000 person-years at risk. Outcomes before an index date in the rosacea group were allocated in the reference group in order to obtain a more accurate exposure time allocation. Likewise, patients contributed risk time in the mild rosacea group until they fulfilled the criteria for moderate-to-severe rosacea, if appropriate. Poisson regression models were used to calculate crude-, age- and sex-adjusted incidence rate ratios (IRRs), as well as IRRs adjusted for age, sex, socioeconomic status, and comorbidities. To assess potential misclassification of patients treated with antidepressant drugs for other conditions (e.g. anxiety disorders and neuropathic pain), sensitivity analyses were performed, where the outcomes of interest specifically were a psychiatric hospital diagnosis of anxiety disorders (ICD-10 codes F40--F41) and depression (ICD-10 codes F32--F33), respectively. To further evaluate the impact of severity of rosacea, we performed subanalyses of patients with a hospital (dermatologist) diagnosis of rhinophyma (ICD-10 code L71.1), and of patients treated with CO2 laser (SKS code BNGL00). Additionally, we conducted analyses of patients with rosacea (excluding rhinophyma) treated with dye laser (SKS code BNGL01). Two-tailed p values <0.05 were considered statistically significant and results were reported with 95% CIs where applicable, albeit that due to the large number of individuals in our cohort, all IRRs had p < 0.001 unless otherwise reported. All statistical analyses were performed with the STATA software version 11.0 (StataCorp, College Station, Tex., USA) and SAS statistical software version 9.2 (SAS Institute Inc. Cary, N.C., USA).

