Methods S1

Demographic, clinical and viro-immunological characterization of the sample

At the baseline visit, each patient agreeing to participate underwent an in-depth assessment, including a structured interview covering socio demographic characteristics, HIV disease history, presence of other comorbid conditions, health-related behaviors, medication exposure, and family history. Patients were characterized for: age, sex, BMI, blood pressure, use of antihypertensive drugs (hypertension was defined as a confirmed systolic BP of ≥140 mmHg and/or diastolic BP of ≥90 mmHg, or intake of one or more antihypertensive medications), familial history of cardiovascular events (early acute myocardial infarction (AMI), transient ischemic attack (TIA) or stroke, smoking status, fasting plasma glucose and presence of diabetes (diagnosed according to current guidelines [1]), total cholesterol and triglyceride levels, AIDS-defining events, HCV (defined as the presence of HCV antibodies and at least a positive determination of HCV viremia, obtained during follow-up in the absence of treatment) and/or HBV coinfection(s), other relevant comorbid condition(s), concomitant medications, duration of HIV infection, duration of HIV treatment, Nadir and current CD4 T-cell lymphocyte counts, HIV RNA levels at diagnosis and at enrollment, use of Tenofovir (TDF) and third antiretroviral drug (LPV/r, ATV/r, other boosted PIs, EFV, NVP). Diagnoses of hypertension were confirmed and followed with the expert contribution of a consultant cardiologist in all cases. The 10-year cardiovascular risk was assessed using the Framingham risk score (FRS) model, recommended by NCEP (National Cholesterol Education Program), as accessed at http://hp2010.nhlbihin.net/atpiii/calculator.asp [2].
Definition of the main outcomes

The main outcomes of our investigation were: (1) c-IMT assessed as a continuous variable; (2) presence of CPs at baseline; (3) vascular events during follow-up, including TIA or stroke, acute coronary syndrome (unstable angina, non-ST Elevation MI and STEMI), myocardial and other infarctions. All ultrasonographic scannings of carotid arteries of the short and long axis were performed by the same certified operator, with the patient lying in a supine position and its head extra-rotated from the opposite side. IMT of both common carotid arteries (c-IMT) was measured with a high resolution B-mode ultrasound imager (ESAOTE; Siemens Corporation, Paris, France) on the carotid arterial far wall with a linear array transducer of frequency at 7.5 MHz and a pulsed Doppler; internal and external branches of the carotid artery were explored whenever imaged. Examination included both measurement of c-IMT in regions free of plaque and assessment of presence of CPs on the explored segments. c-IMT was calculated as the mean of at least 3 measurements of the double-line pattern wall, considered at least 1 cm from bifurcation, because of its validated association with cardiovascular risk [3], and registered as a continuous measure. CPs were defined as the presence of a focal thickening ≥ 1.5 mm regardless of the generalized wall thickening of the explored trait(s) and whatever the echoic pattern (hypoechoic, isoechoic or hyperechoic), or as the presence of a focal wall thickening at least 0.5 mm or 50% greater than that of the surrounding vessel wall [3,4]. However, in line with previous reports on HIV patients and in the general population, CPs were also scored either in the presence of a focal thickening ≥ 1.2 mm [5,6] or even in the presence of a focal thickening ≥ 1.0 mm [7]. In other terms, CPs were scored according to all possible thresholds in use for both HIV patients and the general population. Vascular events were actively searched in the cohort. They were positively assessed at each follow-up visit (on average every 3 months) by the assisting physicians and recorded in the study dataset when appropriate, after review of clinical, laboratory and imaging data supporting diagnoses of each vascular event. Records of all patients dying during follow-up were also reviewed before inclusion in the dataset. Finally, in order to avoid unnecessary data censoring, as of March 20th, 2012, all patients not completing their last follow-up visit (n=38) were interviewed by phone, to assess the possibility of late vascular events.

Definitions and measures of the psychological constructs

The three psychological constructs were assessed contextually by the same operator within a single interview. Depression symptoms were investigated through the Beck Depression Inventory II (BDI-II). The BDI-II is a self-report inventory for adolescents and adults that assesses the presence and severity of depressive symptoms experienced during the past 2 weeks [8]. The BDI-II includes 21 items, each consisting of 4 statements reflecting varying degrees of symptom severity [8,9]. BDI scores were registered as a continuum, and dichotomized at ≥17, higher scores being recognized as indicative of moderate to severe symptoms of depression. Type D personality is a relatively new construct characterized by 2 global personality traits: negative affectivity (NA) and social inhibition (SI) [10,11]. Persons with this type of personality are inclined to negative emotions which are further associated with the tendency to inhibit these emotions by avoiding social contacts [12]. This personality trait was assessed with the Italian version of the 14-item DS14, consisting of 2 7-item subscales for NA and SI [12,13], which was extensively used to assess type-D patterns in relationship with cardiovascular events in cardiac patients and in the general population [14]. A score of ≥ 9 on both NA and SI subscales is considered suggestive that an individual has Type D [13]. Alexithymia is a disorder of the regulatory mechanisms of emotional and cognitive processing, characterized by the following impairments: difficulty in differentiating feelings and distinguishing them from bodily sensations and emotional arousal (DIF), difficulty in describing feelings to others (DDF), and an externally oriented way of thinking (EOT) [15,16]. The prevalence of individuals with clinically relevant alexithymia was estimated as 10% to 13% in Western populations [17-19]. We used the Italian version of the TAS-20 (Toronto Alexithymia Scale), universally used for the Alexithymia construct worldwide [20-24]. This questionnaire consists of 20 items answered on a 5-point scale, targeting the 3 specific dimensions of DIF, DDF and EOT. Alexithymia scores are normally distributed in the general population. For our analyses, we first considered individual alexithymia scores as a continuous measure; we also dichotomized our population in accordance with the 2 different cut-offs extensively validated for moderate or severe alexithymia (TAS score ≥ 50) and severe alexithymia (TAS score ≥ 61) [21]. 

Statistical analysis – Additional information on the cross-sectional analysis of baseline data

In logistic regression analysis, the outlier analysis was based upon the calculation of Pearson and standardized residuals, the change in Pearson chi-square and deviance chi-square, Dbeta influence statistic and leverage (hat diagonal matrix) [25]. The validity of the final linear regression model was assessed as follows. The assumption of constant error variance was checked graphically, plotting Pearson residuals vs. fitted values, and formally, using the Cook-Weisberg test for heteroskedasticity. High leverage observations were identified by computing Pearson, standardized and studentized residuals, Cook's D influence, Welsch distance and the hat diagonal matrix. We found 13-16 influential observations in the logistic model and 7-8 high-leverage observations in the linear model. In both cases, we repeated the analysis excluding these observations, with no substantial changes. Given that the number of outliers were above 5% of the total number of participants, the final logistic model was conservatively based upon robust standard errors.
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