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Abstract 21 

Introduction: Duration of untreated illness (DUI) has been increasingly investigated as a 22 

predictor of clinical outcome and course in different psychiatric disorders. To date, 23 

however, there are no tools for measuring this variable. Our group developed the 24 

Psychopathological Onset and Latency to Treatment Questionnaire (POLT-Q), focused 25 

on the onset of psychiatric disorders. Aim of this study was to assess the reproducibility 26 

and manageability of POLT-Q. 27 

Methods: Fifty consecutive in- and out-patients aged 16-65 with different DSM-5 28 

psychiatric disorders were recruited. Two raters were present during the interview: one 29 

of them administered the POLT-Q to the patient and both independently completed the 30 

questionnaire. Collected values were compared using Cohen’s Kappa test and McNemar 31 

test.  32 

Results: 62.5% of the replies showed a 100% consistency between the two raters. In the 33 

6.25% the agreement was <95%. For all the replies, the K coefficient was > 0.8, a high 34 

degree of agreement. 35 

Discussion: The POLT-Q assesses variables related to the psychopathological onset and 36 

first pharmacological treatment and, according to present findings, it represents a 37 

convenient, reliable and standardised measure for DUI. Further studies on larges sample 38 

are needed to confirm our preliminary results. 39 
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1. Introduction 43 

1.1 Duration of Untreated Illness (DUI) 44 

Over the last two decades, the duration of untreated illness (DUI), defined as the interval 45 

between the onset of a specific psychiatric disorder and the administration of the first 46 

appropriate pharmacological treatment, according to guidelines in compliant subjects (1), 47 

has been increasingly investigated as a predictor of clinical outcome and course across 48 

different conditions (2). Most published studies on this topic, however, investigated the 49 

prognostic role of the DUI in schizophrenia and psychotic disorders, focusing on the 50 

duration of untreated psychosis (DUP) (3–5). Although the association between the DUP 51 

and the clinical outcome of psychotic disorders has shown mixed results (6,7), a longer 52 

DUP in schizophrenic patients has been associated with a worse long-term outcome, a 53 

higher risk of relapse, higher rates of suicide, more severe positive and negative 54 

symptoms, as well as reduced treatment response in the acute treatment of first episode 55 

(8,9). In addition, a shorter DUP has been associated with a greater response to 56 

antipsychotic treatment, as measured by severity of global psychopathology, positive 57 

and negative symptoms, and functional outcomes (10). 58 

Likewise, DUI has been recognized as an important outcome parameter in depressive, 59 

anxiety and obsessive-compulsive and related disorders (11,12). 60 
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Furthermore, in Bipolar Disorder (BD), a longer DUI has been associated with a worse 61 

outcome, an increased suicidality and a higher number of lifetime suicide attempts (13). 62 

Similarly, the course of Major Depressive Disorder (MDD) was found to be influenced 63 

by the DUI, in terms of response and remission, with related rates gradually decreasing 64 

when the DUI extends beyond specific temporal thresholds (13–15). With respect to 65 

Anxiety Disorders, the DUI was found to be longer in generalized anxiety disorder 66 

compared to panic disorder (16), and a longer DUI has been associated to a worse 67 

treatment response in OCD patients (17–19). Similarly, DUI seems to be crucial for the 68 

treatment of Personality Disorders and Eating Disorders (20,21). 69 

 70 

1.2 Measuring the DUI and related variables: the state of the art 71 

To date, there is no international agreement about the definition of DUI and no 72 

standardized, structured and reproducible tool for measuring it. As a matter of fact, if 73 

many questionnaires have been proposed to assess the DUP (22), the identification of a 74 

reliable tool for quantifying the components of the psychopathological onset is still 75 

lacking. 76 

Some clinical interviews and questionnaires have an introductive section, which can be 77 

used to collect some general data about the patient’s clinical history. For instance, the 78 

second module of the Structured Clinical Interview for DSM-IV Axis I Disorders 79 
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(SCID-I) (23), titled ‘Overview’, collects some elements concerning the medical history 80 

of the patient. One box, in particular (P11), deals with the time of onset of the patient’s 81 

symptoms, while other questions concern the possible presence of triggering factors at 82 

the onset (box P12) and the time passed until the initial symptoms have fully developed. 83 

Box P16 asks when patients have had their first contact with anyone due to their 84 

psychiatric symptoms and whether a pharmacologic treatment was prescribed or not. 85 

Therefore, the DUI might be somehow deduced from these elements, but not univocally 86 

determined, in the absence of specific and definitive questions.  87 

In light of the above, our group developed the Psychopathological Onset and Latency to 88 

Treatment Questionnaire (POLT-Q), an ad-hoc questionnaire focused on the onset of 89 

psychiatric disorders and administration of the first pharmacological treatment. Authors, 90 

in order to assess patients with different clinical presentation, have already extensively 91 

and successfully used this questionnaire in several previous studies, aiming for a better 92 

characterization of symptoms at onset, while exploring the different components of 93 

psychopathological onset and nature of first pharmacological treatment (11,12). 94 

The principle aim of this study was to assess the reproducibility and manageability of 95 

the POLT-Q and to explore possible advantages of its regular use in clinical practice. 96 

 97 

2. Methods 98 
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 99 

2.1 Psychopathological Onset and Latency to Treatment Questionnaire (POLT-Q) 100 

The POLT-Q’s aim is to provide a standardized form to gather data about the onset of 101 

psychopathology, and nature of first psychopharmacological treatment. 102 

The design of the POLT-Q relies on the identification of specific concepts about the 103 

psychopathological onset of a psychiatric disorder. Onset in POLT-Q is described as the 104 

period between the first reported/observed change(s) in mental state/behaviour and the 105 

identification of a psychiatric diagnosis, achieved according to main diagnostic systems 106 

(International Statistical Classification of Diseases and Related Health Problems and 107 

Diagnostic and Statistical Manual of Mental Disorders) (24,25). On the other hand, age 108 

at onset consists of the age when the patient began to experience his first 109 

psychopathological symptoms. 110 

POLT-Q is composed by open and closed questions: some closed questions allow more 111 

than one answer in order to capture the complexity of onset (i.e. coexistence of many 112 

symptoms in the onset description or different reasons for having first seen a health 113 

provider).  114 
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2.1.1 Onset and nature of the first symptoms 115 

Patients are asked the age (in years) when the first symptom(s) occurred, referring to the 116 

first change(s) in their mental state/behaviour (26). The nature of symptoms is grouped 117 

into different clusters (mood, anxiety, psychotic, neurovegetative, eating, substance 118 

misuse and impulse-control), each of which has its own list of the most commonly 119 

reported symptoms, in order to better characterize that specific clinical dimension. The 120 

items are provided as illustrative examples and probes for interview but are not designed 121 

as an exhaustive list of all prodromal symptoms. The raters invite the patient to report 122 

the initial symptoms of their own psychiatric condition, thus ticking the corresponding 123 

areas; the raters then check the list by naming each area and asking the patient to state 124 

whether those symptoms were present as first changes in their psychic state or not. The 125 

positive areas are marked afterwards. 126 

2.1.2 Age at first pharmacological treatment 127 

Patients are then asked the age (in years) in which they took their first appropriate 128 

psychopharmacological treatment. This means the treatment had to be approved for the 129 

mental disorder they were suffering from and had to be compliantly taken at standard 130 

doses and for an adequate period of time, according to currently available International 131 

treatment guidelines (27). 132 
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The difference (in years) between the age of first appropriate pharmacological treatment 133 

and the starting date of the first symptoms generates the Latency to First 134 

Pharmacological Treatment (which, for the purpose of this work, coincides with the 135 

DUI). 136 

In order to help the patient outlining this lapse of time, crucial for the identification of 137 

the DUI, a visual summary has been proposed as an integrative part of the POLT-Q 138 

(available in the Appendix section). 139 

In addition to these elements, some additional data about the psychopathological onset 140 

are collected by the POLT-Q. Although not essential for the identification of the latency 141 

to treatment, these factors contribute to describe the beginning and the development of 142 

patient’s mental disorder. Among these: 143 

 Presence of stressful event(s) at the first symptom(s), including a list of suitable 144 

categories (life events, traumas, different types of abuse, medical condition, 145 

and/or others); 146 

 Time transpired from the occurrence of the above mentioned stressful event and 147 

the experience of the first symptom(s); 148 

 Time transpired from the onset of the first symptom(s) and the request for help 149 

from a health provider (general practitioner, psychologist, neurologist, psychiatrist, 150 

and/or others), including a list of possible reason(s) for this delay; 151 
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 Time transpired from the onset of the first symptom(s) and the request for help 152 

from a psychiatrist, in case the patient’s first contact was not with a psychiatrist. 153 

 154 

Ultimately, the POLT-Q includes a preliminary part, a collection of patient’s 155 

demographic data, and two sections; one dealing with patient’s psychopathological onset 156 

(section 1) and the other with first psychopharmacological treatment (section 2). A 157 

version of the POLT-Q is included in the Appendix. Its full version, with extended 158 

section 1) and 2), is available upon request to the corresponding author of the present 159 

article. 160 

 161 

2.2 Procedures 162 

Two raters were trained on how to use the POLT-Q by the questionnaire’s developers, 163 

which consisted of the explanation of its components and rating rules. The two raters 164 

had not taken any part in the development of the questionnaire per se and did not know 165 

the clinical history of the patients enrolled in the study. 166 

The interview took part in a quiet room. During each interview, both raters were present 167 

at the same time and one of them, chosen by the toss of a coin, administered the POLT-168 

Q to the patient, in order to minimize potential bias. If patient’s replies seemed uncertain, 169 
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the selected rater repeated the question again. Both raters independently completed the 170 

interview schedule for each subject and could not compare the collected answers.  171 

Fifty consecutive patients aged 16-65, collected either from the out- or the in-patient 172 

units of our hospital, were enrolled in this study. Due to its non-interventional but rather 173 

purely observational nature, this study had few exclusion criteria, represented by 174 

conditions which might pose a risk of unreliability in the reconstruction of patient’s 175 

clinical history, including: the presence of major cognitive impairments, a history of 176 

head trauma, the existence of a CNS disease and the presence of acute although transient 177 

psychotic features due to alcohol or substance ingestion. 178 

It is worthy to note that the nature of the mental disorder the patient was diagnosed with 179 

was not considered in this study, in order to avoid any chance of bias and according to 180 

the Authors’ aim to test the POLT-Q reliability in a wide range of psychiatric conditions.  181 

 182 

2.3 Statistical analysis 183 

The values of the replies collected by the two raters were compared by means of the 184 

Cohen’s Kappa test and the McNemar test. The first calculates the inter-rater agreement 185 

for the replies registered by the two evaluators, while the latter provides a measurment 186 

of the association between the replies, in the hypothesis of an even distribution of the 187 

inconsistent replies.  188 
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The statistical analyses were performed by means of the statistical software SAS vers. 189 

9.2 (SAS Institute, Inc. Cary, N.C. USA 2009). 190 

191 
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Results 192 

Table 1 shows the main socio-demographic characteristics of the sample. 193 

The sample of patients was characterized by the following clinical features (median 194 

[min-max]): age 45 [20-74] years, age at first symptoms 25.5 [5-64] years, age at full 195 

expression of psychopathological picture 26.75 [5-64.25] years, age at help seeking 30.5 196 

[10-64] years, months transpired between the consultation of a non-psychiatrist care-197 

provider and a specialist in psychiatry 12 [0-360], age at first pharmacological treatment 198 

(other than benzodiazepines) 33 [18-73] years. 199 

As shown in Table 2, in 20 out of 32 replies (62.5%), the consistency between the 200 

replies registered by the two raters was equivalent to 100%. In 2 out of 32 replies 201 

(6.25%) the agreement was below 95%, i.e. “family history of psychiatric disorder” and 202 

“nature of first symptoms: anxiety”.  203 

In 2 cases, for the question exploring the nature of first symptoms (in the “Onset” 204 

section), the replies provided by the patients were not differentiated enough to build a 205 

table comparing the inter-rater agreement consistency. More in detail, for one option of 206 

reply (unusual experiences, e.g.: suspiciousness, hallucinations, misperceptions, 207 

feelings/conviction of environment hostility, social withdrawal, etc.), both raters 208 

registered “no” from all the subjects. For the second one (impulsivity: discontrol 209 

episodes, aggressiveness), the first rater registered 48 “no” and 2 “yes”, while the second 210 
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rater registered 50 “no”. Such condition did not allow calculating neither the K 211 

coefficient nor the McNemar test. 212 

However, for all the replies, the K coefficient was higher than 0.8, being the latter 213 

unanimously recognized as a very good degree of agreement (28). 214 

  215 
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Discussion 216 

More than a half of the replies given by the proposed patients were registered with no 217 

discrepancy between the two operators. A minor percent of replies (6.25%) was 218 

subjected to an inter-rater agreement below 95%. 219 

Regarding the latter, the two questions involved consist of “family history of psychiatric 220 

disorder” and “nature of first symptoms: anxiety”. The family medical history is an 221 

important risk factor for several chronic conditions, yet challenges remain in efficiently 222 

identifying individuals at increased risk. Some Authors tried to pinpoint a questionnaire 223 

capable to detect such subjects, but further investigation is required to develop and 224 

formally validate a generic questionnaire, as an useful screening tool in primary care 225 

(29). 226 

The capability of patients to consistently report about their relatives’ history of mental 227 

disorder has been previously discussed. Often, patients might not know whether their 228 

relatives ever experienced a psychiatric disorder in their life, as such information might 229 

be difficult to be shared within certain families, often due to the discomfort and stigma 230 

still connected to psychiatric illnesses. In addition, some patients, when interviewed, 231 

might remain reticent and contradictory towards such data, in the attempt to protect their 232 

relatives’ privacy (30,31). 233 
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Regarding the anxious nature of the first symptoms experienced by the subjects 234 

interviewed, the discordance in the registered replies might be explained by the 235 

multiform presentation of anxiety and the overlapping symptoms of depressive spectrum. 236 

As a matter of fact, some well-established questionnaires, routinely administered to 237 

assess patients with a depressive symptomatology (e.g., Hamilton-Depression Rating 238 

Scale, Montgomery-Asberg Depression Rating Scale, Beck Depression Inventory, etc.) 239 

(32–34), also investigate symptoms pertaining to the anxiety spectrum (e.g., changes in 240 

sleep pattern, asthenia or fatigue, loss of energy, lack of concentration, changes in 241 

appetite, etc.) (35,36). In addition, comorbidity of depressive, anxiety and somatoform 242 

disorders has often been observed in patients assessed in primary care clinics and in the 243 

general population: in such cases of comorbidities, anxiety disorders might not be 244 

detected by the patient or the clinician as a single entity, especially in the context of the 245 

psychopathological onset (35,37–40). 246 

Finally, physical symptoms of anxiety could often be misinterpreted by patients, who 247 

usually impute them to organic diseases (i.e. cardiologic, neurological, etc.), because of 248 

the predominantly somatic clinical picture: increased heart rate, increased perspiration, 249 

muscle weakness, shaking and trembling, paresthesia, tachypnea etc. (41). 250 

It has not been possible to calculate either the K coefficient or the McNemar in two 251 

circumstances. All the answers were negative for both raters concerning the option of 252 
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reply “unusual experiences”. This might be explained considering that such symptoms 253 

are normally disruptive for patients and, therefore, they tend to distinctly remember 254 

whether such features were present or not at the beginning of their psychopathological 255 

picture. In other words, a potential recall bias is less likely to occurr for such a 256 

disturbing clinical onset. Another reason for this lack of differentiation in answers might 257 

be tracked back to the small sample size: when the questionnaire is administered on a 258 

large scale of patients, more varied replies may be provided. As a matter of fact, the 259 

prevalence of unusual experiences is lower that prevalence of other clinical features of 260 

onset (e.g. depression, anxiety) for patients at their first access to the psychiatric services 261 

(as the sample collected for the purpose of this work), and mirrors the prevalence of 262 

different psychiatric conditions. With regard to the option of reply “impulsivity”, all 263 

replies were negative for one rater, while 2 out of 50 were positive for the other rater. 264 

We believe this might be due to the operator-dependent nature of the POLT-Q, as 265 

further explained below.   266 

As it is conceived, the POLT-Q does not aim to formulate a current diagnosis or to 267 

detect a previous one. We believe this is a major point as, by not being a diagnostic tool, 268 

the POLT-Q can be used in all the patients with a psychiatric diagnosis and in those who 269 

do not have one yet. In addition, it does not investigate the severity of the clinical picture 270 
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experienced by the patient. Therefore, it can be employed regardless of the stage of 271 

illness the interviewee is experimenting. 272 

As a matter of fact, the POLT-Q is intended to be a brief and practical tool to collect 273 

some crucial variables of the clinical history of the interviewee. Some further 274 

advantages might consist of: 275 

 rapid administration: corresponding to 13 minutes on average;  276 

 manageable: a specialist education is not required in order to administer such 277 

questionnaire, but a 1-hour training is sufficient to contemporarily train a variety 278 

of sanitary operators (e.g.: general physicians, resident doctors, nurses, 279 

psychologists, etc.); 280 

 inexpensive: both the formation of the personnel and the hard copies of the 281 

questionnaire are advantageous in terms of costs;  282 

 patient-centred: apt to assess different kinds of patients attending various types of 283 

medical settings, e.g. inpatient, outpatients, subjects following rehabilitation 284 

program. 285 

Regarding the limitations of the POLT-Q, some of them may be considered operator-286 

related, while some others are patient-related. Although operators are trained to 287 

administer the questionnaire in a way to minimize the eventual interviewee’s 288 

ambivalence (see the relative section), patients can still produce disputable replies, 289 
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subjected to different interpretations by two distinct interviewers. As any other operator-290 

dependent examination, the POLT-Q might, therefore, lack of objectivity and can 291 

depend on interviewer’s interpretation of data collection. Operator-dependency might 292 

explain the minor degree of discordance observed for the 37.25% of the replies 293 

registered (yet, for such replies, the inter-rater level of agreement was included between 294 

95% and 99.9%). Recall bias is another limitation of the questionnaire; as any 295 

interviewing tool that relies on patient’s memory to summon the earlier stages of clinical 296 

history, the POLT-Q might suffer from interviewee’s impaired reliability, especially 297 

when an older age plays a crucial role (42). Finally, the strength of evidence might be 298 

limited by the small sample size; in consideration of the heterogeneity of the disorders 299 

assessed, a inter-rater reliability test over a larger number of patients might be suitable.  300 

According to our experience, as the POLT-Q identifies two key time points in the 301 

emergence of the psychopathological onset, i.e. the starting date of the first symptoms 302 

and the age at first pharmacological treatment, such tool could be used in the daily 303 

clinical practice as a convenient, reliable and standardised measure for DUI. Further 304 

studies on larges sample of patients are needed in order to confirm such preliminary 305 

results. 306 

  307 
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