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Abstract

Background:
Controlled prospective studies of the simultaneous long-term outcome of several common mental disorders are rare. This study was carried out to determine if there were important differences between the outcome of anxiety and depressive disorders after 12 years and what were their main predictors.  

Methods:
A cohort of 210 people seen in general practice psychiatric clinics with a DSM-III diagnosis of generalised anxiety disorder (71), panic disorder (74), or dysthymic disorder (65), including combined anxiety-depressive disorder (cothymia)(67) was followed  up after 12 years. Interview assessments of symptoms, social functioning and outcome were made, the latter using a new scale, the Neurotic Disorder Outcome Scale. An analysis of the predictive value of  17 baseline characteristics  was also carried out. 

Results:  Data were obtained from 201 (96%) patients, 17 of whom had died.  Only 73 (36%) had no DSM diagnosis at the time of follow-up. Using univariate and stepwise multiple linear regression those with cothymia, personality disorder, recurrent episodes and greater baseline self-rated anxiety and depression ratings (HADS), had a worse outcome than others; initial diagnosis did not contribute significantly to outcome and instability of diagnosis over time was much more common than consistency.

Conclusion:  Only two out of five people with common neurotic disorders have a good outcome despite alleged advances in treatment. Those with greater mood symptoms and premorbid personality disorder have the least favourable outcome.  It is suggested that greater attention be paid to the concurrent treatment of personality disorder and environmental factors rather than symptoms as these may be the real cause of apparent treatment resistance. 

Declaration of interest:  None

There has been burgeoning interest in the different diagnoses once subsumed under the general headings of anxiety and depressive neurosis since the introduction of DSM-III in 1980. Epidemiological studies using new diagnostic criteria have shown two consistent findings; the conditions once collectively described as neurotic disorders (generalised anxiety disorder, panic disorder, (major) depressive episodes, and dysthymic disorder, are very common with prevalences of between 10 and 20% in the population, and, more disturbingly, the level of comorbidity between these conditions is very high, with single disorders being much less common than combined ones (Robins et al, 1994; Angst &  Dobler-Mikola, 1996; Yonkers et al, 1996). The outcome of these disorders, despite apparent advances in knowledge and treatment, remains very similar to that reported in a seminal paper on the subject (Eysenck, 1952), which showed that approximately one third recovered, one third showed some improvement but still had residual symptoms, and another third was stubbornly persistent with little evidence of improvement.      

There is no convincing evidence that the outcome in these disorders has improved despite apparent advances in treatment. In the Nottingham Study of Neurotic Disorder, initiated in 1983, we studied the initial response of three disorders; dysthymic, panic and generalised anxiety disorder, to drug and psychological treatments in a randomised controlled trial (Tyrer et al, 1988), and subsequently assessed the longer term outcome. In addition to assessments of symptomatology and life events at baseline, we also recorded personality status.  The null hypothesis tested was that those with comorbid anxiety, depression and personality disorder would have a similar outcome but the expectation was that outcomes would, in fact, differ (Tyrer, 1985).

This paper describes the outcome of the original cohort, recruited between 1983 and 1987, 12 years after baseline assessments, with particular emphasis on the success of initial data in predicting outcome.    

Method

The design of the original study is described elsewhere (Tyrer et al, 1988). The population tested were patients seen between 1983 and 1987 at GP psychiatric clinics, a setting which is roughly the equivalent of a mid-point between a primary and secondary care setting, where patients are normally referred earlier than is usual to secondary care. Only drug-free patients were recruited after informed consent, including those that were taking drugs at first assessment but who had stopped them at least four weeks previously, and with a DSM-III diagnosis of dysthymic disorder, generalised anxiety disorder or panic disorder made using the Structured Clinical Interview for DSM-III (SCID)(Spitzer and Williams, 1983).  In addition to the diagnosis made using the hierarchical approach of  DSM-III we also recorded all SCID diagnoses at baseline and a separate comorbid anxiety/depressive population  defined as cothymia (Tyrer, 1989 (p.152); Tyrer , 2001)(the simultaneous presentation of  generalised anxiety or panic disorder and  depression (dysthymia)). 

The patients were assessed at baseline for overall symptomatology, anxiety and depressive symptoms, life events, somatisation concerns and personality status before being allocated using constrained randomisation to one of five treatments; diazepam, dothiepin, placebo, cognitive behaviour therapy  and self-help for first 10 weeks before continuing treatment preferentially in the same treatment mode. Continued assessments were made at 16, 32, and 52 weeks and at two years. The results after two years showed a differential effect of personality disorder on treatment outcome, with those allocated to psychological treatments having more symptoms than those receiving drug treatment (Tyrer et al, 1993). 

Personality was assessed with the Personality Assessment Schedule (PAS)(Tyrer and Alexander, 1979) at baseline. The PAS was developed in 1976. It scores 24 personality traits on an 8 point scale of social dysfunction created by the personality trait in question and identifies four main categories of personality disorder and nine sub-categories. It also, as indeed can most structured interviews for personality assessment, separates personality disturbance into four levels of severity, no personality disorder, personality difficulty, simple personality disorder, and diffuse or complex personality disorder (Tyrer & Johnson, 1996), using a hierarchical system in which the disorder with the greatest social dysfunction is given preference. Personality difficulty is the equivalent of ‘sub-threshold personality disorder’ when one less than the standard number of criteria for minimum diagnosis is reached, simple personality disorder is diagnosed when there is personality disorder (one or more) in one cluster (odd/eccentric, flamboyant/dramatic or anxious/fearful) only, and diffuse or complex personality disorder is when personality disorder is diagnosed in more than one cluster. The scores may also be converted into ICD-10 or DSM-IV personality disorder categories. Five raters assessed personality status using the PAS at baseline and were trained until they all reached satisfactory levels of reliability (Landis & Koch, 1977). 

Assessments

All patients were seen as near as possible to the 12th anniversary of original presentation using a semi-structured interview in which all instruments were given in a standard sequence. Assessments of diagnosis and symptomatology were recorded using the following instruments also used at baseline; overall symptomatology with the Comprehensive Psychopathological Rating Scale (CPRS) (Åsberg et al, 1978), depressive symptoms using the Hospital Anxiety and Depression Scale – Depression section  (Zigmond & Snaith, 1983) and the Montgomery and Åsberg Depression Rating Scale (MADRS)(Montgomery and Åsberg, 1979), anxiety using the Hospital Anxiety and Depression Scale – Anxiety section (Zigmond and Snaith, 1983)  and the Brief Anxiety Scale (BAS)(Tyrer et al, 1984), and the DSM Axis I diagnosis using both  the original DSM-III version of SCID (to compare the stability of the original diagnoses) and the DSM-III-R version of SCID (Spitzer et al, 1987). Where direct comparison was made with the original data the 1983 version of SCID was used so that stability of diagnosis was based on similar criteria.

Assessment of social function was made using the Social Functioning Questionnaire (SFQ), a self-rated 8-item questionnaire (range 0-24) in which a higher score indicates greater dysfunction (Tyrer, 1990). Unfortunately social function was not recorded at baseline so could not be included as a predictor variable; persistently poor social functioning was associated with baseline personality pathology and cothymia (Tyrer et al, 2001; Seivewright et al, 2004). Personality status was also recorded again, exactly 12 years after original assessment, and the results are presented elsewhere (Seivewright et al, 2002). Data on all costs of care were also obtained but these too are not reported here. 

 Outcome was measured in three ways; cross-sectional outcome at follow-up with dichotomous separation of no DSM diagnosis versus any DSM diagnosis (in which the time criteria for the main three diagnoses were for the original DSM-III descriptions, a similar dichotomous clinical assessment in which a judgement of ‘recovered’ was made on he basis of progress over the previous five years, and completion of a longitudinal assessment of outcome, the Neurotic Disorder Outcome Scale (NDOS)(Tyrer et al, 2001), itself adapted from a similar scale constructed by Surtees and Barclay (1994), the Depression Outcome Scale (DOS). The NDOS includes 10 measures suggestive of poor outcome and were each rated for absence or presence (Appendix). A score of more than 3 indicates a poor outcome.

The study was approved by the Nottingham Ethics Committee and written informed consent obtained.    The main hypothesis tested at long-term follow-up was that those originally identified with the general neurotic syndrome (ie personality disturbance in the anxious/fearful group and a combined anxious depressive diagnosis (cothymia)) would have a worse outcome than those without the syndrome. A subsidiary hypothesis was that personality disturbance at greater levels of severity had a negative influence on outcome, an issue about which there has been some controversy. We also wished to examine each of the initial 17 characteristics  to examine their value in predicting outcome. Although we considered the longitudinal outcome using NDOS as the most valid measure we also examined the other outcome measures for comparative purposes.  

Analysis

The associations between the NDOS score and the 17  baseline characteristics  in Table 2 were examined using univariate and stepwise multiple linear regression analysis. This included a limited examination of interactions, as well as investigation of the associations with the HADS depression score recorded at 2, 4, and 6 weeks post baseline. Although the NDOS score has a skewed distribution transformation (logarithmic, square root, and logistic) produced no major differences from analysis of the untransformed score and, consequently, the last is reported here. Similarly, transformation of some of the baseline data  produced no essential changes to conclusions and, again, the results of analysis with untransformed data are reported.

Associations between a DSM diagnosis (yes/no) at 12 years and the baseline characteristics  in Table 2 were examined using a multivariable logistic regression analysis similar to that described above for the NDOS data, but without examination of interactions. A similar analysis of recovery (yes/no) based on symptom severity over the last five years of the 12 year follow-up was also performed; recovery was defined as the absence of symptoms.

Results

NDOS

Of the 210 patients assessed at baseline 201 (96%), (mean age (sd) 36 (12); median (q1,q3)(27,43)) had NDOS scores recorded at 12 years, which ensured that for almost all patients we had longitudinal clinical data, largely derived from face-to-face interviews, over this long time period. The median (q1,q3) duration of symptoms before entry to the study was 80 weeks (28, 213) with 15 having  a duration of 12 weeks or less, 64 a duration of 12 to 52 weeks, 81 of 52 to 260 weeks, and 41 of greater than 260 weeks. Data from 184 were obtained by face-to-face interviews and 4 by telephone at the patient’s request. Sufficient information was available from 15  patients who had died to record an NDOS score. 84 of the interviews were obtained after visiting the patient without an agreed appointment (cold calling), and the ethics of this are described elsewhere (Tyrer et al, 2003a); cold calling was a major reason for the high follow-up rate. Of the 201 patients, 17 died during the period of follow-up, 5 (7%) of 68 with an initial diagnosis of GAD, 6 (10%) of 61 with dysthymic disorder, and 6 (8%) of 72 with panic disorder. 2 had died from suicide, 1 from HIV infection, 5 from cancer, 3 from respiratory diseases, 3 from heart disease, 1 from status epilepticus, and 2 from other causes. At 12 years follow-up, 73 (39%) of the 185 alive had no DSM diagnosis and 56 (30%) were rated as recovered; the full range of DSM diagnoses is shown in Table 1. NDOS scores from the 201 patients showed 83 (41%) scoring in the recovered or excellent outcome range (0,1), 74 (37%) in the moderate outcome range (2,3), and 44 (22%) in the poor outcome range (4-6). The highest score, six, was recorded by just 7 (3%) patients.

Eight patients (4%) of 201 were missing some baseline information (CPRS or personality status). Regression modelling was therefore conducted on 193 patients (96% of 201) with complete information; their distribution on  baseline characteristics  is shown in Table 2. Of these 193 patients, 77 (40%) had NDOS scores of 0 or 1, 72 (37%) of 2 or 3, and 44 (23%) of 4 to 6; 7 (4%) patients had the highest score of six.

Table 2 shows the mean (standard deviation (SD)) of NDOS scores in each subcategory of the 14 baseline characteristics together with the regression coefficient (and 95% confidence limits (CL)) when the NDOS score is regressed on each baseline characteristic  in a simple linear regression analysis; the corresponding F statistic (and P-value), and the percentage of variation explained, are also shown. For baseline characteristics  with just two categories, the regression coefficient is equal to the difference between the two mean NDOS scores. For categorical characteristics  the regression coefficient contrasts the mean NDOS score in the respective category with the mean NDOS score in the remaining categories. Age, social class, personality status, CPRS, MADRS, BAS and the two HADS scores were analysed as continuous variables.

Of the 17 regression coefficients in Table 2, 11  failed to demonstrate an association with NDOS score. With the other six the NDOS score increases with severity of personality disorder, psychopathology (CPRS), observer-rated anxiety (BAS), mixed diagnosis (cothymia), and self-rated anxiety and depression as measured by the HADS scale; only the last explains more than 10% of the variation in the NDOS score.

Stepwise forward selection techniques entered HADS depression , followed by personality status , and single (never married) marital status (Table 3) ; these three characteristics  together explained 19% of the variation in NDOS score and no other baseline characteristics  were selected at P=0.05. The model obtained after backward elimination starting from the full model (with all characteristics  included initially) retained only HADS depression and personality status; single marital status was eliminated mid-way. An investigation of squared terms for the continuous characteristics , and of first order interactions between all of the characteristics  revealed no other important effects. Although the HADS depression scores at 2, 4, and 6 weeks post baseline were moderately correlated with the baseline score and with each other (Pearson correlation coefficients between 0.61 and 0.75), the baseline score was selected first by the stepwise analysis and the scores at later times added nothing to it.

Table 3 shows the final model including the three baseline characteristics ; excluding single marital status produces only minor changes in the other two regression coefficients (and their 95% confidence limits). The model suggests that, on average, a change of one category in NDOS score results from a change of 9 units on the HADS depression score, and a change of 2.5 “units” in personality status.

No DSM diagnosis at follow-up

Of the 193 patients with NDOS scores at 12 years and available baseline information, 15 had died and another had no DSM diagnosis made, leaving 177 patients for analysis, a reduction of 8.3%. Sixty-eight patients (38% of 177) had no DSM diagnosis at 12 years. Stepwise multivariable logistic regression selected the HADS depression score ( χ2 = 8.1, df =1, P=0.004) followed by initial personality status ( χ2 = 4.9, df = 1, P=0.028), with no further characteristics  significant at P=0.05. The results suggest that the odds on having a DSM diagnosis at 12 years (as opposed to no diagnosis) increase by 1.1 (95% CL: 1.02, 1.2) for an increase of one point on the HADS depression scale, and by 1.4 (95% CL: 1.03, 2.0) for an increase of one level of personality status.

Recovery

Recovery was scored at 12 year interview if in the last five years there had been no significant psychiatric morbidity over this time period. If there had been brief affective disturbance or an adjustment reaction to a single event at a circumscribed point in this period this did not prevent a rating of ‘recovery’, but recurrent, or even a single, unprecipitated diagnosis, did preclude such a rating. This assessment was carried out for 186 patients (96% of those with NDOST scores and baseline information); and 55 patients (30%) were judged to be recovered. By contrast to the analyses of NDOS scores and DSM diagnosis, logistic regression analysis identified slightly different baseline characteristics associated with recovery; first new or recurrent episode (χ2 = 12.3, df = 1, P<0.001) and , secondly, HADS anxiety score (χ2 = 4.3, df = 1, P=0.037), the latter marginally ahead of the HADS depression score (χ2 = 4.1, df = 1, P=0.044). The results suggest that the odds on failure to recover increase by 3.9 (95% CL: 1.7, 9.1) with a recurrent episode, and by 2.0 (95% CL: 1.04, 4.0) for an increase of one point in the HADS anxiety score.         

Discussion

The findings showing that only about two in every five patients have a good outcome after 12 years is in keeping with those of other recent studies of long-term outcome (Piccinelli & Wilkinson, 1996; Yonkers et al, 1996; Emmanuel et al, 1998) and indicates that we still have far to go in improving the prognosis of anxiety and depressive disorders. The major problems indicated by high NDOS scores are a combination of persistence and relapse, some people maintaining levels of pathology for long periods and others changing from one diagnosis to another and great frequency (Seivewright et al, 2000). Relapse can also be provoked by life events, often of a relatively trivial nature, and often such relapses occur late in the course.  

The poor stability of the main diagnoses in the study (Table 1) is worth of comment. Although the dimensional nature of most psychiatric disorders makes many of them invalid in strict terms, a large proportion are nonetheless useful in helping to make clinical decisions (Kendell & Jablensky, 2003).  When the temporal stability of a diagnosis such as panic disorder is so poor that less than one in ten have the diagnosis after two (Seivewright et al, 2000) and 12 years (Table 1) even clinical utility falls off and so it is not surprising that the two conditions when treated together in primary care have similar outcomes (Proudfoot et al, 2002).    

The results also give some support to the notion of the general neurotic syndrome – a co-axial diagnosis of mixed anxiety and depression originally linked to personality disorder (Tyrer, 1985; Tyrer et al, 1992) but not subsequently (Andrews et al, 1990). Outcome recorded according to presence or absence of this syndrome showed poorer response at 2 and 12 years (Tyrer et al, 1992, 2003b). The syndrome includes both mixed affective and personality components and this is illustrated by the significant impact of both cothymia and personality disorder in predicting outcome at 12 years.  The fact that possession of any comorbid personality disorder, both an anxiety and depressive diagnosis (cothymia) and greater severity of symptoms contributes substantially to poor long-term outcome, is all in favour of the concept of a neurotic syndrome with personality and symptomatic components. Both these findings have received support from other studies. Combined anxiety/depressive disorders have long been identified as a morbid union carrying a worse prognosis than single disorders (Paykel, 1971; Van Valkenburg et al, 1984; Yonkers et al, 1996) and a systematic review has recently confirmed this (Emmanuel et al, 1998). However, in this study the index depressive disorder was dysthymia alone and so the cothymic group was not typical.  It is also relevant that the initial large proportion of cluster C personality disorders in the study (a common finding in studies of anxiety and depressive disorders) was much less when personality status was repeated at 12 years, when cluster A personalities were more prominent (Seivewright et al, 2002). This suggests that personality status is not as stable as suggested in DSM and ICD definitions of personality disorder, and recent work by Clark and her colleagues (2003) suggests a reason for this change over time; that personality assessment has an ‘affective shift’ that may have an influence on baseline assessment that is lost subsequently.         

Outcome was measured in this study by three different approaches; a simple cross-sectional absence or presence of a DSM diagnosis at follow-up, the 12 year outcome measured by the NDOS scale, and an intermediate longitudinal measure, improvement to the point of recovery over the latter five years of the follow-up period. These, interestingly, provided roughly similar results with respect to the predictor variables, and although the latter two have no independent validation (difficult to obtain as a gold standard is lacking) their agreement with each other and with the DSM results suggest they are all measuring the same phenomenon.  What is clear from the findings is that most clinical measures contribute very little to long-term prognosis and yet some predictive discrimination is sorely needed as outcome is so varied. The data with regard to recovery suggests that nearly one in three (30%) is virtually free of symptoms over the latter half of a 12-year period, yet a similar proportion is recurrently handicapped over the whole 12 years. 

The finding that personality disorder of all kinds contributes significantly to a worse prognosis is not especially surprising since the level of comorbidity between personality disorders is so great (Oldham et al, 1992). What is most marked in our sample is that with each increase of personality pathology there is an incremental deterioration in outcome, with those having complex (diffuse) personality disorders having the greatest impairment (more than doubling the chances of a poor outcome (Table 2) . This finding to some extent validates the dimensional system used to record severity of personality disorder (Tyrer and Johnson, 1996). The absence of a specific cluster C link to poor outcome suggests that other personality links to affective disturbance (eg borderline personality disorder and dysthymia)(Sullivan et al, 1994) contribute to a negative outcome also. A recent review suggested that the evidence that personality disorder leads to a poorer outcome in depressive disorders (Mulder, 2002) but our findings contradict this, particularly as personality disorder was only one of two clinical characteristics  contributing to poor outcome. The demographic characteristic of single status may also have a small impact on prognosis.
Taking the results together the findings show that a few relatively simple assessments carried out at the first detailed assessment of a patient with one of the common psychiatric disorders are predictive of clinical outcome.  In particular, the HADS scale, which usually takes less than 5 minutes to complete and which is a robust measure of mood status in many different settings (Bjelland et al, 2002), is better than any other single measure in predicting the outcome of both anxiety (the most frequent in this study) and depressive disorders after the long interval of 12 years. Personality assessment takes somewhat longer but brief assessments are possible (Moran et al, 2003) and may also merit development in a simpler form without the need for the identification of categorical disorders of personality .

By comparison with this the failure of the formal diagnoses of generalised anxiety disorder, dysthymic and panic disorder to contribute more than a small part of the outcome variance (mainly due to the somewhat poorer outcome in dysthymic disorder) is very disappointing, and makes a case for their re-evaluation as diagnostic concepts on the grounds of clinical validity (Kendell, 1989; Tyrer et al, 2001).  There is now considerable evidence that the only beneficiaries of the continued separation of these diagnoses are the pharmaceutical companies, and their fundamental need, to introduce new and effective drugs, is also being compromised by the continuous search for new licenses for diagnoses that are little different from each other (Shorter & Tyrer, 2003), and which appear to have common origins (Kendler et al, 1995). Three alternative, more useful, diagnoses identified in this study are (i) single moderate mood pathology (good outcome), cothymic moderate mood pathology (intermediate outcome) and comorbid cothymic and personality disorder (poor outcome). If resources were directed more towards the second and third groups rather than to the first which has a good outcome independent of treatment (ie is really equivalent to adjustment disorder), and more attention was paid to the environmental and personality components in treatment (Tyrer, 2002; Leichsenring & Leibing, 2003) the outcomes of these common mental disorders might be improved. The old notion of neurosis as a core of mixed mood and personality disturbance is currently rejected in official classification but our data suggest it persists despite official neglect and that those who continue to use it are more evidence-based than atavistic in their thinking  (Duggan et al, 2003; Tyrer et al, 2003b).       
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	DSM diagnosis after 12 years  
	Original DSM diagnosis

	
	Dysthymia 
	GAD 
	Panic 
	Total 

	None
	      21 (34)
	      28 (41)
	      24 (33))
	      73 (36)

	Dementia (290-294)
	        0
	        2 (3)
	        1 (1)
	        3   (1)

	Major depressive episode (296.2 and 296.3
	      10 (16)
	        7 (10)
	      13 (18)
	      30 (15)

	Panic disorder without agoraphobia (300.01)
	        1 (2)
	        2 (3)
	        1 (2)
	        4   (2)

	Panic disorder with agoraphobia (300.21)
	        0
	        1 (1)
	        6 (8)
	        7   (4)

	Generalised anxiety disorder (300.02)
	        3 (5)
	        2 (3)
	        4 (6)
	        9   (5)

	Agoraphobia without panic (300.22)
	        3 (5)
	        4 (6)
	        6 8)
	      13   (7)

	Social phobia (300.23)
	        0
	        1 (1)
	        2 (3)
	        3   (1)

	Specific phobia (300.29)
	        1 (2)
	        0
	        2 (3)
	        3   (1)

	Obsessive compulsive disorder (300.3)
	        1 (2)
	        0
	        0
	        1 (<1)

	Dysthymic disorder (300.4)
	      11 (18)
	      12 (18)
	        6 (8)
	      29 (14)

	Others 
	        4 (7)
	        5* (7)
	        2 (3)
	      11* (5)

	Died
	        6 (10)
	        4   (6)
	        5 (7)
	      15   (8)

	TOTALS
	      61
	      68
	      72
	    201


(Percentages of column total in brackets)

 


* includes one not known

Table 1. DSM diagnosis at 12 years follow-up in 201 patients with recorded NDOS scores (those who died but had a DSM diagnosis are counted under ‘died’ )

The main diagnosis followed DSM-III hierarchical conventions with dysthymia taking precedence over GAD and panic disorder takin precedence over both dysthymia and GAD in those with comorbid diagnoses

	Baseline characteristic 
	(n)
	NDOS score (Mean (SD))
	Regression coefficient 

(95%CL)
	F

(P)
	%

	Gender

   Male

   Female


	  (59)

(134)
	2.4 (1.8)

2.0 (1.7)
	(0)

-0.43 (-0.96,0.09)


	  2.6 (0.11)


	1.4



	Age Group (years)

    <30

   30-44

   45+


	  (61)

  (86)

  (46)
	2.3 (1.8)

2.1 (1.7)

1.9 (1.6)
	-0.14 (-0.34,0.06)


	  1.5 (0.22)


	1.0



	Social class

   1, 2

   3

   4

   5


	  (25)

  (41)

  (74)

  (53)
	2.0 (1.7)

1.7 (1.6)

2.1 (1.7)

2.6 (1.8)
	  0.26  (0.01,0.50)
	  2.8 (0.095)
	2.2

	Marital status

   Married / cohabiting

   Single

   Separated / divorced  / widowed


	  (80)

  (60)

  (53)
	1.9 (1.7)

  2.4 (1.9)

2.2 (1.6)
	  0.45 (-0.07,0.97)

  0.02 (-0.53,0.56)
	 2.8 (0.095)

  0.0 (1.0)
	1.5

0.0

	Initial randomised treatment

   Drug therapy

   CBT

   Self-help


	  (77)

  (77)

  (39)
	2.3 (1.6)

2.1 (1.7)

1.9 (1.9)
	-0.12 (-0.62,0.37)

-0.27 (-0.88,0.33)
	  0.2 (0.62)

  0.8 (0.38)
	0.1

0.4

	Initial diagnosis

   Dysthymia

   GAD

   Panic disorder


	  (58)

  (64)

  (71)
	2.7 (1.8)

1.8 (1.5)

2.0 (1.8)
	-0.47 (-0.98,0.05)

-0.24 (-0.75,0.26)
	3.2 (0.075)

  0.9 (0.35)
	1.6

0.5

	Personality status (level)

   0

   1

   2

   3


	  (84)

  (39)

  (50)

  (20)
	1.7 (1.4)

2.1 (2.0)

2.3 (1.7)

3.7 (1.4)
	 0.50  (0.28,0.72)


	19.8 (<0.001)


	9.4

	Original episode

   New

   Recurrence


	(130)

  (63)
	2.0 (1.8)

2.4 (1.6)
	(0)

  0.38 (-0.14,0.90)
	  2.1 (0.15)
	1.1

	Total psychopathology (CPRS)

     0 – 16

   17 – 21

   22 – 28

   29+
	  (45)

  (54)

  (49)

  (45)
	1.9 (1.8)

1.5 (1.4)

2.5 (1.6)

2.7 (1.9)
	  0.057 (0.028, 0.086)
	14.9 (<0.001)


	7.2



	Observer rated depression (MADRS)

  0 – 15

 16 – 19

 20 – 25

 26+
	  (55)

  (43)

  (47) 

  (48)
	1.8 (1.7)

2.1 (1.8)

2.3 (1.6)

2.4 (1.8)
	0.028 (-0.002, 0.058)
	3.4 (0.07)
	1.8

	Observer rated anxiety (BAS)

  0 – 15

 16 – 19

 20 – 25

 26+
	 (48)

 (50)

 (51)

 (44)
	1.9 (1.7)

1.5 (1.5)

2.5 (1.8)

2.7 (1.8)
	0.045 (0.011, 0.079)
	6.8 (0.011)
	3.5

	Initial comorbidity

   Dysthymia

   GAD

   Panic disorder

   Mixed anxiety-depression

      (Cothymia)


	    (5)

  (64)

  (57)

  (67)
	4.0 (1.9)

1.8 (1.5)

1.8 (1.7)

2.6 (1.8)
	(0)

(0)

(0)

0.65 (0.15,1.16)
	  6.5 (0.011)
	  3.3

	Self-rated anxiety (HADS-A)

     0 –  8

   9 – 12

   13 - 15

   16 – 22


	  (21)

  (36)

  (61)

  (75)
	1.8 (1.8)

1.8 (1.7)

2.2 (1.7)

2.4 (1.8)
	0.069 (0.001,0.14)


	  4.0 (0.049)


	 2.0



	Self-rated depression (HADS-D)

    0 –  8

   9 – 12

   13 - 15

   16 – 22
	  (68)

  (57)

  (44)

  (24)
	1.5 (1.4)

2.1 (1.7)

2.6 (1.8)

3.1 (1.8)
	0.13 (0.07,0.18)
	23.1 (<0.001)
	10.8




Table 2.  Relationship between baseline characteristics  and outcome as measured by the Neurotic Disorder Outcome Scale (NDOS) over 12 years in 193 patients

(Table shows the number of subjects in each category (n); regression coefficient (95% confidence interval) from a simple (univariate) linear regression; the associated F-statistic on 1 and 191 degrees of freedom, and its P-value; and, the percentage of variation (%) in NDOS score explained by the baseline covariate.The regression coefficient for age is per decade. For baseline characteristics  treated as  binary contrasts, (0) indicates the reference category; for marital status, initial randomised treatment, and initial diagnosis, there are two contrasts, each of a designated category (shown with a regression coefficient) against the other two categories combined. All other characteristics  are regarded as continuous). 

The cothymia (mixed anxiety depression) group includes only those patients who qualified for both a dysthymic and GAD and/or panic disorder at baseline 

Table 3: Final model of characteristics  predicting outcome (NDOS score)

at 12 years in 193 patients

	Characteristic


	Regression coefficient

(95%CL)
	Cumulative percentage of variation explained
	F, df, P

	Intercept
	0.36 (-0.26, 0.97)
	
	

	HADS depression
	0.11 (0.06, 0.17)
	10.8
	23.1, (1, 191), <0.001

	Personality status
	0.42   (0.20, 0.63)
	16.9
	14.0, (1, 190), <0.001

	Single marital status
	0.52   (0.05, 1.00)
	18.9
	  4.6, (1, 189),   0.032


(Final column shows F-statistic, degrees of freedom, and P-value, at each step of  selection).

Appendix:      Neurotic Disorder Outcome Scale  [NDOS] with distribution of scores after 12 years separated by initial diagnosis
Total score of 0-10 based on score of 1 for each of the following, with numbers and

percentages scoring positively for each item

	
	Follow-up characteristic
	Dys (n=61)
	GAD

(n=68)
	Panic

(n=72)
	Total

	1
	More than one year with any of the following disorders:- GAD, DYS, MDE, Ag, PAG, Ob, SOP
	 44 (72)


	44 (65)


	49 (68)

  
	137 (68)

	2
	Developed alcohol dependence syndrome (DSM or ICD criteria)
	   12 (20)
	  7 (10)
	  7 (10)
	26 (13)

	3
	Developed organic brain disorder (ICD F04-06) or DSM amnestic disorder (294) but excluding dementia
	    1   (2) 
	3   (4)
	2   (3)  
	6 (3)

	4
	Follow-up SFQ score of 10 or greater
	33 (54)
	18 (26)
	18 (25)
	69 (34)

	5
	Subsequent disorder within the schizophrenia group (including delusional disorder) (F20-29-ICD-10 and 293, 295, 297 and 298 in DSM-IV)
	1 (2)
	1 (1)
	2 (3)
	4 (2)

	6
	More than 70% of follow-up with diagnosis equivalent to or more serious than original neurotic diagnosis (ie GAD, DYS, PAN, PAg, Ag, Ob, MDE, MEL, SOP)
	32 (52
	24 (35)
	27 (38)
	83 (41)

	7
	Subsequent MDE or agoraphobia (any type) of more than 2 years duration
	18 (30)
	15 (22)
	23 (32)
	56 (28)

	8
	More than 4 episodes of MDE (including MEL) during follow-up
	7 (11)
	2 (3)
	7 (10)
	16 (8)

	9
	Unnatural death (including accidental death, open verdict and suicide)
	0
	0
	2
	2 (1)

	10
	Admitted to psychiatric hospital during follow-up
	7 (11)
	6 (9)
	6 (8)
	19 (9)


(GAD = generalised anxiety disorder, DYS = dysthymic disorder, PAN = panic disorder,

Pag = Panic disoder with agoraphobia, Ag = agoraphobia, Ob = Obsessive-compulsive disorder, MDE = major depressive episode, MEL = melancholia, SOP = social phobia: all using DSM-III diagnostic crieria with hierarchy suspended), SFQ = Social Functioning Questionnaire
The only significant difference between diagnoses is for higher social dysfunction in dysthymic disorder (item 4), Χ2=15.2, df=2, P<0.001.
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