SUPPLEMENTARY RESULTS
Supplementary Results S1. Association of focused interventions and baseline clinical/demographic characteristics

When using a more liberal threshold uncorrected for multiple comparisons, there was a trend towards higher levels of depressive or anxiety comorbidities in the CBT+AD group vs the Combo group (p<0.05). There were also uncorrected significant between-groups differences in the unusual thought content, emotional disturbances, depression, impaired role function, aggressive behaviour, impaired bodily sensation, suicidality and self-harm items of the CAARMS.
HR patients who were offered CBT+AP had higher scores on unusual thought content as opposed to HR patients who were receiving CBT+AD (p=0.037,unc). HR patients treated with CBT+AD had more severe emotional disturbances (p=0.030, unc) and depressive symptoms (p=0.003, unc) relative to those receiving CBT only. The HR patients receiving CBT+AD had also higher levels of impaired role function (p=0.031, unc) than the CBT only group. HR patients treated with CBT+AP showed higher scores on aggressive behaviour item (p=0.041, unc) relative to the CBT only group. CBT+AD group had higher scores on impaired bodily sensation item compared to CBT (p=0.010, unc) and Combo (p=0.009, unc) groups. CBT group showed lower scores on suicidality and self-harm item compared to CBT+AD (p=0.011, unc) and Combo (p=0.029, unc) groups.
Supplementary Results S2. Interaction between focused interventions and time on HR symptoms

There was a significant effect for time surviving multiple comparisons in almost all CAARMS items (see Table 2), with an overall improvement of symptoms at follow-up. No effects for group or interactions of group by time were observed when using a threshold corrected for multiple comparisons. At a more liberal threshold there were significant time (baseline-follow-up) by group effects in the following CAARMS items: unusual thought content (F(3,75)=2.791, p=0.046), inappropriate affect (F(3,68)=3.117, p=0.032), anhedonia (F(3,60)=3.199, p=0.03) and depression (F(3,65)=4.299, p=0.008) (see online Supplementary Table S4). Post-hoc analyses showed that CBT+AP intervention was associated with greater improvement in inappropriate affect, compared to Combo interventions (p=0.027). CBT+AD intervention was associated with a greater improvement in anedhonia, as compared to CBT+AP (p=0.018), and greater improvement in depressive symptoms, as compared with CBT (p=0.024). There were no significant interactions between time and group, except for suicidality and self-harm score (F(3,63)=3.691 , p=0.016); these items showed greater improvement over time in the CBT group than in the Combo group (p=0.011).

Supplementary Results S3. Supplementary analysis testing additional potential confounders
We tested our original model including treatment group as covariate against further models including additional potential confounders adopting the Log Rank test. Variable with less than 40% of missing data were tested if there was a sensitive between group baseline difference of p<0.1. We also tested variable based on clinical judgement. Overall, no significant change from the original regression model emerged when age (p=0.49), gender (p=0.95), ARMS subgroups (p=0.07), positive symptomatology according with CAARMS criteria (p=0.27), GAF score (p=0.22), severity of disorders of thought content (p=0.25) and anxiety or depressive comorbidity (p=0.89) were entered in the model. Also for these models the interaction term treatment x confounder did not change the fitting of our data.
Supplementary Results S4. Additional Cox Regression analysis (three groups)

Our model was further tested excluding the “combo” group from the Cox Regression analysis and re-running the model. The model was still significant and predictive of psychosis transition (regression model: -2LL=300.246, χ2(2)=10.251, p=0.005). CBT+AP intervention was still associated with a higher risk of transition (HR=7,688, CI 95% 1.759 to 33.595, p=0.007) as compared to CBT+AD.

Supplementary Table S1. Exposure to medications (antidepressants, antipsychotics, none) before OASIS referral (part above of the table) and details of focused interventions in the entire OASIS sample with type of molecule offered (part below of the table).
	Previous medications offered
	N (%)
	Molecule
	Measure
	Mean Dose
	SD

	NONE
	103 (40)
	
	
	
	

	AP
	10 (4)
	
	overall CPZ Eq
	121.1
	104.5

	
	4
	Olanzapine
	CPZ Eq
	105.3
	74.4

	
	3
	Risperidone
	“
	63.1
	21.9

	
	1
	Quetiapine
	“
	17.6
	0

	
	1
	Aripiprazole
	“
	311.5
	0

	
	1
	Haloperidol
	“
	271.7
	0

	AD
	36(14)
	
	
	
	

	
	18
	Citalopram
	mg
	24.7
	13.7

	
	6
	Fluoxetine
	“
	15
	12.2

	
	7
	Sertraline
	“
	28.3
	40.2

	
	2
	Mirtazapine
	”
	20
	28.3

	
	1
	Paroxetine
	“
	20
	0

	
	2
	Missing
	
	
	

	MISSING
	109 (42)
	
	
	
	

	Details of treatments offered(a)
	
	
	
	
	

	All subjects receiving CBT
	190* (74)
	
	Sessions attended
	12
	7.7

	All subjecst receiving AP
	69 (27)
	
	overall CPZ Eq
	110.6
	85

	
	48
	Quetiapine
	CPZ Eq
	109.4
	79.9

	
	11
	Risperidone
	“
	99.8
	51.6

	
	6
	Olanzapine
	“
	122.8
	43

	
	2
	Aripiprazole
	“
	272.6
	275.4

	
	2
	Missing
	
	
	

	All subjects receiving AD
	62 (24)
	
	
	
	

	
	34
	Citalopram
	mg
	27.1
	13.2

	
	11
	Mirtazapine
	“
	27.3
	13.1

	
	10
	Fluoxetine
	“
	30
	17.3

	
	6
	Sertraline
	“
	58.3
	20.4

	
	1
	Venlafaxine
	“
	150
	0

	MISSING
	33 (13)
	
	
	
	


AP= Antipsychotic; AD= Antidepressant; CBT= Cognitive –Behavioural Therapy; CPZ Eq= Chlorpromazine equivalents

(a) the sum of these groups do not match the baseline OASIS study sample (n=258) as some subjects were receiving more than one active treatment. See figure 1 in the main text for the exact clustering of focused intervention.

* 3 outliers were excluded in the mean dose calculation.

Supplementary Table S2. Association of exposure to medications before OASIS referral and socio-demographic, clinical and functional variables.

	 
	N valid (mean±sd or %)
	Test statistic

	 
	None
	AP
	AD
	χ2
	p

	Categorical variable
	
	
	
	
	

	Gender
	
	
	
	5.824
	0.054

	Male
	58 (56.3)
	  9 (90)
	  17 (47.2)
	
	

	Female
	45 (43.7)
	  1 (10)
	  19 (52.8)
	
	

	Ethnicity
	
	
	
	5.407
	0.493

	White British
	41 (39.8)
	  5 (50)
	  15 (42.9)
	
	

	Black
	43 (41.7)
	  4 (40)
	  9 (25.7)
	
	

	White other
	8 (7.8)
	  1 (10)
	  5 (14.3)
	
	

	Other
	11 (10.7)
	  0 (0)
	  6 (17.1)
	
	

	Employment
	
	
	
	12.172
	 0.016*

	Unemployed
	46 (44.7)
	  3 (30)
	  22 (64.7)
	
	

	Employed
	25 (24.3)
	  6 (60)
	  8 (23.5)
	
	

	Student
	32 (31.1)
	  1 (10)
	  4 (11.8)
	
	

	Family type
	
	
	
	7.618
	0.472

	Living with parents
	44 (44.4)
	  1 (10)
	  16 (45.7)
	
	

	Cohabiting
	21 (21.2)
	  4 (40)
	  8 (22.9)
	
	

	Living alone
	18 (18.2)
	  4 (40)
	  8 (22.9)
	
	

	Other
	15 (15.2)
	  1 (10)
	  3 (8.6)
	
	

	Marital status
	
	
	
	2.706
	0.845

	Single
	85 (82.5)
	  7 (70)
	  28 (80)
	
	

	Living together
	10 (9.7)
	  1 (10)
	  3 (8.6)
	
	

	Divorced/separated
	4 (3.9)
	  1 (10)
	  1 (2.9)
	
	

	Married
	4 (3.9)
	  1 (10)
	  3 (8.6)
	
	

	Referral
	
	
	
	5.459
	0.708

	Mental Health serv.
	40 (50)
	  4 (50)
	  15 (51.7)
	
	

	GP
	18 (22.5)
	  1 (12.5)
	  8 (27.6)
	
	

	Self / Relatives
	11 (13.8)
	  1 (12.5)
	  2 (6.9)
	
	

	Emergency dep.
	5 (7.5)
	  2 (25)
	  2 (6.9)
	
	

	Others
	6 (7.5)
	  0 (0)
	  2 (6.9)
	
	

	ARMS subroup
	
	
	
	32.825
	<0.001*

	APS
	73 (70.9)
	  4 (40)
	  26 (72.2)
	
	

	BLIP
	9 (8.7)
	  6 (60)
	  0 (0)
	
	

	Mixed
	21 (20.4)
	  0 (0)
	  10 (27.8)
	
	

	Comorbidities
	
	
	
	16.996
	0.002*

	None
	21 (26.2)
	  3 (37.5)
	  3 (10.7)
	
	

	Depression and/orAnxiety
	28(35)
	  3 (37.5)
	  22 (78.6)
	
	

	Others
	31 (38.8)
	  2 (25)
	  3 (10.7)
	
	

	Functional status (a)
	
	
	
	5.966
	0.051

	Good
	29 (39.2)
	5 (71.4)
	5 (21.7)
	
	

	Poor
	45 (60.8)
	2 (28.6)
	18 (78.3)
	
	

	Continuous Variables
	
	
	
	F
	p

	Age
	110 (22±4)
	  9 (26±6)
	  35 (23±5)
	4.583
	0.012*

	CAARMS(b)
	
	
	
	
	

	disorders of thought content
	80 (4±1)
	  8 (3±3)
	  27 (3±2)
	0.771
	0.465

	perceptual abnormalities
	79 (3±2)
	  8 (2±3)
	  26 (3±2)
	0.465
	0.629

	disorganized speech
	79 (2±2)
	  8 (1±2)
	  27 (2±2)
	0.339
	0.713


CBT= Cognitive Behavioural Therapy GAF= Global Assessment of Functioning; CAARMS= Comprehensive Assessment of the At Risk Mental State

(a)  Poor, GAF<61; Good, GAF≥61; *significant differences p<0.05 corrected; (b) no significant effects on all the remaining CAARMS items. CAARMS scores are approximated to entire number.

Supplementary Table S3. Descriptive analysis of clinical and functional characteristics of the OASIS sample at follow-up (6 years, SD=2.5).

	Variable
	Levels
	N valid
	Mean (sd)

or N (%)

	
	
	
	

	Transition to psychosis
	
	258
	

	
	no
	
	211 (81.8)

	
	yes
	
	47 (18.2)

	Treated with medication
	
	71
	

	
	no
	
	45 (63.4)

	
	yes
	
	26 (36.6)

	
	
	
	

	Functional status *
	
	95
	

	
	Poor
	
	38 (40)

	
	Good
	
	57 (60)

	CAARMS severity
	
	
	

	disorder of thought content
	
	92
	2 (2)

	perceptual abnormalities
	
	91
	2 (2)

	disorganized speech
	
	90
	1 (1)

	subjective experience
	
	43
	2 (1)

	cognitive change
	
	90
	0 (1)

	emotional disturbance
	
	90
	0 (1)

	blunted affect
	
	90
	1 (1)

	inappropriate affect
	
	89
	0 (1)

	alogia
	
	88
	0 (1)

	avolition
	
	83
	1 (1)

	anhedonia
	
	80
	1 (1)

	social isolation
	
	90
	1 (2)

	impaired role function
	
	91
	1 (2)

	disorganized behaviour
	
	91
	0 (1)

	aggressive behaviour
	
	92
	2 (2)

	impaired motor function
	
	89
	0 (0)

	change in motor function
	
	89
	0 (0)

	impaired bodily sensation
	
	86
	0 (0)

	impaired autonomic func.
	
	89
	0 (1)

	mania
	
	91
	0 (1)

	depression
	
	87
	2 (2)

	suicidality&Self-harm
	
	84
	1 (1)

	mood swings
	
	91
	1 (1)

	anxiety
	
	90
	1 (2)

	OCD symptoms
	
	91
	1 (1)

	dissociative symptoms
	
	90
	0 (1)

	impaired tolerance to stress
	
	90
	0 (1)


CAARMS= Comprehensive Assessment of the At Risk Mental State
CAARMS scores approximated to entire number. * Poor, GAF<61; Good, GAF≥61

Supplementary Table S4. Longitudinal analysis: main effect for group of focused interventions, time (baseline-follow-up) and group by time interactions.

	
	Interaction group*time
	Main effect of time
	Main effect of group

	CAARMS severity
	F
	p
	Partial Eta Squared
	F
	p
	Partial Eta Squared
	F
	p
	Partial Eta Squared

	disorders of thought content
	1.032
	0.384
	0.04
	64.264
	<0.001**
	0.461
	2.791
	0.046*
	0.1

	perceptual abnormalities
	0.308
	0.819
	0.013
	29.577
	<0.001**
	0.288
	0.073
	0.974
	0.003

	disorganized speech
	0.077
	0.972
	0.003
	7.854
	0.007*
	0.098
	0.546
	0.652
	0.022

	subjective experience
	0.746
	0.528
	0.031
	171.328
	<0.001**
	0.713
	0.579
	0.631
	0.025

	cognitive change
	0.778
	0.51
	0.033
	21.745
	<0.001**
	0.242
	0.43
	0.732
	0.019

	emotional disturbance
	1.05
	0.376
	0.044
	56.913
	<0.001**
	0.456
	0.214
	0.887
	0.009

	blunted affect
	0.625
	0.601
	0.026
	9.583
	0.003*
	0.122
	0.131
	0.942
	0.006

	inappropriate affect
	0.404
	0.751
	0.018
	0.382
	0.539
	0.006
	3.117
	0.032*
	0.121

	alogia
	0.91
	0.441
	0.039
	26.719
	<0.001**
	0.285
	0.91
	0.441
	0.039

	avolition
	1.717
	0.173
	0.077
	40.94
	<0.001**
	0.398
	1.340
	0.27
	0.061

	anhedonia
	1.218
	0.311
	0.057
	34.733
	<0.001**
	0.367
	3.199
	0.03*
	0.138

	social isolation
	0.109
	0.955
	0.005
	40.706
	<0.001**
	0.374
	0.458
	0.712
	0.02

	impaired role function
	0.072
	0.975
	0.003
	51.574
	<0.001**
	0.428
	0.536
	0.659
	0.023

	disorganized behaviour
	0.627
	0.6
	0.027
	22.718
	<0.001**
	0.248
	0.510
	0.677
	0.022

	aggressive behaviour
	0.163
	0.921
	0.007
	23.252
	<0.001**
	0.252
	1.463
	0.232
	0.06

	impaired motor function
	0.381
	0.767
	0.017
	31.586
	<0.001**
	0.32
	0.22
	0.882
	0.01

	change in motor function
	1.066
	0.369
	0.045
	4.896
	0.03*
	0.067
	1.066
	0.369
	0.045

	impaired bodily sensation
	0.529
	0.664
	0.024
	41.732
	<0.001**
	0.391
	1.539
	0.213
	0.066

	impaired autonomic function
	0.202
	0.895
	0.009
	50.93
	<0.001**
	0.436
	2.358
	0.08
	0.097

	mania
	2.671
	0.054
	0.104
	6.232
	0.015*
	0.083
	0.587
	0.625
	0.025

	depression
	1.848
	0.147
	0.079
	31.77
	<0.001**
	0.328
	4.299
	0.008*
	0.166

	suicidality & self-harm
	3.691
	0.016*
	0.149
	52.551
	<0.001**
	0.455
	2.625
	0.058
	0.111

	mood swings
	1.831
	0.15
	0.075
	6.998
	0.01*
	0.093
	0.260
	0.854
	0.011

	anxiety
	0.772
	0.514
	0.033
	29.062
	<0.001**
	0.299
	1.122
	0.347
	0.047

	OCD symptoms
	1.458
	0.234
	0.06
	18.845
	<0.001**
	0.215
	0.979
	0.408
	0.041

	dissociative symptoms
	0.545
	0.653
	0.024
	8.892
	0.004*
	0.117
	0.382
	0.766
	0.017

	impaired tolerance to stress
	0.124
	0.946
	0.005
	66.222
	<0.001**
	0.49
	1.348
	0.266
	0.055


*significant results, not corrected for multiple comparisons

**significant results surviving multiple comparisons correction

