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RAPID Objectives

* To determine if GSH using Spring was at least equivalent in
effectiveness (non-inferior) and cost-effective relative to individual
face-to-face CBT-TF for people with PTSD

* To describe the experience of receiving GSH using Spring from the
recipient’s perspective, and the delivery of GSH using Spring from the
therapist’s perspective

* To determine if specific factors may impact effectiveness and
successful roll-out of GSH for PTSD in the NHS
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RAPID

Design

Multi-centre pragmatic randomised
controlled non-inferiority trial with
nested process evaluation:

* GSH not expected to be more effective
than CBT-TF

* Potential additional benefits, e.g., choice,
time, cost and convenience

Individual randomisation
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Eligibility Criteria

* Inclusion
* Aged 18 or over
* Primary diagnosis of mild to moderate PTSD to a single event
* Regular internet access
* Ability to read and write fluently in English

e Exclusion
* Previous completion of a course of TFPT for PTSD
* Current PTSD symptoms to more than one traumatic event
* Current engagement in psychological therapy
* Psychosis, substance dependence, active suicide risk
* Change in psychotropic medication in the past four weeks
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Interventions

* GSH using Spring
* Initial meeting of one hour
* Four subsequent fortnightly meetings of 30 minutes
* Four brief telephone calls or email contacts between meetings

* Cognitive Therapy for PTSD
* Ehlers & Clarke (2000)

* Up to 12 face-to-face, manualised, individual, face-to-face weekly meetings of
60-90 minutes

* Augmented by between meeting assignments CARDIFF
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Outcome Measures

* Primary outcome measure
¢ (Clinician Administered PTSD Scale for DSM5

* Powered to detect a one-sided 95% Cl margin of 5 points difference in CAPS-5 scale between the GSH and
CBT-TF groups at 16 weeks with 90% power

* Planned sample size of 192 participants (included an allowance for 20% attrition)

* Secondary outcome measures
* Impact of Event Scale — revised (IES-R)
*  Work and Social Adjustment Scale (WSAS)
* Patient Health Questionnaire-9 (PHQ9)
* General Anxiety Disorder-7 (GAD7)
* AUDIT-O (Alcohol usage)
* Insomnia Severity Index (ISI)
* EQ5D-5L (Quality of life)
* Post-Traumatic Cognitions Inventory (PCTI)
* General Self-Efficacy Scale (GSES)
* Multidimensional Scale for Perceived Social Support (MSPSS)
* The Client Satisfaction Questionnaire (CSQ8)

* The Agnew Relationship Measure (ARM) CARDIFF
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RAPID

Non-Inferiority Study Design Interpretation

Superior
Non-inferior
Inconclusive
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Non-inferiority
margin
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Final 5ite Recruitment Figures
Cardiffand Vale: 85

Coventry and Warwickshire: 20

Cwm Taff: 20

Landon: 7

NHS Lathian: 34

Pennine: 27

SW Yorkshire 3

108 excluded at baseline

58 refused o continue baselines
DNAY baseline

17 FTSD'not primary diagnosis

CONSORT Statement for the RAPID Study (ISRCTN 13697710)

726 referrals recieved

422 have been telephone screened

311 elibible following telephone screen

23 PTSDr to e than 1 event # compl,
7 CAPS score over study threshold (49)
3 refused consent at baseline

3 preference for one study arm

1 medication change a day prior

1 withdrew fram follow up only

S withdrew from treatment only
2 withdrew from treatment and follow up

196 Randomised

97 Randomised to GSH

17 lost wo follow up

[_F withdrew from futher follow up

—

94 have reached 16 week
77 completed 16 week follow up
(829%)

I

24 kost to follow up

93 have reached 52 week
69 completed 52 week follow up
(74%)

99 Randomised to CBT-TF

a
306 not elephone screened
40 entered therapu pricr to t5s

&5 uncontactable
201 refused tfs

118 excluded following &5
109 permane ntly ineligible
55 eligible but refused
Qtemporarily ineligible but

refused resaeening

Withdrawals

Total number of Withdrawals =16
lewel 1 (treatment onlfy) = 11
level 2 follow up only) = 2

lewel 3 (treatment and Follow up) = 2

98 have reached 16 week
83 compd eted 16 weak follow up
(B5%)

3 withdrew from treatment anly
! withdrew from treatment and follow up

15 last ro follow up

98 have reached 52 weak
70 compl eted 52 weak follow up
(71%)
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Baseline Demographics

Male L ]
Female @

18-24

25-34

35-44 L J

45-64 L J
65+ o

White L J
Mixed/Multiple ethnic groups [ ]
Asian/Asian British @
Black / African / Caribbean / Black British ®
Other L J

None L
1-4 GCSE/O levels @
5+ GCSE/O levels @
Apprenticeship { J
2+ Alevels [ J
Higher education { ]
Other L J

Cardiff and South Wales @
Coventry & Warks L ]
East London Foundation Trust L J
NHS Lothian { J
Pennine o g |
S.W. Yorks ® @® CBT-TF GSH
T T T T T T
(0] 20 40 60 80 100

Percent of participants
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GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed.
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Baseline Mental Health Issues

Post Traumatic Stress Disorder (PTSD)
Anxiety (generalised anxiety disorder, GAD)
Depressive disorder (depression, major depression)
Panic disorder

Obsessive compulsive disorder (OCD)
Postnatal depression (Postpartum Depression)
Alcohol dependency / misuse

Phobias

Binge eating disorder

Bulimia

Dependence / misuse of other drugs

Bipolar disorder

Mood disorder in pregnancy

Attention deficit hyperactivity disorder (adhd)
Agoraphobia

Aspergers syndrome

Schizophrenia

Psychosis

Alzheimers disease

Postpartum psychosis (puerperal Psychosis)
Mania (mania or hypomania)

Other dementia

Other personality disorder

Schizoaffective disorder

Borderline personality (emotionally unstable personality disorder)
Anorexia

Autism

GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed.
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Baseline Physical Comorbidities

Migraine headaches [
Asthma o
Head injury [
Any other physical health problem o
Inflammatory bowel disease
Chronic pain
Hypertension / high blood pressure
Elevated lipids / Cholesterol
Meningitis
Other autoimmune disease
Osteoarthritis
Chronic obstructive pulmonary disease (COPD)
Underactive thyroid / hypothyroidism
Rheumatoid arthritis
Epilepsy / seizure disorder
Overactive thyroid / hyperthyroidism
Cancer (other)
Gastric or duodenal ulcers
Stroke / haemorrhage
Kidney disease
Diabetes - Type 1
Memory loss (dementia)
Osteoporosis
Diabetes - Type 2
Heart disease
Liver disease
Human immunodeficiency virus (HIV)
Multiple sclerosis
Breast cancer
Parkinsons disease

® CBT-TF GSH

20 40 60 80 100 CARDI FF

Percent of participants UNIVERSITY

©100000000,4,
T

GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed.
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Worst Traumatic Event Experienced

Transportation accident [ ]
Serious accident not transportation
Sudden, unexpected death of someone close to you
Physical assault { ]
Sexual assault
Life-threatening illness or injury
Sudden, violent death
Any other stressful event or experience
Assault with a weapon
Natural disaster [
Fire or explosion { ]
Childhood sexual abuse or molestation o
Other unwanted sexual experience [ ]
Childhood physical abuse L ]
Serious injury, harm, or death you caused to someone | @
Severe human suffering { J
Captivity ° @® CBT-TF GSH
T T T T T T
0 20 40 60 80 100

GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed.

Percent of participants
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Primary Analysis: CAPS-5 16 Weeks

NI margin
|
«— GSH better | CBT-TF better — | One-sided Non inferiority
Estimate 95% Cl

|
|

Primary (ITT)| < = | 1.009 (-, 3.934) 0.012
|
|

Complete case | < L : 0.753 (-0, 3.496) 0.011
|
|

Imputation model sensitvity | < = | 0.639 (-, 3.350) 0.004
|
|
|

Per protocol | < = | -2.073 (-, 0.907) <0.001
|
|
|

Complier average causal effect | < L T 1.278 (-, 5.550) 0.076

T T T T T T T T T T T
-5 -4 -3 -2 -1 0 1 2 3 4 5 6

Difference in CAPS-5 score (GSH - CBT-TF)

Note: NI = non inferiority; CI = confidence interval; CAPS-5 = Clinician-Administered PTSD Scale for DSM-5; GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed.
Analysis adjusted for the following variables at baseline: CAPS-5 score, gender, research centre, co-morbid depression (baseline PHQ-9) and time since trauma (months).
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Secondary Analysis: CAPS-5 52 Weeks

NI margin
| Non
I One-sided Inferiority
«— GSH better|CBT-TF better — | Estimate 95% CI
. |
Primary (ITT) | <= - | 3.197 (-0, 5.997) 0.145
|
|
Complete case | < = : 3.527 (-, 6.273) 0.378
|
|
Imputation model sensitvity | < - | 2325 (-, 4.883) 0.043
|
|
|
Per protocol | < = t 1.965 (-, 5.108) 0.056
|
|
|
Complier average causal effect | < = T 4.010 (-, 8.052) 0.343
T T T T T T 1 T T T
-2 -1 0 1 2 3 - 5 6 7 8

Difference in CAPS-5 score (GSH - CBT-TF)

Note: NI = non inferiority; CI = confidence interval, CAPS-5 = Clinician-Administered PTSD Scale for DSM-5; GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed.

Analysis adjusted for the following variables at baseline: CAPS-5 score, gender, centre, bid depression (baseline PHQ-9) and time since trauma (months). C A RD I FF
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Adjusted Mean CAPS-5 Scores Over Time
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Note: CI = confidence interval; CAPS-5 = Clinician-Administered PTSD Scale for DSM-5; GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed. UNIVERSITY
Means at 16 and 52 weeks adjusted for the following variables at baseline: CAPS-5 score, gender, research centre, co-morbid depression (baseline PHQ-9) and time since trauma (months).
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Secondary Outcomes (16 Weeks)

Non inferiority One-sided Non inferiority
Margin Estimate 95% ClI P
Impact of event scale - revised (IESR) | <€ = : 0.102 (-, 0.478) 0.041
Work and Social Adjustment Scale (WSAS)| < - : -0.136 (-, 0.133) <0.001
Patient Health Questionnaire (PHQ-9) | < -— : 0.006 (-, 0.253) <0.001
General Anxiety Disorder (GAD-7) | < o— : 0.100 (-0, 0.410) 0.017
Alcohol Use Disorders Test (AUDIT-O) | <= - | 0.151 (-, 0.322) <0.001
Multidimensional Scale for Percieved Social Support (MSPSS) | < _—— : -0.059 (-, 0.195) <0.001
EQ-5D-5L (Quality of Life) | < -— : 0.093 (-, 0.325) 0.002
EQ-5D-5L (Utilities) < - : 0.122 (-, 0.367) 0.006
Insomnia Severity Index (ISI) | < lm— : 0.057 (-0, 0.378) 0.012
Post-Traumatic Cognitions Inventory (PTCIl) | < -1 | -0.201 (-0, 0.080) <0.001
General Self-Efficacy Scale (GSES) | == l—: 0.258 (-e0, 0.506) 0.054
Client Satisfaction Questionnaire (CSQ-8) | < : #— 0.600 (-e0, 0.869) 0.270
«— GSH better CBT-ITF better —

" - C(:)hen's d.5 1 CARDI FF

Note: Cl = confidence interval; GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed UNIVE RS ITY
Analysis adjusted for the following variables at baseline: baseline score, gender, research centre, co-morbid depression (baseline PHQ-9) and time since trauma (months).
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Secondary Outcomes (52 Weeks)

Non inferiority One-sided Non inferiority
Margin Estimate 95% CI P
Impact of event scale - revised (IESR) < ! = 0.876 (-0, 1.274) 0.060
Work and Social Adjustment Scale (WSAS)| < l—'lr 0.244 (-, 0.526) 0.068
Patient Health Questionnaire (PHQ-9) < Ijl— 0.315 (-=, 0.577) 0.123
General Anxiety Disorder (GAD-7) | < 4_ 0.470 (-, 0.781) 0.436
Alcohol Use Disorders Test (AUDIT-O) | <= - : 0.129 (-=, 0.346) 0.003

Multidimensional Scale for Percieved Social Support (MSPSS) < - : -0.174 (-, 0.103) <0.001
EQ-5D-5L (Quality of Life) | <= I—: 0.219 (-0, 0.497) 0.048
EQ-5D-5L (Utilities) | <= l—: 0.279 (-0, 0.566) 0.102
Insomnia Severity Index (ISI) | < ._i_ 0.275 (-, 0.595) 0.123
Post-Traumatic Cognitions Inventory (PTCI) | < = l 0.286 (-, 0.619) 0.144
|
General Self-Efficacy Scale (GSES) | <= - 0.210 (-, 0.493) 0.046
— GSH better CBTJITF better —
T T T T T
-1 -5 0 5 1
Cohen's d CA RD | FF
Note: Cl = confidence interval; GSH = Guided Self Help; CBT-TF = Cognitive Behavior Therapy - Trauma Focussed. UNIVERSITY
Analysis adjusted for the i i at ine: ine score, gender, research centre, co-morbid depression (baseline PHQ-9) and time since trauma (months).
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Health Economic Evaluation

* Face-to-face therapy appointments

Mean N appointments 3.9 8.6

Mean total time 208 minutes (SD 69.3) 767 minutes (SD 278.2)

* The cost of therapy was calculated as time in face-to-face sessions,
phone calls, and non-contact time for note taking.

=3 Mean cost of therapy £277 £729 CARDIFF
UNIVERSITY
PRIFYSGOL



Summary

* GSH, based on CBT-TF using the Spring programme, was non-inferior
to face-to-face CBT-TF at reducing PTSD symptoms at the primary
endpoint, 16 weeks post-randomisation

* This was also the case for all secondary outcomes at 16 weeks, except
for client satisfaction that was inconclusive but in favour of CBT-TF

* Very clinically significant improvements were maintained at 52 weeks
post-randomisation, when most results were inconclusive but in
favour of CBT-TF

* GSH using Spring was not shown to be more cost-effective than face-
to-face CBT-TF but was significantly cheaper to deliver and appeared
to be well-tolerated CARDIFF
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Conclusions

* The RAPID trial showed GSH using Spring to be a clinically effective,
cheaper, well-tolerated and non-inferior treatment to face-to-face
CBT-TF for people with mild to moderate PTSD to a single traumatic
event

* The results should provide more choice and facilitate improvements
to current care pathways for people with PTSD, that result in
improved health and wellbeing
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