
 

 
 
European Medicines Agency 
 

 

 
7 Westferry Circus, Canary Wharf, London, E14 4HB, UK 

Tel. (44-20) 74 18 84 00 Fax (44-20) 74 18 86 13 
E-mail: mail@emea.europa.eu http://www.emea.europa.eu 

©EMEA 2007Reproduction and/or distribution of this document is authorised for non commercial purposes only provided the EMEA is acknowledged 

London, 20 September 2007 
Doc. Ref. CHMP/EWP/358650/06 

 

COMMITTEE FOR MEDICINAL PRODUCT FOR HUMAN USE  
(CHMP) 

DRAFT 

GUIDELINE ON THE DEVELOPMENT OF MEDICINAL PRODUCTS FOR THE 
TREATMENT OF POST-TRAUMATIC STRESS DISORDER (PTSD) 

 

DRAFT AGREED BY EWP September 2007 

ADOPTION BY CHMP FOR RELEASE FOR CONSULTATION 20 September 2007 

END OF CONSULTATION (DEADLINE FOR COMMENTS) 31 March 2008 

 

Comments should be provided using this template to EWPSecretariat@emea.europa.eu,  

Fax +44 20 74 18 86 13 

 

KEYWORDS Post-traumatic stress disorder (PTSD), anxiety disorder, guidelines 

http://www.emea.europa.eu/pdfs/human/regaffair/submitcomment.doc


 
Page 2/10 

©EMEA 2007 

GUIDELINE ON THE DEVELOPMENT OF MEDICINAL PRODUCTS FOR THE 
TREATMENT OF POST-TRAUMATIC STRESS DISORDER (PTSD) 

 

TABLE OF CONTENTS 

EXECUTIVE SUMMARY................................................................................................................... 3 

1. INTRODUCTION (BACKGROUND) ........................................................................................ 3 

2. SCOPE............................................................................................................................................ 4 

3. LEGAL BASIS .............................................................................................................................. 4 

4. MAIN GUIDELINE TEXT .......................................................................................................... 4 

DEFINITIONS ...................................................................................................................................... 8 

REFERENCES (SCIENTIFIC AND / OR LEGAL) ......................................................................... 9 

 



  
 

Page 3/10 
©EMEA 2007 

EXECUTIVE SUMMARY 1 

1. INTRODUCTION (background) 2 

Post-traumatic stress disorder (PTSD) is a severe and disabling disorder. An essential feature of PTSD 3 
is the inclusion of a traumatic event as a precipitating factor of this disorder.  4 

PTSD was first described in war veterans, then referred to as “shell shock” or “combat fatigue”. Since 5 
1980, it is recognised as a distinct diagnostic entity and is included in the Diagnostic and Statistical 6 
Manual of Mental disorders (DSM). Currently there is a tendency in the scientific community to 7 
establish more stringent diagnostic criteria of PTSD in the future. 8 

The traumatic event can include direct injury, witnessed events or events experienced by others that 9 
are learned about. Examples of the first category can include disasters, severe automobile accidents, 10 
violent personal assault, being kidnapped, tortured or diagnosed with a life threatening illness and 11 
other threats to one’s physical integrity. Witnessed events can include observing the serious injury or 12 
unnatural death of another person due to violent assault, accident, war or disaster. Events experienced 13 
by others that are learned about are, for example, violent assault, accident or serious injury.  14 

Symptoms of PTSD are grouped into three clusters:  15 

1. Re-experience/intrusion: flashbacks, intrusive recollections, nightmares.  16 

2. Avoidance/numbing: avoidance of stimuli, feelings and activities associated with the trauma. 17 

3. Hyper arousal: anxiety, sleep disturbances, anger, irritability and exaggerated startle response. 18 

A distinction should be made between PTSD and the self-limiting stress response that most people 19 
experience after exposure to a traumatic event. Symptoms that resolve within 4 weeks of the traumatic 20 
event, may meet criteria for an Acute Stress Disorder, but not for PTSD. Acute stress disorder was 21 
added to DSM-IV to capture early responses to severe trauma that were likely to evolve into the full 22 
picture of PTSD. However, only a small proportion of patients with PTSD start with acute stress 23 
disorder and due to the ambiguity of its symptoms acute stress disorder is not considered as a reliable 24 
diagnostic entity for clinical trials. 25 

PTSD can occur at any age, including childhood. Symptoms can emerge within months or sometimes 26 
years after the trauma has occurred. DSM distinguishes between acute (duration of symptoms less than 27 
three months) and chronic PTSD (if symptoms last longer than 3 months). When symptoms begin 28 
more than 6 months after the stressor, the disorder is defined as delayed onset PTSD. 29 

According to DSM IV-R the lifetime prevalence of PTSD in community-based studies is quite 30 
variable: it is estimated between 1 and 14%. Studies of at-risk populations (e.g. combat veterans, 31 
victims of natural disasters or criminal violence) indicate prevalence rates ranging from 3 to 58%, 32 
depending on the population and the type of traumatic event. Women are twice as likely to experience 33 
PTSD compared to men. 34 

Despite the severe burden of the disorder and its high prevalence, pharmacological treatment is 35 
limited. Serotoninergic agents, tricyclic antidepressants, mood stabilisers, adrenergic inhibiting agents 36 
and benzodiazepines have all been proposed for controlling symptoms of PTSD. However, to date 37 
only sertraline, fluoxetine and paroxetine have been licensed for the treatment of PTSD. 38 

Pharmacological treatment of this disorder seems potentially promising. Biological dysregulations 39 
found among PTSD patients are numerous and cover the opioid, glutaminergic, noradrenergic and 40 
serotoninergic neurotransmitter systems, resulting in neuroendocrinological disturbances and 41 
physiological symptoms. Neuroimaging studies in PTSD show alterations in brain function in the 42 
following regions: medial prefrontal cortex, hippocampus, thalamus, amygdala, anterior cingulated 43 
gyrus, temporal cortex and visual association cortex. All these findings open new perspectives for 44 
pharmacological treatment, but also raise the question of how to deal with the complexity of the 45 
disorder. 46 

The clinical response to a given medicinal product could depend on its pharmacological properties, on 47 
time to treatment after exposure to the trauma, on type of trauma and on predominant symptoms. 48 
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Further challenges to conducting clinical trials in PTSD is the high prevalence of co-morbid 49 
depression, substance abuse and anxiety disorders and the diagnostic criteria to be used. 50 

2. SCOPE 51 

This document provides guidance to Marketing Authorisation Applicants (MAAs) and Marketing 52 
Authorisation Holders (MAHs) on various methodological aspects related to studies aimed at 53 
investigating the efficacy and safety of products for the treatment of PTSD. Acute stress disorder is 54 
considered as a premature diagnostic entity and not in the scope of this guidance. 55 

3. LEGAL BASIS 56 

These notes are intended to provide guidance for the evaluation of drugs in the treatment of Post 57 
Traumatic Stress Disorder. They should be read in conjunction with the Directive 75/318/EEC and 58 
83-570/EEC and current and future EC and ICH guidelines, especially those on: 59 

• The extent of population exposure to assess clinical safety for drugs intended for long-term 60 
treatment in non life threatening conditions (ICH E1) 61 

• General considerations for clinical trials (ICH-E8) 62 

• Guideline on Clinical Trials in Small Populations. 63 

• Statistical principles for clinical trials (ICH-E9) 64 

• Choice of Control Group in Clinical Trials (ICH E10) 65 

• Note for Guidance on the Investigation of Drug Interactions 66 

• Pharmacokinetic studies in man (EudraLex vol. 3C C3A) 67 

• Clinical testing of prolonged action forms, with special reference to extended release forms 68 

• Dose response information to support product authorisation (ICH E4) 69 

• Studies in support of special populations: geriatrics – CPMP/ICH/379/99 (ICH E7) 70 

4. MAIN GUIDELINE TEXT 71 

DESIGN OF EFFICACY STUDIES IN ADULTS 72 

Patients Characteristics and Selection of Patients 73 

Inclusion Criteria 74 

Diagnosis. Patients should be diagnosed according to an acknowledged classification system, 75 
preferably the DSM-IV-TR or future versions of the DSM. The latest version of the ICD may also be 76 
used. Diagnosis should be made by an experienced psychiatrist and confirmed by a structured 77 
interview. The use of a severity rating scale alone is insufficient and is not equivalent to a diagnosis. 78 

The same classification system should be used for the whole development program of the medicinal 79 
product. 80 

In addition to diagnosis of PTSD, the severity of the disorder should be assessed using an 81 
appropriately validated severity scale. A minimum severity for inclusion should be defined and 82 
justified. However, including only patients with severe disorders might lead to a restricted indication. 83 

Further descriptive parameters, like duration of the disorder, whether onset was immediate or delayed 84 
and the type of precipitating event, should be ascertained and specified in the inclusion criteria. 85 
Separate trials should be performed in patients with acute, chronic and delayed onset PTSD. 86 

As PTSD patients are usually outpatients the majority of the database should be in outpatients. 87 
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Exclusion criteria 88 

Patients with a current or recent history of major depression (within 6 months of study entry) should 89 
be excluded from the study, specifically if the test product has an antidepressant effect. This in order 90 
to establish that effect on PTSD symptoms is not secondary to effect on depression. 91 

Patients with predominant and/or severe depressive symptoms (e.g. not meeting the DSM-IV MDD 92 
criteria) should be excluded as well. Patients should have low severity scores (e.g. < 2) on item 1 of 93 
the HDRS. 94 

In addition, it will be necessary to exclude patients with recent or concurrent psychiatric co-95 
morbidities, such as: 96 

- Severe symptoms of other anxiety disorders 97 

- Severe OCD symptoms (not meeting the DSM IV criteria) 98 

- A history or presence of any psychotic illness 99 

- Bipolar disorder 100 

- A primary or severe Axis II disorder 101 

- Chronic alcohol abuse or current / recent history of substance abuse (within the last 6 months) 102 

For all these disorders, a valid method of diagnosis should be used (i.e. experienced clinician, 103 
structured assessment) and documented. 104 

The uses of concurrent medication interfering with test agent and outcome should be excluded. 105 

Patients receiving specific psychotherapy for PTSD (e.g. trauma focused cognitive behaviour therapy, 106 
eye movement desensitization and reprocessing) should be excluded as well. 107 

METHOD TO ASSESS EFFICACY 108 

Primary efficacy endpoint 109 

The primary endpoint should be based on an established severity scale (e.g. the CAPS) which captures 110 
the core symptoms of PTSD (according to DSM) and has known and acceptable psychometric 111 
properties. Furthermore, the scale needs to be validated in the target population before being used in 112 
the efficacy studies. In addition, raters should be trained in the use of the scale and reliability 113 
(i.e. inter-rater) should be demonstrated in the study setting.  114 

Improvement of symptomatology should be documented as a difference between baseline and post-115 
treatment score, but should also be expressed as the proportion of responders and/or remitters. 116 
Response should be defined as clinical relevant reduction from baseline on the primary outcome scale. 117 
Remission is defined as a condition where no or only few signs of illness remain. Criteria for response 118 
and remission should be outlined and justified in the protocol. 119 

Results should be discussed in terms of both clinical relevance and statistical significance. 120 
Improvement should be demonstrated on all core symptom clusters of PTSD (i.e. re-experience, 121 
avoidance and arousal). 122 

Secondary efficacy endpoints in confirmatory studies 123 

Global assessment (e.g. a score of 1 or 2 on the Clinical Global Impression Scale of Global 124 
Improvement) may be used as secondary endpoint. Other scales, addressing additional issues such as 125 
social functioning (e.g. Sheehan disability scale) may be used provided they have well-established 126 
psychometric properties in a population with PTSD. 127 



 
Page 6/10 

©EMEA 2007 

STRATEGY AND DESIGN OF CLINICAL TRIALS 128 

Exploratory Trials  129 

Pharmacodynamics 130 

A variety of tests can be performed to support the working mechanism of the test product. These may 131 
demonstrate effects on dysregulated neurotransmitter systems in brains areas that hypothesised to be 132 
involved in PTSD. 133 

Pharmacokinetics/Interactions 134 

The usual pharmacokinetic studies should be performed. Specifically, in dose-response studies plasma 135 
levels may be studied. 136 

Moreover in general the CHMP Note for Guidance on the Investigation of Drug Interactions 137 
(CHMP/EWP/560/95) should be followed to investigate possible pharmacokinetic and 138 
pharmacodynamic interactions. Concerning the latter, interactions with alcohol and other CNS active 139 
medicinal products should be investigated. 140 

Dose-response studies 141 

Controlled, parallel, fixed dose studies, using at least three dosages are needed to establish the 142 
effective dose range as well as the optimal dose, based on efficacy and tolerability. It is useful to add a 143 
placebo arm as well as an active comparator to these studies. 144 

Therapeutic confirmatory studies 145 

Short-term trials 146 

Depending on the claim, separate trials should be performed in patients with acute, chronic and 147 
delayed onset PTSD. 148 

Parallel, double blind, randomised placebo controlled studies are necessary to establish acute efficacy. 149 
The duration of these studies should be derived from pilot studies indicating the time necessary for 150 
achieving a stable effect. It is expected that this will be around 10-12 weeks. 151 

Comparison with a standard product already registered for the treatment of PTSD as a third study arm 152 
is recommended in order to be able to put the size of the effect into context in relation to standard 153 
treatment. The dose and the comparator should be justified. 154 

The initial study period should allow for gradual dose titration guided by efficacy and tolerance. 155 

A placebo run-in period to exclude placebo responders is not recommended as it may impair 156 
generalisation of the results. 157 

Concurrent medication interfering with the test agent or effect is not recommended. If patients are 158 
currently treated with an active agent, a washout period is necessary. 159 

Methodological considerations 160 

Reference is made to the ICH-E9 statistical principles for clinical trials. 161 

When estimating the effect on PTSD, it is necessary to control for the effect of treatment on 162 
depressive symptoms in the statistical analysis. The effect should be robust when residual depression 163 
symptoms are controlled for. 164 

Long-term trials 165 

Since PTSD is a chronic condition, long-term efficacy and safety should be demonstrated. A possible 166 
design for demonstrating maintenance of effect over longer duration is a randomised withdrawal study 167 
(RWS). The duration of the long-term studies should be justified. 168 

Efficacy in long-term controlled studies is usually expressed as the proportion of patients worsening 169 
(relapsing) and/or time to this event. Both efficacy criteria are of interest and should be presented. The 170 
analysis should carefully consider the possible biases arising from dropouts and the statistical methods 171 
of dealing with them. Consistency between the results of these methods is expected under the 172 
assumption of efficacy. 173 
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Worsening and relapse have to be defined in the protocol and should reflect clinical relevant increase 174 
of symptoms, scored on a validated rating scale at one or more visits. 175 

STUDIES IN SPECIAL POPULATIONS 176 

Elderly 177 

There is little known about the course of PTSD in elderly populations, but there are some indications 178 
that PTSD in the elderly is associated with increased neurocognitive impairment and more somatic 179 
complaints. 180 

Therefore defining a safe dose range in these patients needs to be addressed. For agents of known 181 
pharmacological classes, this could be done by pooling together elderly patients from different studies, 182 
provided that sufficient elderly patients are included in the adults trials to allow a prospective 183 
subgroup analysis. For new products with a new mechanism of action, specific elderly trials may be 184 
necessary. The optimal design would be a placebo-controlled dose response study. In both situations, 185 
pharmacokinetic studies should be conducted to support the choice of the dose. 186 

Children and adolescents 187 

The existence of PTSD in children and adolescents is widely recognised. However, there is limited 188 
experience with pharmacological treatment in this age group. Separate studies in children and 189 
adolescents are necessary. 190 

Rating scales should be specific for and validated in this group. In line with the paediatric guideline 191 
(ICH E11), trials may be conducted after a marketing authorisation and licensing for adults has been 192 
obtained. Moreover, in line with the relevant guideline, effects on cognition, learning, development, 193 
growth and endocrine functions should be addressed; cognition and learning should be studied 194 
pre-licensing using recognised tests, validated for the age and patient group. In addition, the direct 195 
effect on endocrine functions in adolescents should be studied before marketing authorisation and 196 
licensing. Long-term effects on learning, development, growth and sexual maturation and function 197 
should be studied post-marketing, but appropriate protocols should be available when the use in 198 
children is applied for. Studies in this patient population should be supported by adequate 199 
pharmacokinetic studies. 200 

CLINICAL SAFETY EVALUATION 201 

General recommendation 202 

Identified adverse events should be carefully monitored and should be characterised in relation to the 203 
duration of treatment, dose and/or plasma levels, recovery time, age and other relevant variables. All 204 
adverse events should be fully documented with a separate analysis of adverse drug reactions, 205 
dropouts and patients who died during the trial. 206 

Side effects that are characteristic of the class of the product being investigated should be carefully 207 
monitored e.g. extra pyramidal symptoms. 208 

Specific monitoring is needed in children/adolescents and the elderly. Any information available 209 
concerning clinical features and therapeutic measures in accidental overdose or deliberate self-210 
poisoning should be provided. 211 

Specific adverse events 212 

Rebound/ withdrawal/dependence 213 

When pharmacological treatment is stopped, rebound and/or withdrawal phenomena may occur. 214 
Rebound and/or withdrawal phenomena should be investigated. Short term and long-term study 215 
designs should contain at least one visit after treatment discontinuation in order to assess the 216 
occurrence of withdrawal and rebound symptoms. 217 

For new candidate compounds, at least one short-term and one long-term trial should incorporate a 218 
short withdrawal period to look for withdrawal symptoms. This could be done in a randomised 219 
withdrawal study where treatment is abruptly stopped in responders and patients are followed for a 220 
suitable time to detect possible rebound and withdrawal symptoms. 221 
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Animal studies will be needed to investigate the possibility of dependence in new classes of 222 
compounds or when there is an indication that dependence may occur. The chronic nature of PTSD 223 
increases the risk of dependence. Based on the results of the animal studies, in vivo studies in humans 224 
may be required. 225 

Central Nervous System (CNS) adverse reactions 226 

Depending on the class of the investigated medicinal product and the possible interactions with 227 
various receptors, effects on cognition, reaction time and /or driving and the extent of sedation should 228 
be studied. Similarly, it may be necessary to monitor psychiatric side effects (e.g. depression, mania 229 
and mood). 230 

Suicidal behaviour should be monitored carefully. Special attention should be paid to attempted and 231 
completed suicides. 232 

Haematological adverse reactions 233 

Special attention should be paid to agranulocytosis, aplastic anaemia and reduction in platelet count. 234 

Cardiovascular adverse reactions 235 

Special attention should be paid to arrhythmias and conduction disorders, in particular QT interval 236 
prolongation, if the medicinal product belongs to a class associated with cardiovascular effects or in 237 
studies in which the active comparators with such profiles are used (e.g. clomipramine). 238 

Endocrinological adverse reactions 239 

Special attention should be paid to sexual disturbance, libido and weight gain. Depending on the 240 
pharmacological properties of the new therapeutic agent, the investigation of endocrinological 241 
parameters may be necessary (e.g. SIADH, prolactin secretion).  242 

Extent of population exposure to assess clinical safety including long-term safety 243 

The total clinical experience should generally include data on a large and representative group of 244 
patients in line with the guideline on population exposure (ICH E1A). Relevant data from other 245 
indications could be used as supportive safety information in the present indication. 246 

DEFINITIONS 247 

N/A 248 
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