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Clinical Practice Guideline for the Treatment of 

Generalised Anxiety Disorder in Primary Care 

 

1. Introduction  

The overall aim of the Clinical Practice Guideline for the Treatment of Generalised Anxiety 
Disorder in Primary Care is to provide up-to-date, systematic, evidence-based 
recommendations   to help healthcare professionals and adults with GAD make decisions 
about the most appropriate therapeutic options when managing their health problem in 
primary care (PC), with the aim of improving the quality of care provided to these patients, 
in the hope of improving their quality of life.  

This English version contains the following information: 

 Clinical questions 

 Recommendations 

 Rationale 

 Complete clinical question (link to the Spanish version) 
 References 

The full version (in layered format and PDF), the methodological material, the patient 
material and other information are available in Spanish at the following link: 

https://portal.guiasalud.es/gpc/tratamiento-trastorno-ansiedad-generalizada-atencion-

primaria     

 

  

https://portal.guiasalud.es/gpc/tratamiento-trastorno-ansiedad-generalizada-atencion-primaria
https://portal.guiasalud.es/gpc/tratamiento-trastorno-ansiedad-generalizada-atencion-primaria
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2. Initial care strategy 

 Question  

What should be the first steps in primary care for the assessment and initial management 
of adults with GAD? 

 Recommendations 

GOOD CLINICAL PRACTICE 

1. In the therapeutic approach to GAD in PC, it is suggested that a stepwise strategy be 
followed in the order as the recommendations below. 

2. A comprehensive initial evaluation of the patient with GAD is suggested to determine 
its severity through a clinical interview and with the help of validated measurement 
tools or scales, including: 

 Nature, severity and duration of the symptoms. 

 Behavioural, cognitive and physiological symptoms and responses to anxiety (e.g., 
excessive sweating, heart palpitations, trembling, persistent worry, avoidance 
behaviours, reassurance seeking, safety seeking). 

 Anxiety triggers 

 Degree of distress and functional impairment. 

 Coexistence of other psychopathologies such as mood disorders, other anxiety 
disorders, substance use disorders, personality disorders or other comorbidities, 
and the possible interactions between treatments. 

 Presence of suicidal thoughts or behaviour. 

 Experience with previous or current treatment for this or other psychopathologies, 
including therapeutic response and adverse effects. 

 Personal and family history of mental disorders. 

 Social context and personal circumstances (e.g., presence of family support, 
quality of interpersonal relationships, presence in social networks, living 
conditions, employment, immigration status). 

 Factors that could maintain the disorder or limit recovery. 

3. It is suggested that information on the nature, treatment and self-monitoring of GAD, 
tailored to the characteristics of the patient, be offered to all patients and their families, 
regardless of the severity of the process. 

4. As a first step in the treatment of GAD in PC, it is suggested that psychoeducation 
including strategies for self-managing anxiety and advice on healthy lifestyle habits 
(such as regular exercise, healthy diet, sleep hygiene and reduction of tobacco, 
alcohol and other harmful substances and addictions) be provided. It is also suggested 
that patients receive written information and that peer support, social prescribing 
activities participation in health education programmes, and group workshops led by 
the healthcare professional (i.e., nurse) be encouraged where available. 

5. It is suggested that patients diagnosed with GAD be offered self-help resources, 
whether or not they are guided by a healthcare professional (i.e., medical, 
psychological, or nursing professional) which meets the following criteria:  
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 Include written or electronic materials adapted to the age and characteristics of the 
patient, based on cognitive behavioural therapy. 

 Suggest that the patient puts into practice the recommendations included in the 
material for at least 4-6 weeks. 

 Ensure at least minimal contact (by telephone or in person) with the healthcare 
professional (i.e., medical, psychological or nursing professional) to guide the 
process. 

6. It is suggested that self-management and the patient's active involvement in 
monitoring their improvement and in developing and adhering to their treatment plan 
should be encouraged in conjunction with the treating healthcare professional(s) (i.e., 
through shared decision-making between the patient and the healthcare 
professional(s) - medical, psychological, nursing professional). The use of a 
questionnaire-based assessment tool is suggested to evaluate improvement and 
adherence to treatment. 

7. In patients with GAD, it is suggested to routinely assess the presence of different 
comorbidities such as other anxiety disorders or depression.   

8. When choosing a treatment for GAD, it is suggested that the severity of the disorder, 
evidence of efficacy and safety, previous experience, patient's preferences, 
accessibility, cost and tolerability should be considered. 

9. To explore the preferences of the patient with GAD, a shared decision-making process 
is suggested in which the patient discusses treatment options, the duration and content 
of treatment, expected outcome and the costs with the treating healthcare 
professional.  

10. Wherever possible and with the patient's consent, it is suggested that the family or 
others important to the person with GAD be involved in management planning 
decisions and in supporting the person during treatment. 

11. It is suggested that long-term pharmacological treatments should be actively re-
assessed for appropriateness. 

 Rationale 

The Guideline Updating Group (GUG) has decided to formulate a series of general 
practical considerations because it is aware that no scientific evidence has been found to 
directly answer the research question. These recommendations have been formulated in 
an attempt to promote appropriate clinical management of patients with GAD attending 
PC consultations. 

In addition to its own clinical experience the GUG has taken into account the 
recommendations of current CPGs of high methodological quality on GAD. 

The GUG believes it is important to take a holistic approach to the patient with GAD, 
addressing not only the physical sphere, but also the social and psychological ones. To 
this end, it is recommended that healthcare professionals are familiar with and use all the 
available tools for accurate detection, identification, diagnosis, and adequate follow-up. 

A stepwise therapeutic strategy is recommended, starting with psychoeducation, healthy 
lifestyle recommendations and self-help programmes, followed by specific treatment, 
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which should not be limited to pharmacological prescription, but should include the 
psychological treatments available. 

Likewise, prior to starting a new treatment and in order to minimise polypharmacy, drug 
interaction and side effects, the PC professional should take into account the patient's 
comorbidities and the treatments that the patient is taking at present. 

In addition, the GUG recommends a patient participatory approach, in this sense, the 
patient, should receive detailed information on the nature and treatment of their illness 
regardless of its severity, and should take an active interest in monitoring their 
improvement using assessment tools such as questionnaires, for example, GAD-7 or 
PSWQ-16, and participate with the treating health professional in the development of their 
treatment plan. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-1 

 References 

1. Cordero-Andrés P, González-Blanch C, Umaran-Alfageme O, Muñoz-Navarro R, Ruíz-

Rodríguez P, Medrano LA, et  al. Tratamiento psicológico de los trastornos emocionales en 

atención primaria: fundamentos teóricos y empíricos del estudio PsicAP. Ansiedad Estrés. 

julio de 2017;23(2-3):91-8. DOI: 10.1016/j.anyes.2017.10.004 

2. National Institute for Health and Care Excellence (NICE). Generalised anxiety disorder 

and panic disorder in adults: management. Clinical guideline [CG113] [Internet]. NICE; 2011. 

Disponible en: https://www.nice.org.uk/guidance/cg113/resources/generalised-anxiety-

disorder-and-panic-disorder-in-adults-management-pdf-35109387756997 

3. Andrews G, Bell C, Boyce P, Gale C, Lampe L, Marwat O, et  al. Royal Australian and 

New Zealand College of Psychiatrists clinical  practice guidelines for the treatment of panic 

disorder, social anxiety disorder and generalised anxiety disorder. Aust N Z J Psychiatry. 

2018;52(12):1109-72. DOI: 10.1177/0004867418799453 DOI: 0004-8674 

  

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-1
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-1
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3. Psychological treatment 

3.1 Cognitive behavioural therapy 

 Question 

What is the comparative effectiveness and safety of cognitive behavioural therapy (CBT) 
in adults with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. In patients with mild or moderate GAD whose symptoms have not improved after an 
educational intervention including self-management of anxiety and advice on healthy 
lifestyle, cognitive behavioural therapy is suggested as a first line of psychological 
treatment. [Strongly in favour] 
 

2. It is suggested that the modality of cognitive behavioural therapy (individual, group, 
telephone or computer-based) be agreed with the patient, in a shared decision-
making process, according to their values and preferences and the available 
resources, with the aim of increasing acceptability and adherence to it and reducing 
inequalities in access. [Weak recommendation in favour] 

GOOD CLINICAL PRACTICE 

3. Wherever possible, it is suggested that cognitive behavioural therapy sessions initially 
take place on a weekly basis. 
 

4. Initially, it is suggested that the patient be seen weekly to monitor adherence, possible 
adverse effects and to identify any worsening of symptoms until there is a response 
and symptoms have stabilised. 
 

5. It is suggested that a review of the response to the initial treatment be conducted after 
4-6 weeks of cognitive behavioural therapy (if the sessions are weekly). 
 

6. If there is at least a partial response to the initial treatment within 4-6 weeks of starting 
treatment, it is suggested that treatment be continued until 8-12 sessions have been 
completed and that progress be evaluated. 
 

7. It is suggested that the conclusion of the treatment should be planned in a 

methodological and incremental manner, with sessions gradually spaced out over 

time. As for instance, in the case of weekly sessions, these could be scheduled every 

two weeks, then monthly and finally as follow-up and /or prevention relapses sessions. 

 

8. If there is no response to the initial treatment or if the symptoms worsen within 4-6 
weeks of starting treatment, it is suggested that a modification of the treatment be 
considered, consisting of associating pharmacological treatment until symptoms are 
under control, or offering an alternative psychological therapy. 
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 Rationale  

A strong recommendation has been made in favour of the use of CBT in patients with mild 
or moderate GAD whose symptoms have not improved after the educational intervention 
and a weak recommendation in favour of the modality of CBT chosen (group/individual/ 
telephone /computer-based) in accordance with the patient´s values and preferences and 
the available resources. 

The GUG has considered the magnitude of the expected beneficial effects, the benefit-
risk balance, the cost-effectiveness and the acceptability of CBT by patients. 

In addition, a series of good practice recommendations have been formulated in relation 
to the implementation of these recommendations. These are relevant clinical 
considerations regarding the frequency of sessions, monitoring of adherence and 
response, continuation and completion of treatment and, finally, the alternative to non-
response, based on the GUG's clinical practice experience and the recommendations of 
current high methodological quality CPGs on GAD. 

Magnitude of the expected effects: the evidence indicates that the different modalities of 
CBT (individual/group/telephone/computerised) have significant effects in the reduction of 
symptoms, the management of concerns and the improvement of psychological 
functioning. 

Benefit-risk balance: the GUG considers that the benefit-risk balance is globally favourable 
for all modalities of CBT since the demonstrated benefits outweigh the possible associated 
risks. However, the decision will have to be assessed individually and on a personalised 
basis to determine the most appropriate modality or option for each patient and their 
specific situation. 

Cost-effectiveness: the evidence indicates that CBT, regardless of its modality, is cost-
effective when compared to usual care. 

Patients´ acceptability: from the GUG's point of view, the majority of patients, once 
informed of the pros and cons, would agree to the treatment. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-2  

 References: 

1. National Institute for Health and Care Excellence (NICE). Generalised anxiety disorder 

and panic disorder in adults: management. Clinical guideline [CG113] [Internet]. NICE; 2011. 

Disponible en: https://www.nice.org.uk/guidance/cg113/resources/generalised -anxiety-

disorder-and-panic-disorder-in-adults-management-pdf-35109387756997 

2. Andrews G, Bell C, Boyce P, Gale C, Lampe L, Marwat O, et al. Royal Australian and 

New Zealand College of Psychiatrists clinical practice guidelines for the treatment of panic 

disorder, social anxiety disorder and generalised anxiety disorder. Aust N Z J Psychiatry. 

2018;52(12):1109-72. DOI: 10.1177/0004867418799453 DOI: 0004-8674 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
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3. Hoyer J, Becker ES, Margraf J. Generalized anxiety disorder and clinical worry episodes 

in young women. Psychol Med. 2002;32:1227-37. DOI: 10.1017/s0033291702006360 

4. Wetherell JL, Ayers CR, Sorrell JT, Thorp SR, Nuevo R, Belding W, et al. Modular 

psychotherapy for anxiety in older primary care patients. Am J Geriatr Psychiatry. 2009;17(6). 

DOI: 10.1097/JGP.0b013e3181a31fb5 

5. Power KG, Simpson RJ, Swanson V, Wallace LA, Feistner ATC, Sharp D. A controlled 

comparison of cognitive- behaviour therapy, Diazepam, and placebo, alone and in 
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DOI: 10.1016/0887-6185(90)90026-6 

6. Power KG, Jerrom DWA, Simpson RJ, Mitchell MJ, Swanson V. A Controlled Comparison 
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3.2 Relaxation therapy 

 Question 

What is the comparative effectiveness and safety of relaxation therapy for adults 
diagnosed with GAD?  

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. In patients with mild or moderate GAD whose symptoms have not improved after 
educational intervention including self-management of anxiety and advice on healthy 
lifestyles, relaxation therapy is suggested as an alternative to cognitive behavioural 
therapy. [Weak recommendation in favour] 

 

  Rationale  

A weak recommendation has been made in favour of the use of relaxation therapy as an 
alternative to CBT in patients with mild or moderate GAD whose symptoms have not 
improved after educational intervention. 

The GUG has considered the magnitude of the expected beneficial effects and the benefit- 
risk balance. 

Magnitude of the expected effects: The evidence indicates that relaxation therapy 
significantly reduces levels of anxiety, depression and worry and increases the likelihood 
of remission. 

Benefit- Risk balance: Scientific evidence points to clear benefits of relaxation therapy in 
the treatment of GAD contributing to patient's general well-being, and to adverse events 
is considered negligible. The GUG has therefore concluded that the benefit-risk balance 
is globally favourable for this therapy. 

It is important to bear in mind that results may vary between individuals and that relaxation 
therapy may not be suitable for all people or situations. In specific circumstances, a 
therapeutic approach that addresses symptoms or concerns more directly may be 
necessary. In the case of certain medical conditions, such as hypotension, it may be 
necessary to consider other therapeutic options. In such cases, it is essential to carefully 
assess the suitability of relaxation therapy and to explore alternatives that are better suited 
to the specific needs and circumstances of the patient. To do this, the person´s willingness 
and ability to participate, preferences, past experiences and contraindications should be 
considered before selecting a particular relaxation strategy and determining whether any 
relaxation intervention has been helpful in the past. 

 Complete clinical question 

Full information about this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-2 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
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3.3 Metacognitive therapy 

 Question 

What is the comparative effectiveness and safety of metacognitive therapy in adults with 
GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. In patients with GAD, the use of metacognitive therapy is suggested as a second line 
of psychological treatment. [Weak recommendation in favour] 

 

 Rationale 

A weak recommendation has been made in favour of the use of metacognitive therapy in 
patients with GAD in the event that no respond is obtain with CBT or to relaxation therapy. 

The working group has considered the magnitude of the expected beneficial effects, the 
benefit- risk balance and the feasibility application therapy. 

Magnitude of the expected effects:  scientific evidence indicates that metacognitive 
therapy has moderate to large effects on response and remission rates, and on levels of 
anxiety, quality of life and the management of worries. 

Benefit- Risk balance: scientific evidence points to clear benefits of metacognitive therapy 
in the treatment of GAD and the possibility of adverse events associated with this therapy 
is considered negligible. Therefore, the GUG has considered that the benefit-risk balance 

https://www.euskadi.eus/bopv2/datos/2018/02/1800712a.pdf
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is globally favourable to metacognitive therapy. However, despite this positive benefit-risk 
balance there is less evidence available for this therapy than for CBT or relaxation therapy. 

Feasibility: metacognitive therapy is not as widely used among professionals as CBT and 
relaxation therapy, which means that this therapy may not be generally feasible. 

For all the above reasons, the GUG has considered leaving metacognitive therapy as a 
second line psychological treatment alternative for GAD. In any case, the decision will 
have to be assessed individually and on a personalised basis to determine the most 
appropriate option for each patient and their specific situation. 

 Complete clinical question 

Full information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-2 

 References 
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Metacognitive therapy versus cognitive–behavioural therapy in adults with generalised 

anxiety disorder. BJPsych Open. 2018;4(5). DOI: 10.1192/bjo.2018.54 

2. van der Heiden C, Muris P, van der Molen HT. Randomized controlled trial on the 

effectiveness of metacognitive therapy and intolerance-of-uncertainty therapy for generalized 

anxiety disorder. Behav Res Ther. 2012;50(2). DOI: 10.1016/j.brat.2011.12.005  

3. Boletín Oficial del País Vasco. Osakidetza Servicio Vasco de Salud [Internet]. 2018 

[citado 27 de octubre de 2022]. Disponible en: 

https://www.euskadi.eus/bopv2/datos/2018/02/1800712a.pdf  

3.4 Acceptance and commitment therapy 

 Question 

What is the comparative effectiveness and safety of acceptance and commitment therapy, 
in adults with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. In patients with GAD, it is suggested that acceptance and commitment therapy be 
used as a second line of psychological treatment. [Weak recommendation in favour] 

 

 Rationale 

A weak recommendation has been made in favour of the use of acceptance and 
commitment therapy in patients with GAD in the event that no response is obtained with 
CBT or with relaxation therapy. No evidence could be identified that directly compares the 
effects of metacognitive therapy with those of acceptance and commitment therapy for 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
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patients with GAD. For this reason, the GUG has decided to recommend either therapy 
as a second line of psychological treatment, without prioritising one over the other. 

The GUG has considered the magnitude of the expected beneficial effects and the benefit-
risk balance. 

Magnitude of expected effects: the evidence indicates that acceptance and commitment 
therapy has moderately positive effects on response and remission rates, anxiety levels 
and management of worries. None of the three studies considered reported results on 
adverse events. 

Benefit -risk balance: due to the evidence of the benefits of acceptance and commitment 
therapy in the treatment of GAD and the possibility of adverse events associated with this 
therapy, which is considered negligible, the GUG has considered that the benefit- risk 
balance is globally favourable to acceptance and commitment therapy. 

As CBT has a greater body of evidence than acceptance and commitment therapy, with 
proven benefits, the choice of acceptance and commitment therapy is suggested as a 
second line of psychological treatment. In any case, the decision will have to be assessed 
individually and personally to determine the most appropriate option for each patient and 
their specific situation. 

 Complete clinical question 

Full information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-2 

 References 

1. Zargar F, Farid AAA, Atef-Vahid MK, Afshar H, Maroofi M, Omranifard V. Effect of 

acceptance-based behavior therapy on severity of symptoms, worry and quality of life in 

women with generalized anxiety disorder. Iran J Psychiatry Behav Sci. 2012;6(2).  

2. Roemer L, Orsillo SM, Salters-Pedneault K. Efficacy of an acceptance-based behavior 

therapy for generalized anxiety disorder: evaluation in a randomized controlled trial. J 

Consult Clin Psychol. diciembre de 2008;76(6):1083-9. DOI: 10.1037/a0012720 

3. Dahlin M, Andersson G, Magnusson K, Johansson T, Sjögren J, Håkansson A, et  al. 

Internet-delivered acceptance-based behaviour therapy for generalized anxiety disorder: A 

randomized controlled trial. Behav Res Ther. febrero de 2016;77:86-95. DOI: 

10.1016/j.brat.2015.12.007 

4. Boletín Oficial del País Vasco. Osakidetza Servicio Vasco de Salud [Internet]. 2018 

[citado 27 de octubre de 2022]. Disponible en: 

https://www.euskadi.eus/bopv2/datos/2018/02/1800712a.pdf  

 

3.5 Psychodynamic therapy 

 Question 

What is the comparative effectiveness and safety of psychodynamic therapy in adults with 
GAD? 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
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 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. In patients with GAD, it is suggested that psychodynamic therapy should not be 
applied [Weak recommendation against] 

 Rationale 

A weak recommendation has been made against the use of psychodynamic therapy in 
patients with GAD. The working group has considered the benefit-risk balance, the quality 
of the evidence and the costs. 

Benefit-risk balance: psychodynamic therapy achieves similar results to CBT only when 
the patient has high contact (frequent) with the therapist, although the certainty of the 
evidence is low and limited. 

Costs: psychodynamic therapy with a high level of contact with the therapist, involving 
between 16 and 20 sessions, would represent an increase in the costs of healthcare with 
respect to CBT. 

Based on the above, the GUG has decided not to recommend this therapy in the treatment 
of GAD, as there are others with similar effects that have greater evidence and involve 
lower costs. 

 Complete clinical question 

Full information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-2 

 References 

1. Durham RC, Murphy T, Allan T, Richard K, Treliving LR, Fenton GW. Cognitive therapy, 

analytic psychotherapy and anxiety management training for generalised anxiety disorder. 

Br J Psychiatry. 1994;165(SEP.). DOI: 10.1192/bjp.165.3.315  

2. Boletín Oficial del País Vasco. Osakidetza Servicio Vasco de Salud [Internet]. 2018 

[citado 27 de octubre de 2022]. Disponible en: 

https://www.euskadi.eus/bopv2/datos/2018/02/1800712a.pdf  
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3.6 Mindfulness 

 Question 

What is the comparative effectiveness and safety of mindfulness in adults with GAD? 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
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 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. Due to the low level of confidence in the available evidence, a recommendation 
cannot be made regarding the use of mindfulness for the treatment of people with 
GAD in Primary Care settings. 

 Rationale 

Although there are some preliminary studies suggesting that mindfulness may be 
beneficial in reducing anxiety in certain disorders, the scientific evidence is still limited and 
does not strongly support it as a main stream treatment for GAD. Research in this area is 
at its early stages and rigorous studies with larger sample sizes are needed to determine 
the effectiveness of mindfulness in this specific disorder. 

GAD can present itself in a variety of ways in each individual and treatment varies from 
person to person. While mindfulness may be beneficial for some people as a complement 
to other therapeutic approaches, it may not be sufficient as a sole intervention to address 
the complex symptoms of GAD. 

The GUG considers that, given the existence of effective treatment options available, solid 
evidence is required before recommending mindfulness as a mainstream alternative. 

Finally, the group has based its decision on the current lack of regulation of mindfulness-
based therapies and of adequate training of healthcare professionals to use them. 

Overall certainty in the evidence on effects: the overall quality of the evidence considered 
is very low, coming from three RCTs (n= 308) with methodological limitations. The studies 
considered did not report the probability of response, probability of remission and rate of 
adverse effects. 

Benefit- Risk balance: the group considers that benefit-risk balance of mindfulness is 
variable. This is due to the fact that the effects of mindfulness use on self-reported anxiety, 
worry and depression outcomes vary across the studies considered from very strong to 
effects of uncertain clinical significance. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-2 

 References 
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https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-2
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4.  Pharmacological treatment 

4.1 Antidepressants 

4.1.1 Selective serotonin reuptake inhibitors 

 Question 

What is the comparative effectiveness and safety of selective serotonin reuptake inhibitors 
(SSRIs) versus placebo, in adults with GAD? 

 Recommendations 

GOOD CLINICAL PRACTICE 

1. In patients with severe GAD, the prescription of selective serotonin reuptake inhibitors 
is recommended, while assessment is still pending by the Mental Health Service. 

EVIDENCE-BASED RECOMMENDATION 

2. In patients with moderate GAD whose symptoms have not improved after educational 
intervention, including self-management of anxiety and advice on a healthy lifestyle, 
the choice of selective serotonin reuptake inhibitor is suggested as first line of 
pharmacological treatment.  [Weak recommendation in favour].  

GOOD CLINICAL PRACTICE 

3. When prescribing antidepressants, the following should be considered: age, tolerance, 
potential side effects, the possibility of pregnancy, previous treatment received, the 
existence of comorbidities, potential risk of occasional overdose, potential interactions 
with other medications that are being received, concomitant consumption of toxic 
substances and the cost for equal effectiveness. 
 

4. There is insufficient evidence to recommend one particular antidepressant over others. 
Therefore, it is suggested that the choice be made in a shared decision-making 
process between the patient and the healthcare professional, taking into account 
previous success with the individual patient, the patient's preference and the 
professional's judgement (including previous experience with the medication). 
 

5. In order to reduce the likelihood and severity of side effects, it is suggested that 
treatment with antidepressants should be initiated at a low dose (approximately half 
the initial dose administered to patients with depression) and be titrated up gradually 
(increased according to tolerability, within the approved dose range) in order to 
achieve the desired therapeutic effect. 
 

6. During pregnancy, the following should be considered: 

 Whether the potential benefits to the mother from the prescribed antidepressants 
outweigh the possible risks to the foetus. 

 Using the minimum effective dose of the drug and for the shortest possible time to 
reduce the potential risk of adverse neonatal effects. 
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7. When prescribing antidepressants for patients with GAD, it is recommended that 
detailed information be provided on: 

 The therapeutic objectives, duration of treatment and the risks of abrupt 
discontinuation of treatment. 

 The non-immediacy of the effect and the need for adherence to treatment. 

 The Potential adverse effects and to warn that these generally occur early in the 
treatment, even before the beneficial effects are noticed. 

 
8. Initially, it is suggested to see the patient weekly to monitor adherence, adverse effects 

and to identify any worsening of symptoms until there is a response and the symptoms 
have stabilised. 
 

9. When a selective serotonin reuptake inhibitor (SSRI) is effective in the treatment of a 
patient with GAD, but is not tolerated, switching to another SSRI is suggested, unless 
severe or class reactions have occurred. If the latter is also not tolerated, switching to 
a serotonin-norepinephrine reuptake inhibitor is suggested. 

10. It is suggested that the initial response be reviewed after 4-6 weeks of treatment and 
that the dose not be increased before that period. 
 

11. If remission of symptoms occurs within 4-6 weeks of starting treatment, it is suggested 
that treatment is continued for approximately 6 to 12 months and that progress is 
monitored. 
 

12. Should a partial response to initial treatment be observed within 4-6 weeks of 
treatment initiation, assessment in increasing treatment dosage within the therapeutic 
range is suggested, whilst ensuring that progress is monitored. 
 

13. When withdrawal of medication is indicated, it is recommended that it be done 
progressively, with a reduction in dose over a period of weeks or months. 
 

14. If there is no response to the initial treatment within 4-6 weeks of starting treatment, 
after checking compliance, confirming the diagnosis and reassessing the existence of 
possible comorbidities, it is suggested that a change in treatment be considered, 
consisting of: adding psychological therapy and/or increasing the dose within the 
approved dose range, or switching to another drug with a different mechanism of 
action. 
 

15. If symptoms deteriorate within 4-6 weeks of commencing treatment, a switch to an 
alternative drug with different mechanism of action is suggested. 
 

 Rationale 

A weak recommendation has been made in favour of using SSRIs as a first-line 
pharmacological treatment for patients with moderate GAD whose symptoms have not 
improved after educational intervention. 

The GUG has carefully considered the magnitude of the expected beneficial effects, the 
quality of the evidence, the benefit-risk balance together with the cost of these drugs and 
the general acceptability of these drugs by patients. 

In addition, a series of good practice recommendations have been formulated in relation 
to the implementation of these recommendations. These are the relevant clinical 
considerations for the strategy in case of severe GAD: the considerations for prescription, 



20 
 

the non-preference of individual drugs within the class and the dosage, considerations in 
the case of pregnancy, the information that should be offered to the patient, the alternative 
in the case of non-tolerance to the initial treatment, the strategy in the case of severe GAD, 
the monitoring of adherence and response, the continuation and finalisation of the 
treatment and, finally, the alternative to non-response, based on the experience in the 
clinical practice of the GUG and the recommendations of the current CPGs of high 
methodological quality on GAD. 

Magnitude of the expected effects: the evidence indicates that SSRIs have significant 
effects in reducing anxiety levels, increasing the probability of response and the probability 
of remission, as well as increasing the level of quality of life. 

Overall certainty in the evidence of effects: the overall quality of the evidence considered, 
from 15 RCTs (n= 5737), is moderate. 

Benefit-risk balance: the scientific evidence points to clear benefits of SSRIs in the 
treatment of GAD. 

On the other hand, although SSRIs are not free of side effects, these are well known and 
some can be reduced by lowering the starting dose and remaining vigilant, providing the 
patient with the necessary information to detect them early. Consequently, the GUG has 
considered that the benefit-risk balance is globally favourable to SSRIs. 

Use of resources and costs: the cost of treatment with SSRIs, taking into account only the 
cost of the drugs, is considered negligible. 

Acceptability: SSRIs have a well-established safety profile and are widely used in primary 
care, therefore there is a great deal of experience of their use. Consequently, from the 
GUG's perspective, the majority of patients, once informed of the pros and cons, would 
agree to treatment. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-3 
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4.1.2 Serotonin and noradrenaline reuptake inhibitors 

 Question 

What is the comparative effectiveness and safety of serotonin and noradrenaline reuptake 
inhibitors (SNRIs) compared to placebo, in adults with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. Selective serotonin and noradrenaline reuptake inhibitors (venlafaxine extended-

release and duloxetine) are suggested as first-line treatment for people with GAD as 

an alternative to selective serotonin reuptake inhibitors. [Weak recommendation in 

favour] 

GOOD CLINICAL PRACTICE 

2. If a selective serotonin and noradrenaline reuptake inhibitor is effective in patients with 
a diagnosis of GAD, but it is intolerable, a change to another selective serotonin and 
noradrenaline reuptake inhibitor is suggested. If the latter is also not tolerated, 
switching to a selective serotonin reuptake inhibitor is suggested. 

The Good Clinical Practice (GCP) recommendations 3-8 and 10-13 that were formulated 
for selective serotonin reuptake inhibitors (see Section 6.1.1.) are also applicable to 
selective serotonin reuptake inhibitors and norepinephrine reuptake inhibitors. 

 Rationale 

A weak recommendation has been made in favour of using SNRIs as an alternative to 
SSRIs in patients with moderate GAD whose symptoms have not improved after 
educational intervention. 

The recommendation has been based on the magnitude of the expected beneficial effects, 
the quality of the evidence, the favourable benefit-risk balance together with the low cost 
of these drugs and their general acceptability to patients. 

In addition, a recommendation for good practice has formulated to complement these 
recommendations. This is intended to provide an alternative in the event of intolerance to 
the initial treatment. The set of GCP recommendations, that apply to both SSRIs and 
SNRIs, are considerations for prescription, non-preference of individual drugs within the 
class and dosage, considerations in the case of pregnancy, information to be given to the 
patient, strategy in case of severe GAD, monitoring of adherence and response, 
continuation and discontinuation of treatment and, finally, alternatives in the case of non-
response. In doing so, the GUD has taken into account clinical experience with GAD and 
the recommendations of current, methodologically high-quality guidelines on GAD. 

Magnitude of the expected effects is as follows: the evidence indicates that NRSIs have a 
significant effect in increasing the probability of response and the probability of remission 
and a small effect on anxiety levels and quality of life. 
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Overall certainty in the evidence of the effects: the overall quality of the evidence 
considered, from 19 RCTs (n= 7,809), is moderate. 

Benefit-risk balance: the scientific evidence points to clear benefits of NSRIs in the 
treatment of GAD. On the other hand, although NSRIs are not free of side effects, these 
are well known and some can be reduced by lowering the starting dose and remaining 
vigilant, providing the patient with the necessary information to detect them early. 
Consequently, the GUG has considered that the benefit-risk balance is globally favourable 
for NSRIs. 

Use of resources and costs: the cost of treatment with NSRIs, taking into account only the 
cost of the drugs, is considered negligible. 

Acceptability: NSRIs have a well-established safety profile and are widely used in PC, so 
there is a great deal of experience of their use. Therefore, from the GUG's point of view, 
the majority of patients, once informed of the pros and cons, would agree to the treatment. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-3 
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4.1.3 Other antidepressants 

4.1.3.1 Agomelatine 

 Question 

What is the comparative effectiveness and safety of agomelatine versus placebo, in adults 
diagnosed with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. It is suggested not to use Antidepressant agomelatine for the treatment of people with 
GAD. [Weak recommendation against] 
 

 Rationale 

A weak recommendation has been formulated against the use of agomelatine in patients 
with GAD. The working group has considered the best available evidence of the 
effectiveness over other first-line antidepressants, safety considerations and the cost of 
the drug. 

Magnitude of expected effects: the evidence indicates that agomelatine has a large effect 
on anxiety levels and a clinically significant effect on response and remission rates. 
However, SSRIs and SNRIs have more robust evidence base and have been shown to 
be effective in the treatment of GAD. These medications have well-established safety 
profiles and are more familiar to GPs. 

Although agomelatine is generally considered to be well tolerated, it has certain safety 
considerations that should be taken into account. It may increase the risk of liver damage, 
so regular monitoring of liver function is required during treatment. In addition, it has 
significant drug interactions with other medications, which may limit its use in patients on 
multiple medications. These considerations may complicate its use in the PC setting, 
where monitoring and managing interactions may be more challenging. 

Resource use and costs: the cost of agomelatine may be significantly higher compared to 
other more common antidepressants. 

 Complete clinical question 

Full information on this question (available in Spanish): 
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4.1.3.2 Vortioxetine 

 Question 

What is the comparative effectiveness and safety of vortioxetine versus placebo, in adults 
with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. It is suggested that the antidepressant vortioxetine should not be used in the treatment 
of people with GAD. [Weak recommendation against] 
 

 Rationale 

A weak recommendation against the use of vortioxetine in patients with GAD has been 
made. The working group has considered the benefit-risk balance and the non-negligible 
cost of the drug. 

Benefit-risk balance: the scientific evidence does not indicate benefits of treatment with 
vortioxetine and it could be associated with the appearance of adverse events. Therefore, 
the GUG has considered that the benefit-risk balance is globally unfavourable to the use 
of this drug. 

Use of resources and costs: the cost of vortioxetine is significantly higher than that of other 
more common antidepressants 

 Complete clinical question 

Full information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-3 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-3
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https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-3
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4.2 Anxiolytics 

4.2.1 Benzodiazepines 

 Question 

 What is the comparative effectiveness and safety of benzodiazepines (BZD) versus 
placebo, in adults with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. It is suggested that benzodiazepines should not be used to treat GAD, except as a 
short-term measure (limited to four weeks) during crises and only when rapid control 
of symptoms is crucial while waiting for a response to antidepressant and/or 
psychological treatment. [Weak recommendation against] 
 

2. In cases where the use of benzodiazepines is deemed necessary for patients 
diagnosed with GAD, it is suggested that those with a long half-life be prescribed, given 
their reduced addictive potential. [Weak recommendation against] 

 

3. It is suggested that benzodiazepines should not be used in elderly patients with GAD. 
[Weak recommendation against] 
 

 Rationale 

A weak recommendation has been made against the use of Benzodiazepines (BZDs) for 
the treatment of GAD. The GUG has considered the significant side effects, the high risk 
of developing tolerance, physical and psychological dependence and abuse, as well as 
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the withdrawal symptoms upon their discontinuation. They have also taken into account 
the availability of safer and more effective alternatives, and their low perceived benefit in 
clinical practice. 

The recommendation for their exceptional use as a temporary, short-term solution in crisis 
situations and only when it is essential to provide rapid symptoms control until the 
therapeutic effect of antidepressants and/or psychological treatment takes effect, is 
justified by the rapid anxiolytic effect of BZDs and by the fact that, in some cases, it may 
take time to achieve an adequate therapeutic response with antidepressants and/or 
psychological treatment. In acute crisis situations, where symptoms are severe and 
debilitating, the use of BZDs may be necessary as a temporary measure to provide rapid 
control of symptoms and reduce patient discomfort while waiting for the main treatment to 
reach its full effectiveness.  

 By limiting the use of BZDs to a period of ≤4 weeks and only in crucial situations, the aim 
is to minimise the risks associated with their long-term use, such as dependence and 
adverse effects. It is essential that the use of BZDs is carefully supervised by a doctor, 
who will assess the potential benefit and weigh up the risks in each individual case. In 
addition, in general, it is recommended to prioritise the prescription of those BZDs with a 
longer half-life as they have a lower addictive potential. In addition, adequate adherence 
to the treatment plan, including its limitations, should be monitored in order to reduce the 
time and amount of BZD consumption. It is also important to bear in mind that this group 
of drugs is included in the PRISCUS list and the STOPP-START and Beers criteria 
(potentially inappropriate medication in the elderly) as it can produce serious adverse 
effects such as increased risk of falls, prolonged reaction time, cognitive impairment or 
depression in this population group. 

It is important to inform and advise patients about the risks associated with the use of 
BZDs, about the short-term nature of treatment with them and the importance of following 
the comprehensive treatment plan to address GAD in the long term. 

Overall certainty in the evidence on the effects: the overall quality of the evidence 
considered, from 21 RCTs (n= 2,193), is low. This is due to the fact that the studies present 
a certain inconsistency for some of the links considered that could not be explained by the 
established subgroup analyses (type of benzodiazepine and/or dose). The variables 
remission, concern, level of depression and quality of life were not reported in any of the 
studies. 

Benefit-risk balance: due to the high risk of developing tolerance and physical and 
psychological dependence on BZDs, the GUG has considered that the benefits of 
treatment indicated by the scientific evidence in terms of reducing anxiety levels and 
increasing the likelihood of response probably do not outweigh the undesirable effects. 

 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-4 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-4
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-4
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4.2.2 Other anxiolytics 

4.2.2.1 Buspirone 

 Question 

What is the comparative effectiveness and safety of buspirone versus placebo, in adults 
with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. It is suggested not to use buspirone for the treatment of people with GAD. [Weak 
recommendation against] 
 

 Rationale 

A weak recommendation has been made against the use of buspirone in patients with 
GAD. The GUG has taken into account the unfavourable benefit-risk balance of this drug 
together with the fact that it is not marketed in Spain. 

Benefit-risk balance: Scientific evidence does not indicate benefits of buspirone in the 
treatment of GAD over placebo in terms of anxiety levels, likelihood of response and rate 
of adverse events; however, the certainty of these effects was rated as very low. The 
variables remission, worry, level of depression and quality of life were not reported in any 
of the studies considered. Therefore, the GUG has considered that the balance between 
desirable and undesirable effects does not favour buspirone. 

In terms of feasibility, Buspirone is not applicable to this context since it is not marketed in 
Spain. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-4 
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4.3 Other drugs 

4.3.1 Pregabalin 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of pregabalin versus 
placebo? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. If the person with GAD does not tolerate selective serotonin reuptake inhibitors or 
selective serotonin and noradrenaline reuptake inhibitors, it is suggested that 
pregabalin be offered as a second line treatment, especially in those with neuropathic 
pain.  [Weak recommendation in favour] 

GOOD CLINICAL PRACTICE 

2. It is suggested that the prescription of pregabalin should be avoided in patients with a 
history of or high risk of substance abuse. 

 Rationale 

A weak recommendation has been made in favour of the use of pregabalin in patients with 
GAD who do not tolerate SSRIs and SNRIs. The working group has considered the overall 
quality of the evidence and the benefit-risk balance. On the other hand, it considered that, 
due to its unique mechanism of action, pregabalin may be useful for those who do not 
tolerate SSRIs and SNRIs. It was also considered that misuse of pregabalin may lead to 
dependence and motivate behaviours of abuse and illegal trafficking, particularly in 
patients with a history of drug addiction. 

Overall certainty of the evidence on effects the overall quality of the evidence considered, 
from 6 RCTs (n= 1,667), is moderate. The variables probability of remission and level of 
concern were not reported in any of the studies. 
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Benefit-risk balance: According to the results, the use of pregabalin is beneficial in the 
treatment of GAD with respect to anxiety levels and the likelihood of response, without 
increasing the risk of serious adverse events. Therefore, the GUG has considered that the 
benefit-risk balance is overall favourable to this medicine. 

Pregabalin is indicated in the product´s data sheet for the treatment of peripheral and 
central neuropathic pain in adults, and the group considers that the use of this medicine 
in these patients may provide a dual benefit, avoiding duplication in the overall treatment 
of patients with GAD and neuropathic pain. 

Pregabalin has a low addictive potential at therapeutic doses but on occasions it can be 
consumed at higher than recommended doses or by non-recommended routes of 
administration, to produce sedative and psychedelic effects. This misuse can lead to 
dependence and encourage abuse and trafficking, particularly in patients with a history of 
drug dependence. For this reason, a good practice recommendation has been made to 
avoid their use in patients with a history of, or high risk of. Substance misuse.  

 Complete clinical question 

Full information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-5 
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4.3.2 Quetiapine 

 Question 

What is the comparative effectiveness and safety of quetiapine versus placebo in adults 
with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. In people with refractory GAD with high anxiety and at risk of benzodiazepine abuse 
or cognitive impairment, the use of quetiapine is suggested as an alternative to 
benzodiazepines [Weak recommendation] 

GOOD CLINICAL PRACTICE 

2. In the context of PC settings, it is suggested that the dose of quetiapine should not 
exceed 50 mg/d, with referral to the Mental Health Service if the patient cannot be 
controlled with these doses. 

  Rationale 

A weak recommendation has been made in favour of the use of quetiapine as an 
alternative to BZD in patients with GAD at risk of BZD abuse or cognitive impairment. The 
working group has considered the quality of the evidence and the benefit-risk balance. 

Moreover, to complement this recommendation, a good practice recommendation has 
been made on the maximum dose of quetiapine to be used in PC, based on the fact that 
it is a drug with an antipsychotic effect and with a potential risk of serious adverse effects 
as well as multiple drug interactions. It therefore requires close monitoring by doctors who 
are experts in its use. At low doses, it has no antipsychotic effect and the side effects are 
reduced. 

Overall certainty in the evidence on the effects: the overall quality of the evidence 
considered, from 3 RCTs (n= 1,706), is high. The variable level of concern was not 
reported in any of the studies. 

Risk-benefit balance: the scientific evidence points to benefits of quetiapine in the 
treatment of GAD, with improvement in the level of anxiety and the likelihood of response 
and remission, however, it also points to an increased risk of adverse events. 

The GUG has considered that the use of quetiapine may be useful in PC in those patients 
at risk of substance abuse or cognitive impairment, as an alternative to BZD and at low 
doses, since, in these cases, the beneficial effects outweigh the risks. 

 Complete clinical question 

Please, find complete information on the clinical question (available in Spanish) 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-5 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-5
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-5
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4.3.3 Opipramol 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of opipramol versus 
placebo? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. Opipramol is not recommended at PC for the treatment of people diagnosed with GAD.  
[Weak recommendation against] 

 Rationale 

A weak recommendation has been made against the use of opipramol in patients with 
GAD based on the available evidence, which is scarce and of very low quality both in 
terms of the risks and benefits of treatment in these patients, together with the non-
commercialisation of the drug in Spain. 

Overall certainty in the evidence about the effects: the evidence considered comes from 
a single RCT (n= 208) which is imprecise in the only two outcomes reported (level of 
anxiety and rate of adverse events). Therefore, the overall quality of the evidence is 
considered very low. 

Feasibility: treatment with opipramol is not applicable in this context as it is not marketed 
in Spain. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://cima.aemps.es/cima/dochtml/ft/69805
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5.  Other treatments 

5.1 Physical exercise programmes 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of resistance 
exercise programmes compared to control? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. It is suggested that people with GAD be recommended to regularly participate in a 

supervised physical exercise programme as a complement to the prescribed 

psychological and/or pharmacological treatment. [Weak recommendation in 

favour]  

Considerations for implementation: 

It is vital that physical exercise programmes should be adapted to meet the specific needs 
of patients diagnosed with GAD.  

Before starting any exercise programme, it is recommended that consulting a certified 
personal trainer or a health professional specialized in therapeutic exercise be made to 
ensure the safety and adequacy of physical activity to the specific physical and mental 
conditions of each person. 

As recommended by the WHO for the entire adult population, patients should engage in 
at least 150 to 300 minutes of moderate-intensity aerobic physical activity, or at least 75 
to 150 minutes of vigorous-intensity aerobic physical activity, or an equivalent combination 
of moderate- and vigorous-intensity activity throughout the week. 

 Rationale 

A weak recommendation has been made in favour of regular supervised physical exercise 
for patients with GAD. The GUG has considered that, based on indirect evidence from 
other populations, the benefits of regular supervised physical exercise probably outweigh 
the possible harms. 

Benefit-risk balance: despite the limited evidence available on its specific effects on GAD, 
the GDG has considered that, the regular physical exercise can be an effective, as well 
as safe, tool to help people with GAD manage their symptoms and improve their mood 
and general well-being. This is based on the following benefits demonstrated in the 
general population and in people with other anxiety disorders and other mental disorders: 

a) Reduction of anxiety and stress levels: During exercise, the body releases endorphins, 
neurotransmitters that generate a feeling of well-being and reduce anxiety. In addition, 
exercise can provide an effective distraction from negative thoughts and worries, thus 
promoting a calmer state of mind. 
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b) Improved mood: physical exercise can increase the production of serotonin and 
dopamine, brain chemicals related to mood and feelings of happiness. These chemical 
changes can have a positive effect on people with GAD, relieving the depressive 
symptoms that are often associated with the disorder. 

c) Reduction of muscle tension: Generalised anxiety can cause muscle tension and 
stiffness, which can increase discomfort. Regular physical exercise, especially stretching 
and yoga, can help relax the muscles and relieve accumulated tension, which in turn can 
reduce the physical symptoms associated with anxiety. 

d) Increased confidence and self-esteem: Participating in a physical exercise programme 
can help people with GAD develop greater confidence in their physical abilities and 
capacities. Achieving exercise goals, improving endurance and strength, and seeing 
improvements in physical performance can increase self-esteem and the feeling of control 
over one's body and soul. 

e) Improved sleep: GAD is often associated with difficulties in falling asleep and 
maintaining restful sleep. Regular physical exercise can promote better rest and quality of 
sleep. Additionally, exercising early in the day can assist in regulating the circadian rhythm, 
thereby facilitating night time sleep. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-6 
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5.2 Medicinal herbs 

5.2.1 Chamomile 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of chamomile extract 
versus placebo? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. It is suggested that people with GAD be recommended to consume chamomile as a 
complement to the prescribed psychological and/or pharmacological treatment. [Weak 
recommendation in favour] 

 Rationale 

A weak recommendation has been made in favour of the use of chamomile extract only 
as an adjuvant in the treatment of GAD despite the fact that the available evidence is on 
its effects as an individual treatment compared to placebo. The GDG has considered the 
benefit-risk balance and the cost of the product. 

 Benefit-risk balance: the evidence indicates some benefit of chamomile on anxiety levels 
in people with GAD. However, it should not be considered as an individual or main 
treatment because the evidence is very limited and there is variability in the response,  

The GUG considered that, given the known potential digestive and sedative effects of 
chamomile, it could help to alleviate the symptoms that accompany GAD. On the other 
hand, the possibility of adverse events associated with this medicinal herb is considered 
negligible, the GUG has considered that the benefit-risk balance is globally favourable to 
chamomile. 

Use of resources and costs: as it is a non-funded product, the cost of this treatment would 
be assumed entirely by the patient. However, given the low cost of this product, the GUG 
considers that the recommendation of its use would probably not have an impact on 
equity· 

 Complete clinical question 

Complete information on this question (available in Spanish): 
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5.2.2 Passionflower 

 Question 

What is the comparative effectiveness and safety of passionflower extract versus oxazepam, 
in adults with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. Due to the low confidence in the available evidence, a recommendation cannot be 
made on the use of passionflower to improve the symptoms of people with GAD. 

 Rationale 

The GUG has decided not to issue a recommendation either for or against the use of 
passion flower extract in patients with GAD, taking into account the magnitude of the 
expected effects, the quality of the evidence and the benefit-risk balance. 

Magnitude of the expected effects: the evidence indicates that treatment with passion 
flower extract does not modify anxiety levels compared to oxazepam. 

Overall certainty in the evidence on the effects: the overall quality of the evidence 
considered, from a single RCT with 36 participants, is very low due to the small sample 
size and the risk of bias due to selective reporting of results. Change in anxiety levels was 
the only key outcome reported in the study. 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-7
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Benefit-risk balance: no benefit is observed in treatment with passionflower extract 
compared to oxazepam and there is no evidence on the expected undesirable effects, 
therefore the benefit-risk balance is unknown. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-7 
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5.2.3 Valerian 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of valerian extract 
versus diazepam and placebo? 

 Recommendation 

EVIDENCE-BASED RECOMMENDATION 

1. Based on the available evidence, no recommendation can be made regarding the use of 
valerian to improve the symptoms of people with GAD. 

 Rationale 

The GUG has decided not to issue a recommendation for or against the use of valerian 
extract in patients with GAD, considering the magnitude of the expected effects, the quality 
of the evidence and the benefit-risk balance. 

Magnitude of the expected effects: the evidence indicates that treatment with valerian 
extract does not modify anxiety levels compared to diazepam or placebo. 

Overall certainty in the evidence of effects: the overall quality of the evidence considered, 
from a single RCT with 36 participants, is low due to the small sample size and the possible 
risk of bias given the insufficient information in the domains of allocation concealment and 
incomplete outcome data. The variation in the anxiety levels was the only key outcome 
reported in the study. 

Benefit-risk balance: no benefit is observed in treatment with valerian extract compared to 
diazepam or placebo and there is no evidence on the expected undesirable effects, 
therefore the benefit-risk balance is unknown. 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-7
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-7
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 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-7 

 References 
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5.2.4 Galphimia Glauca or red arnica 

 Question 

What is the comparative effectiveness and safety of galphimia glauca versus lorazepam, 
in adults with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. Due to the low confidence in the available evidence, a recommendation cannot be 
made on the consumption of galphimia glauca (root arnica or red arnica) to improve 
the symptoms of people with GAD. 

 Rationale 

The GUG has decided not to make a recommendation for or against the use of galphimia 
glauca in patients with GAD, based on the quality of the evidence and the benefit-risk 
balance. 

Overall certainty in the evidence about the effects: the overall quality of the evidence 
considered, from two RCTs (n=223), is very low due to the possible risk of bias given the 
insufficient information in the domains of participant selection and participants reported 
outcomes in both studies and the high risk of attrition bias in one of the included studies. 
The change in anxiety levels was the only key outcome reported in that study. 

Benefit-risk balance: the evidence indicates that treatment with galphimia glauca does not 
modify anxiety levels compared to lorazepam and there is no evidence on the expected 
undesirable effects, therefore the benefit-risk balance is unknown. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-7 
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5.2.5 Kava 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of kava versus 
placebo? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. Due to the low confidence in the available evidence, a recommendation cannot be 
made on the use of kava to improve the symptoms of people with GAD. 

 Rationale 

The GUG has decided not to issue a recommendation for or against the use of kava in 
patients with GAD, considering the magnitude of the expected effects, the quality of the 
evidence and the benefit-risk balance. 

Magnitude of expected effects: the evidence indicates that treatment with kava neither 
modify the anxiety levels nor the response rate compared to placebo. 

Overall certainty in the evidence of effects: the overall quality of the evidence, from 3 RCTs 
(n= 130) with methodological limitations, was considered low due to the small sample size 
and the presence of risk of bias in the studies due to the absence of a washout period. 
The variables probability of remission and level of worry were not reported in any of the 
studies. 

Benefit-risk balance: no benefit is observed in treatment with kava compared to placebo 
and there is no evidence on the expected undesirable effects, therefore the benefit-risk 
balance is unknown. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-7 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-7
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-7
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5.2.6 Silexan or lavender extract 

 Question 

What is the comparative effectiveness and safety of silexan (lavender extract) compared 
with lorazepam and placebo in adults with GAD? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. Due to the limited and low-confidence evidence available, a recommendation cannot 
be made on the use of silexan (lavender extract) to improve symptoms in people with 
GAD. 

 Rationale 

The GUG has decided not to make a recommendation for or against the use of silexan in 
patients with GAD, taking into account the quality of the evidence and the benefit-risk 
balance. 

Overall certainty of the evidence on effects: The overall quality of the evidence for both 
comparisons, from a single RCT with 395 participants, was rated low due to small sample 
size, imprecision of the effect and possible risk of bias, as there was insufficient 
information to assess the blinding of outcome assessors. The variables likehood of referral 
and level of concern were not reported in any of the studies. 

Benefit-risk balance: no benefit is observed with silexan treatment compared to 
lorazepam; a small benefit is observed compared to placebo but there is no evidence on 
the expected undesirable effects, therefore, the benefit-risk balance is unknown. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-7 

https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-7
https://portal.guiasalud.es/guia-en-capas/gpc_641_trastorno_ansiedad_generalizada_ap/%23question-7
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5.2.7 Jiu Wei Zhen Xin herbal granules 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of Jiu Wei Zhen Xin 
herbal granules compared to azapirones and SSRIs? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. It is suggested that individuals diagnosed with GAD avoid consuming Jiu Wei Zhen 
Xin herbal granules as an alternative treatment to selective serotonin reuptake 
inhibitors or azapirones. [Weak recommendation against] 

 Rationale 

A weak recommendation has been made against the use of Jiu Wei Zhen Xin herbal 
granules in patients with GAD. The GUG has considered the magnitude of the expected 
effects, the quality of the evidence, the benefit-risk balance and the feasibility of 
implementing the recommendation. 

Magnitude of the expected effects: the evidence indicates that treatment with Jiu Wei Zhen 
Xin herbal granules, both in comparison with treatment with azapirones and in comparison, 
with treatment with SSRIs, does not modify the levels of anxiety, the response rate or the 
levels of adverse events. 

Overall certainty in the evidence on the effects: the overall quality of the evidence 
considered for the comparison of granules versus azapirones, from 8 RCTs with a total of 
923 participants, is very low, while for the comparison of granules versus SSRIs, from 6 
RCTs with a total of 435 participants, it is low. In the case of the first comparison, the 
judgement is due to the results presenting moderate heterogeneity, the effect being 
imprecise and there being a possible risk of bias given the insufficient information available 
to evaluate the domains of allocation concealment and incomplete outcome data. In the 
second comparison, the judgement on the certainty of the evidence is due to the small 
sample size and the risk of bias in the domains of allocation concealment and blinding of 
personnel and participants. The variables probability of remission and level of concern 
were not reported in any of the studies. 

Benefit-risk balance: given that no benefit is observed in the treatment with Jiu Wei Zhen 
Xin herbal granules compared to azapirones and SSRIs and the expected undesirable 
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effects are not modified, the GUG has considered that the benefit-risk balance does not 
favour either the intervention nor the comparison. 

Feasibility: Jiu Wei Zhen Xin herbal granules are not included in all the lists of medicines 
or dietary products in the programmes used in PC. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-7 
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5.2.8 Oriental herbal medicine 

5.2.8.1 Oriental herbal medicine as a sole treatment 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of oriental herbal 
medicine compared to anxiolytics and placebo? 

 Recommendations 

EVIDENCE-BASED RECOMMENDATION 

1. Although the benefits of treatment with herbal medicine probably outweigh the harms, 
low confidence in the available evidence does not allow a recommendation in favour 
of herbal medicine for improving symptoms in people with GAD. 

 Rationale 

This clinical question analyses the scientific evidence and provides 
recommendations on the use of oriental herbal medicine as monotherapy in 
patients with GAD. The GUG has decided not to issue a recommendation for or 
against its use, taking into account the quality of the evidence and the feasibility of 
the treatment in our context. 

Overall certainty in the evidence on the effects: The overall quality of the evidence was 
considered very low both for the comparison of oriental herbal medicine with placebo (4 
RCTs, n=251) and for the comparison with anxiolytics (48 RCTs, n=4425), mainly due to 
the substantial unexplained heterogeneity of results between studies and the risk of bias 
due to the non-blinding of patients, personnel and outcome assessors. The studies 
considered only report the outcomes of anxiety level and risk of adverse events. 

Feasibility: Oriental herbal medicine is not included in all the repertoires of medicines or 
diet therapy products of the programmes used in PC. 

 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-7 
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5.2.8.2 Oriental herbal medicine combined with anxiolytics 

 Question 

In adults with GAD, what is the comparative effectiveness and safety of oriental herbal 
medicine combined with anxiolytics, as opposed to anxiolytics alone? 

 Recommendations 

1. In people with GAD, the concomitant use of oriental herbal medicine and anxiolytics is 
not recommended. [Weak recommendation against] 

 Rationale 

A weak recommendation has been made against the concomitant use of oriental herbal 
medicine and anxiolytics. The GUG has considered the magnitude of the expected effects, 
the quality of the evidence and feasibility. 

Magnitude of expected effects: according to the results, no benefit was observed from the 
concomitant use of oriental herbal medicine and anxiolytics compared to anxiolytics alone; 
nor were any undesirable effects observed. 

Overall certainty of the evidence on the effects: the overall quality of the evidence 
considered is low despite coming from 33 RCTs with 2,415 participants. This is because 
the results show moderate to substantial heterogeneity that is not explained by subgroup 
analysis, and there is a risk of bias because it was not possible to blind patients, staff, or 
outcome assessors. The studies only report the outcomes of anxiety level and probability 
of adverse events. 

Feasibility: Oriental herbal medicine is not included in all drug or diet therapy product 
repertoires of the programmes used in PC. 

 Complete clinical question 

Complete information on this question (available in Spanish): 
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6. Referral to specialised mental health care 

 Question 

What are the criteria for referring patients with GAD to specialised mental health care? 

 Recommendations 

GOOD CLINICAL PRACTICE 

1. It is recommended that patients with severe GAD and/or GAD with the following criteria 
be referred to the Mental Health Service: 
a. Psychiatric or organic comorbidity (major depression, alcohol dependence and/or 

substance abuse) 
b. Suicidal ideation (urgent referral) 
c. Persistent high anxiety after more than 12 weeks of pharmacological treatment 

and/or psychotherapy 
d. Very disabling symptoms (social and occupational adaptation) 
 

2. In patients with GAD who do not respond to cognitive behavioural therapy, or in second 
line to relaxation therapy, metacognitive therapy or acceptance and commitment 
therapy, and in whom two antidepressant treatment options have been tried without 
response (12 weeks of treatment at an adequate dose), referral to a specialist in 
psychiatry is recommended for a second opinion on the diagnostic validity, the 
treatment plan, adherence to it and the usefulness of other therapeutic options. 

In the event of uncertainty regarding the suitability of the treatment, the dosage, or the 
follow-up, it is suggested to consider the option of an integrated or virtual consultation with 
specialised Mental Health care, if available. 

 Rationale 

The GUG has decided to formulate a series of general practical considerations because it 
understands that it is not possible to recommend specific interventions based on the 
evidence found, which is scarce and of very low-quality. The GAG has taken into account 
the recommendations of current CPGs of high methodological quality on TAG, in addition 
to its own clinical experience. 

These recommendations are aimed at the assessment of patients with severe comorbidity, 
as they require more complex treatments and closer follow-up by specialists in the field. 

It is also important to bear in mind that in patients who do not improve after the various 
proposed interventions, the diagnostic validity or accuracy of the treatment should be 
reassessed, as they may require other, more complex therapeutic options. 

Finally, the GAG considers fluid communication between professionals at different levels 
to be good practice in order to streamline consultations and reduce waiting times, all with 
the aim of providing the patient with the best possible care. 
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 Complete clinical question 

Complete information on this question (available in Spanish): 

https://portal.guiasalud.es/guia-en-
capas/gpc_641_trastorno_ansiedad_generalizada_ap/#question-8 
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