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Kliiniline küsimus nr 12
Kas ärevushäirega patsientidel, kellel esmavalikuna määratud ravimpreparaat (monoteraapia) ei ole efektiivne, tuleb suurendada annust vs järgmine ravim samast rühmast vs teisest ravimrühmast?

Kriitilised tulemusnäitajad:

CPA:  

Hamilton Anxiety Rating Scale (HAM-A): Generaliseerunud ärevushäire korral HAM-A <= 7 (ärevus puudub, või esineb minimaalne ärevus), paanikahäire korral HAM-A <=10.

Panic Disorder Severity Scale (PDSS): hindab 4-punktilisel skaalal paanikahäiret. Paanikahäire on remissioonis, kui PDSS <= 3 ja ükski individuaalse küsimuse skoor ei ole >1. 

NICE:

Keskmine ärevuse hindamise skoor, ravivastuse puudumine (non-response), remissiooni puudumine (non-remission), Sheehan Disability Scale, elukvaliteet. 

NHS: 

Ravivastuse puudumine (Clinical Global Impressions – CGI), spetsiifilised kõrvaltoimed, ravikatkestajate hulk. 

UoSH: 

HAM-A, CGI, Sheehan  Disability Scale.   Somatic Symptom Checklist (SSS), Hopkins Symptom Checklist

WFSBP: 

HAMA, Panic and Agoraphobia Scale (PAS),  Liebowitz Social Phobia Scale (LSAS) 
APA:

Panic Disorder Severity Scale (PDSS), HAMA,  CGI, Overall Anxiety Severity and Impairment Scale (OASIS)
	Kui klinitsistid leiavad, et farmakoteraapiat tuleb muuta, siis selleks on 3 võimalust:

1) Suurendada ravi annust kuni maksimaalse talutava annuseni

2) Lisada juurde mõni teine preparaat teisest ravimklassist (augmenteerimine)

3) Vaheta alternatiivse ravimi vastu

Üldiselt meetodid (1) ja (2) on eelistatud, kui esialgsele ravile on ilmnenud osaline efekt. Mõned ravijuhised soovitavad antidepressandile juurde lisada  atüüpilise antipsühhootikumi, nagu olansapiin, risperidoon, kvetiapiin.  

Augmenteerimine
Leiti 4 uuringut augmenteerimise kohta (ühele ravimile teise lisamine mõnest teisest ravimrühmast). Info oli piiratud, kuna 3 uuringut 4st olid väikesed ja suure heterogeensusega HAM-A skoorides (I2=73%) risperidooni kohta. 

Ei esinenud statistiliselt olulist efekti ainult antipsühhootikumide kasutamise kohta üksinda. Kui kombineerida antipsühootikume antidepressantidega, oli tõenduspõhise materjali kohaselt positiivne efekt piiratud.   Leiti, et selline ravimeetod on seotud piiratud efektiivsusega ja suurema ravikatkestajate hulgaga kõrvaltoimete tõttu. 



	



Ravijuhendid

	Kokkuvõte ravijuhendites leiduvast

GADi korral:

Kokku oli hinnatud 9 ravijuhendit. Seitse ravijuhendit (BAP, CPA, BCCPG, NICE, NHS, UoSH, WFSBP) käsitlesid edasist tegevust monoteraapia mitte efektiivsuse korral. 

2 ravijuhendit (CPA, NHS) soovitavad monoteraapia mitte efektiivsuse korral kõigepealt suurendada esmavaliku preparaadi ravimi annust. Kui 8-12 nädala jooksul pole veel ravivastust saavutatud, soovitavad 6 ravijuhendit (BAP, CPA, NICE, NHS, UoSH) vahetada ravim mõne muu esmavaliku preparaadi vastu (SSRI, SNRI). 

Kui ka vahetatud SSRI, SNRI efekti ei anna, soovitavad 3 ravijuhendit (BAP, CPA, WFSBP) proovida 2 rea ravimeid: TCA, bensodiasepiinid, pregabaliin. 

NICE ravijuhend soovitab teise reana kasutada pregabaliini.  Bensodiasepiine ja antipsühhootikume NICE ravijuhend ei soovita kasutada.  

Ravirefraktaarsed patsiendid tuleb suunata erialaspetsialisti juurde (CPA, BCCPG, NICE, NHS). CPA ja NHS ravijuhendid soovitavad kolmanda rea preparaatidena olansapiini, risperidooni, hydroxyzine, mirtazapine või trazodone. Kuid antud ravimeid peab määrama eriarst. 
1 ravijuhend (BCCPG) soovitab monoteraapia mitte efektiivsuse korral pöörduda kohe erialaspetsialisti poole. 

PDi korral: 

Kokku oli hinnatud 9 ravijuhendit. Kuus ravijuhendit (BAP, CPA, NHS, UoSH, WFSBP, APA) käsitlesid edasist tegevust monoteraapia mitte efektiivsuse korral. 

3 ravijuhendit (CPA, APA, WFSBP) soovitavad ravi mitte efektiivsuse korral esmalt suurendada SSRI või SNRI raviannust. 

Kui 8-12 nädala jooksul monoteraapiast efekti pole, vahetada ravim mõne muu SSRI või SNRI vastu (BAP, CPA, NHS, WFSBP, APA). 

Kui SSRI või SNRI vahetamine efekti ei anna, soovitavad 5 ravijuhendit (CPA, NHS, UoSH, WFSBP, APA) üle minna teise valiku preparaadi peale: TCA, clomipramine, imipramine, mirtazapine; või bensodiasepiinid: alprazolam, clonazepam, lorazepam või diazepam. 

Ravirefraktaarsed patsiendid tuleb suunata erialaspetsialisti juurde (BAP, CPA).

Kolmanda astme ravimeid (Divalproex, gabapentin, phenelzine, atüüpilised antipsühhootikumid, pindolol, and moclobemide) võib ordineerida ainult spetsialist (CPA, NHS). NHS soovitab ka sodium valproate ja pikatoimelist bupriopioni ordineerida vaid eriarstil. 

1 ravijuhend (APA) soovitab kasutada kõige viimase valikuna ka MAO inhibiitoreid, kuid neid võib ordineerida vaid eriarst. 

1 ravijuhend (WFSBP) soovitab ravirefraktaarsete korral lisada fluoksetiinile TCA, kasutada TCA või lisada olansapiin SSRIle. 


Süstemaatilised ülevaated

Kokkuvõte süstemaatilistest ülevaadetest
Viited

	Lk 579:  GAD: Consider switching to another evidence-based treatment after nonresponse to initial treatment:

• Consider switching to venlafaxine or imipramine in non-responders to acute treatment with an SSRI

• Consider use of benzodiazepines after non-response to SSRI and SNRI treatment 

• Consider combining drug treatment and cognitive-behaviour therapy

• Consider combining evidence-based treatments only when there are no contraindications

• Consider referral to regional or national specialist services in refractory patients 

Lk 581: PD: When initial treatments fail

• Consider switching to another evidence-based treatment after non-response at 12 weeks

• Consider combining evidence-based treatments only when there are no contraindications

• Consider adding paroxetine or buspirone to psychological treatments after partial response 

• Consider adding paroxetine, whilst continuing with CBT, after initial non-response 

• Consider adding group-CBT in non-responders to pharmacological approaches

• Consider referral to regional or national specialist services in refractory patients 
	Evidence-based guidelines for the pharmacological treatment of anxiety disorders: recommendations from the British Association for Psychopharmacology, 2005 (BAP)



	Lk 26: PD: For patients with PD, therapy should be initiated with a first-lineagent: citalopram, fluoxetine, fluvoxamine, paroxetine,

sertraline, or venlafaxine extended release (XR) (all Level 1) or escitalopram (Level 2). If response to therapy with one of the first-line agents is inadequate, dosing should be optimized and compliance assessed before switching to another agent. In patients who have an inadequate response to optimal dosages of a first-line agent or in whom the agent is not tolerated, therapy should be switched to another first-line agent before considering a second-line medication. Second-line choices include TCAs, clomipramine, imipramine, mirtazapine, and

benzodiazepines (alprazolam,clonazepam, lorazepam, and diazepam). While benzodiazepines are a second-line treatment, they can be used at any time if agitation or anxiety is severe.

Third-line agents may be useful when patients fail to respond to an optimal treatment trial of adequate dosage and duration of at least 8 weeks with first- and second-line therapies used alone and in combination. Divalproex, gabapentin, phenelzine, atypical antipsychotics, pindolol, and moclobemide are third-line options

that could be considered as adjunctive therapy for the treatment of refractory PD.

Lk 52: GAD: If pharmacotherapy is prescribed, treatment should be initiated with a first-line agent such as escitalopram, paroxetine, sertraline, or venlafaxine XR. If response to therapy with one of the first-line agents is inadequate, dosing should be optimized and compliance assessed before switching or augmentation is considered. In patients who have an inadequate response to optimal dosages of a first-line agent (for 8 to 12 weeks) or who are not able to tolerate the medication, another first-line agent should be substituted before considering a second-line medication. If an SSRI was chosen initially and was ineffective after optimization, a switch to a second SSRI or an agent with a different mechanism of action (an SNRI) would be a reasonable choice. Second-line choices include benzodiazepines (that is, alprazolam, bromazepam, lorazepam, and diazepam), bupropion extended release (XL), buspirone, imipramine, and pregabalin. Although benzodiazepines are a second-line treatment, they may be used at any time if agitation or anxiety is severe.

Third-line agents may be useful when patients fail to respond to an optimal treatment trial of adequate dosage and duration with first- and second-line therapies used alone and in combination. Adjunctive olanzapine and risperidone, hydroxyzine,

mirtazapine, and trazodone are third-line options for the treatment of GAD.
	Clinical practice guidelines,management of Anxiety Disorders, Canadian psychiatric Association, 2006 (CPA) 



	Lk 6:  GAD: Indications for referral to a specialist: depression or anxiety
that has
not responded to primary treatment.
	Anxiety and Depression in Children and Youth – Diagnosis and Treatment, British Columbia Clinical Practice Guidelines, 2010 (BCCPG)



	Lk 326: GAD: If sertraline is ineffective, offer an alternative SSRI or a serotonin noradrenaline reuptake inhibitor (SNRI). 

If the person cannot tolerate SSRIs or SNRIs, consider offering pregabalin.

Do not offer a benzodiazepine for the treatment of GAD in primary or secondary care except as a short-term measure during crises. 

Do not offer an antipsychotic for the treatment of GAD in primary care. 
	Generalized anxiety disorder and panic disorder (with and without agoraphobia) in adults, NICE, 2011 (NICE)



	Lk 70: GAD: When the response to the optimal dosage of one of the SSRIs is inadequate or if they are not well tolerated, the patient should switch to another SSRI. If there is no improvement after 8-12 weeks, consider using another drug with a different mechanism of action (SNRI, TAD).

Lk 74: GAD: The use of other drugs such as pregabline, hydroxicine, atypical antipsychotics, and others, either due to their limited clinical experience or indication for refractory GAD, should be prescribed after the patient has been evaluated in a Centre 

specializing in Mental Health.

Lk 78: PD: When the response to the optimal dosage of one of the SSRIs is inadequate or if they are not well tolerated, the patient should switch to another SSRI. If there is no improvement after 8-12 weeks, consider using 

another drug with a different mechanism of action (SNRI, TAD, mirtazapine).

Lk 81: PD: The use of other drugs such as pindolol, gabapentine, sodium valproate, and slow-release bupriopion, due to their indication for refractory PD should be prescribed after the patient has been evaluated by a Centre specialized in Mental Health.
	Clinical practice guidelines for Treatment of Patients with Anxiety Disorders in primary care, Clinical practice guidelines in the Spanish NHS Ministry of Health and consumer affairs, 2008 (NHS)

	Lk 101: GAD: If one SSRI is not suitable or there is no improvement after a 12-week course, and if a further 

medication is appropriate, another SSRI should be offered.

Lk 50: PD: If an SSRI is not suitable or there is no improvement after a 12-week course and if a 

further medication is appropriate, imipramine or clomipramine (which are not licensed 

for panic disorder but have been shown to be effective in its management) may be  considered.
	Clinical Guidelines for the management of anxiety (panic disorder, with or without agoraphobia,and generalised anxiety disorder) in adults in primary, secondary and community care, University of Sheffield/London: National Collaborating Centre for Primary Care, 2004 (UoSH)

	Lk 265: PD: When initial treatments have failed and after the doses were increased to the maximum tolerated

doses, patients should first be switched to other

first-line standard treatments, e.g., from an SSRI to

an SNRI or vice versa. As the SSRIs are chemically

different compounds, also a switch from one SSRI to

another is also justified. As the next step, second-line drugs should be tried, e.g., TCAs. Then, drugs may be used that were effective, but not in all trials, e.g., moclobemide. Last, drugs or drug combinations that were

effective in open studies and case reports may be an

option.

Lk 267: PD: In treatment-resistant cases, benzodiazepines (alprazolam, clonazepam, diazepam, lorazepam) may be used when the patient does not have a history of dependency. Also, they can be combined with antidepressants in the first weeks of treatment before the onset of efficacy of the antidepressants.

In treatment-resistant cases, olanzapine, addition of fluoxetine to a TCA, addition of TCA to fluoxetine, or addition of olanzapine to an SSRI was effective according to open studies.

In treatment-resistant cases, addition of lithium to clomipramine or a combination of valproate and clonazepam was effective according single case reports.

Lk 270: GAD: In a placebo-controlled trial with treatment refractory GAD patients, adjunctive risperidone was associated with significant improvement. In patients who remained symptomatic remaining symptomatic on fluoxetine, augmentation with olanzapine was superior to adjunctive placebo. 

Lk 271: GAD: The TCA imipramine is effective in GAD, but its potential lethality in case of overdose, as

well as the lower tolerability, puts it as a second-line option.

In treatment-resistant cases, benzodiazepines (alprazolam, diazepam) may be used when the patient does not have a history of dependency. Also, they can be combined with antidepressants in the first couple of weeks of treatment before the onset of efficacy of the antidepressants.
	World Federation of Societies of Biological Psychiatry (WFSBP)Guidelines for the Pharmacological Treatment of Anxiety,Obsessive-Compulsive and Post-Traumatic Stress Disorders, first revision, WFSBP, 2008 (WFSBP)

	Lk 25-26: PD: The first option is to augment the current treatment by adding another agent (in the case of pharmacotherapy) or another modality. 

In general, if one first-line treatment has failed, adding or switching to another first-line treatment is recommended. Augmentation is also a reasonable approach if some significant benefits were observed with the original treatment. For instance, for a patient who had partial response to an SSRI or SNRI, the psychiatrist may consider adding a benzodiazepine or a course of CBT. On the other hand, if the original treatment did not provide any alleviation of the patient’s symptoms, a switch in treatment may be more useful. 

If a patient’s first unsuccessful treatment is with an SSRI or an SNRI, a recommended approach is to switch to a different SSRI or SNRI. If the patient’s symptoms do not respond to two different SSRIs or SNRIs, switching to or adding other classes of medication that have demonstrated efficacy for panic disorder (e.g., TCAs, benzodiazepines) may be considered. 

If the above treatment options, which have the highest

levels of empirical support, have been unsuccessful, other

options with some empirical support can be considered.

Monoamine oxidase inhibitors are widely regarded as effective for panic disorder. MAOIs may be considered if the psychiatrist is experienced in managing these agents and if the patient is willing to adhere to a low-tyramine diet and to restrictions on the use of certain other medications. In addition, before switching to an MAOI, the psychiatrist

should discontinue other antidepressant medications and

allow a sufficient washout period (usually at least 2 weeks

for most antidepressants and longer for those with very

long half-lives such as fluoxetine) before treatment with

the MAOI is initiated. 

The effectiveness of PFPP is supported by positive findings of a randomized controlled trial, making it another reasonable choice to consider for patients who prefer nonmedication treatments or for those who have not responded to other treatments.

Mirtazapine and gabapentin have modest evidence bases that support their use in some individuals with panic disorder. Although beta-blockers have generally been found ineffective as monotherapy for panic disorder, there is some preliminary support for the use of pindolol as an augmentation agent to enhance antidepressant response. Antipsychotics are not recommended because of limited evidence for their efficacy and concerns about side effects. However, there is very preliminary evidence for the efficacy of second-generation antipsychotics such as olanzapine and adjunctive risperidone, so these agents could be considered for patients with very severe, treatment-resistant panic disorder
	Practice Guideline for the treatment of patients with panic disorder, American Psychiatric Association, 2009, (APA)




