Näidisvorm G

Tõendusmaterjali kokkuvõte

[Type text]


Kliiniline küsimus nr 7
Kas ärevushäirega patsientidel kasutada farmakoloogilise ravi vajaduse ilmnemisel antidepressante vs anksiolüütikume?

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)

	Tõenduspõhist materjali bensodiasepiinide kohta oli tunduvalt vähem kui antidepressantide ja pregabaliini kohta. Esines vastuolulisi efekte tulemusnäitajates. Diasepaami kasutamisel esines väike kuni mõõdukas kasu (arvestades ärevuse hindamise skaalat), kuid efekt oli statistiliselt mitte oluline. Ravile mitte vastamine vähenes diasepaami kasutamise korral, kuid lorasepaami ja alprasolaami korral statistiliselt olulist efekti ei nähtud. Remissiooni puudumise kohta diasepaami kasutamisel infot ei leitud, lorasepaami ja alprasolaami korral statistiliselt olulist efekti ei esinenud. 

Esines vastuolulist infot ravi kahjulikkuse kohta, seetõttu info kõrvaltoimete kohta on piiratud. Diasepaami ja alprasolaami kasutamisel ei esinenud statistiliselt oluliselt suuremat riski ravi katkestamisel, kuid risk oli suurem lorasepaami korral. Seksuaalset düsfunktsiooni esines sagedamini diasepaami korral, teiste ravimite korral mõju ei märgatud. Nii diasepaam, lorasepaam kui alprasolaam suurendasid pearingluse teket. 

Diasepaam versus platseebo 4 RCTs (529) 

HAM-A: keskmine (SD):  (1) Diasepaam 25.2 (4.5);  platseebo 25.1 (7.5); 

                               (2) Diasepaam 29.9 (5.2);  platseebo 29.4 (5.7); 

                               (3) Diasepaam 28.4 (not reported);  platseebo 27.9 (not reported); 

                                (4) Diasepaam 24.0 (not reported);  platseebo 24.9 (not reported).  SMD=−0.21 (−1.01, 0.59). MD=−1.90 (−8.94, 5.14). K=1, N=24. Kvaliteet: mõõdukas
Ravikatkestajad kõrvaltoimete tõttu:   RR=1.67 (0.82, 3.39);  K=4, N=529;  Kvaliteet: mõõdukas

Alprasolaam versus platseebo 4 RCTs (544).  

HAM-A: keskmine (SD):  (1) Alprasolaam 24.1 (not reported); platseebo 24.8 (not reported); 

                               (2) Alprasolaam 28.1 (4.3); platseebo 25.1 (2.0); 

                               (3) Alprasolaam 29.7 (7.6); platseebo 29.3 (7.0); 

                               (4) Alprasolaam 24.9 (SE 0.4); platseebo 24.6 (SE 0.4).  

SMD=−0.33 (−0.53, −0.14); MD=−2.53 (−3.90, −1.17) ; K=3, N=419. Kvaliteet: kõrge
Ravikatkestajad kõrvaltoimete tõttu:   RR=1.30 (0.58, 2.95);  K=1, N=184; Kvaliteet: mõõdukas

Lorasepaam versus platseebo 4 RCTs (515).  

HAM-A: mean (SD):  (1) Lorasepaam 24.7 (3.7); platseebo 24.8 (4.1); 

                               (2) Lorasepaam 21.5 (3.2); platseebo 20.3 (1.7); 

                               (3) Lorasepaam 23.85 (3.24); platseebo 22.90 (3.88); 

                               (4) Lorasepaam 24.2 (3.6); platseebo 24.0 (4.9).  

SMD=−0.53 (−0.83, −0.24); MD=−2.49 (−3.78, −1.20); K=2, N=185. Kvaliteet: kõrge
Ravikatkestajad kõrvaltoimete tõttu:   RR=4.04 (2.55, 6.38);K=4, N=515. Kvaliteet: kõrge

Venlafaksiin versus diasepaam
1 RCT (459). Keskmine HAM-A (SD):  Venlafaxine 27.9; diazepam 28.4. Diasepaami või venlafaksiini kasutamisel ei esinenud statistiliselt olulist erinevust ärevuse sümptomite vähenemises. Kuigi ravikatkestajad oli venlafaksiini grupis rohkem kui diasepaami ravigrupis. 

Ravikatkestajad kõrvaltoimete tõttu:   RR 4.81 (1.18, 19.53);  K=1, N=459. Kvalieet: mõõdukas

Antidepressandid versus bensodiasepiinid (16 uuringut): 

Keskmine farmakoteraapia efekt: 0.47, p<0.0001 (95% C.I. = 0.38 to 0.54). 9 uuringut võrdlesid antedepressante kontolliga. Keskmine efekti suurus  = 0.55, p<0.0001. 13 uuringut võrdles bensodiasepiine kontrolliga. Keskmine efekti suurus = 0.40 p<0.0001. 

Ei esinenud statistiliselt olulist erinevust antidepressantide ja bensodiasepiinide vahel, p=0.09.

Ravikatkestajaid oli  25.4% antidepressantide kasutajate hulgas, 13.1% bensodiasepiinide ja  32.5% platseebo grupis. 





Ravijuhendid

	Kokkuvõte ravijuhendites leiduvast

Üheksast ravijuhisest kuues (BAP,CPA, NICE, UoSH, WFSBP, APA) sisaldus infot käesoleva küsimuse kohta.  Kõik 6 ravijuhist annavad esmavaliku preparaadiks SSRId. Lisaks SSRIdele soovitavad 4 ravijuhist (CPA, NICE, WFSBP, APA) esmavalikupreparaatidena ka SNRIsid. WFSBP soovitab ainukesena  generaliseerunud ärevushäire korral esmavalikupreparaadiks lisaks eelmainitule ka pregabaliini. BDZ on enamus ravijuhistes mainitud kui teise rea valikravimid. Juhud, mil BDZ on soovitav kasutada on järgmised: 

· BDZ kasutada patsientidel, kellel pole ravivastust vähemalt kahele ravimeetodile (SSRI ja psühhoteraapia) (BAP).

· BDZ pikaajaline kasutamine on soovitav patsientidel, kellel on pidevad, raskekujulised ärevuse sümptomid; lisaks ka raviresistentsetel (BAP, CPA, WFPB, APA).

·  BDZ on soovitav kasutada AD ravi alustamisel, kui AD pole veel oma efekti saavutanud (CPA, WFBP, APA). 

BDZ võib kasutada lühiaegselt akuutsete raskete sümptomitew korral. (CPA, NICE, UoSH). APA ravijuhises on mainitud ühte uuringut, mis avaldab mõtte, et võib olla oleks mõistlik BDZ võtta regulaarselt, mitte vajadusel.


Süstemaatilised ülevaated

Kokkuvõte süstemaatilistest ülevaadetest
Viited

	Lk. 576 Benzodiazepines will usually be reserved for the treatment of patients who have not responded to at least two treatments (such as after non-response to both an SSRI and a psychological treatment) but concerns about potential problems in long-term use should not prevent their use in patients with persistent, severe, distressing and impairing anxiety symptoms

Lk 579: Acute treatment for GAD: Choose an evidence-based acute treatment: pharmacological some SSRIs (escitalopram, paroxetine, sertraline), venlafaxine, some benzodiazepines (alprazolam, diazepam), imipramine, buspirone, hydroxyzine. Consider an SSRI for first-line pharmacological treatment. 

Lk.581: Acute treatment for PD: Choose an evidence-based acute treatment: all SSRIs, some TCAs (clomipramine, imipramine), some benzodiazepines

(alprazolam, clonazepam, diazepam, lorazepam), ven- lafaxine, reboxetine. Consider an SSRI for first-line pharmacological treatment. 
	Evidence-based guidelines for the pharmacological treatment of anxiety disorders: recommendations from the British Association for Psychopharmacology, 2005 (BAP)



	Lk 28: Table 3.7 Recommendations for pharmacotherapy for PD. First-line: Citalopram, escitalopram, fluoxetine, fluvoxamine, paroxetine, sertraline, venlafaxine XR

Second-line: Clomipramine, imipramine, mirtazapine, benzodiazepines (for example, alprazolam, clonazepam, lorazepam, diazepam), adjunctive clonazepam

Third-line: Divalproex, gabapentin, phenelzine, moclobemide, bupropion, adjunctive pindolol, olanzapine, risperidone, quetiapine

Not recommended: Buspirone, trazodone, propranolol, carbamazepine

Lk28: Benzodiazepines. Alprazolam, clonazepam, lorazepam, and diazepam have demonstrated efficacy for the treatment of PD.  Short-term adjunctive clonazepam at the initiation of SSRI treatment can lead to a more rapid response. As mentioned above, benzodiazepines may also be used at any time for the short-term management of acute or severe agitation or anxiety.

lk. 29 Several trials have demonstrated the benefits of alprazolam maintenance during up to 2 years of therapy; there was no evidence of tolerance developing, but up to one-third of patients were unable to discontinue therapy. 

Lk. 55 Table 7.5 Recommendations for pharmacotherapy for GAD. First-line Paroxetine, escitalopram, sertraline, venlafaxine XR

Second-line Alprazolam, bromazepam, lorazepam, diazepam, buspirone, imipramine, pregabalin, bupropionXL

Third-line Mirtazapine, citalopram, trazodone, hydroxyzine

Adjunctive olanzapine, risperidone

Not recommended Beta blocker (propranolol)

Benzodiazepines: Alprazolam, bromazepam, lorazepam and diazepam have demonstrated efficacy for the treatment of GAD The magnitude of effect appears to be similar to that for cognitive therapy. Despite rapid initial relief of anxiety symptoms, evidence suggests that the effects of benzodiazepines may not be significantly different from those of placebo after 4 to 6 weeks of treatment. In addition, benzodiazepines primarily relieve the somatic symptoms rather than the key psychic features (ruminative worry) that define GAD. Although RCTs evaluating clonazepam are not available, it is likely that the benefits seen with other benzodiazepines would be similar with this agent, which has a long half-life and low potential for rebound anxiety. Clonazepam is used extensively in clinical practice for the treatment of anxiety disorders.

Because of side effects (sedation and potential for cognitive impairment and ataxia, particularly in the elderly) and dependence and withdrawal issues, benzodiazepines are generally recommended only for short-term use. To stay well, however, some patients will require long-term adjunctive treatment with Benzodiazepines. 
	Clinical practice guidelines,management of Anxiety Disorders, Canadian psychiatric Association, 2006 (CPA) 



	Lk180: When medication is recommended, current advice is to consider an antidepressant (either an SSRI or SNRI) as first-line treatment. Benzodiazepines are not advised because of the potential for the development of tolerance and dependence in a condition where treatment may need to be given for several months but they are still in relatively wide use.

Lk 268: If a person with GAD chooses drug treatment, offer a selective serotonin reuptake inhibitor (SSRI). Consider offering sertraline first because it is the

most cost-effective drug, but note that at the time of publication sertraline did not have UK marketing authorisation for this indication. Informed consent should be obtained and documented. Monitor the person carefully for adverse reactions. If sertraline is ineffective, offer an alternative SSRI or a serotonin–noradrenaline reuptake inhibitor (SNRI), taking into account the following factors:

● tendency to produce a withdrawal syndrome (especially with paroxetine and venlafaxine)

● the side-effect profile and the potential for drug interactions

● the risk of suicide and likelihood of toxicity in overdose (especially with venlafaxine)

● the person’s prior experience of treatment with individual drugs (particularly adherence, effectiveness, side effects, experience of withdrawal syndrome and the person’s preference).

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. Follow the advice in the ‘British national formulary’ on the use of a benzodiazepine in this context.
	Generalized anxiety disorder and panic disorder (with and without agoraphobia) in adults, NICE, 2011 (NICE)



	Lk. 49 Benzodiazepines are associated with a less good outcome in the long term and should not be prescribed for the treatment of individuals with panic disorder. 

Lk. 100 If immediate management of generalised anxiety disorder is necessary, any or all of the following should be considered: support and information, problem solving, benzodiazepines, sedating antihistamines, self help.

Benzodiazepines should not usually be used beyond 2-4 weeks. 

 In the longer-term care of individuals with generalised anxiety disorder, any of the following types of intervention  should be offered and the preference of the person with generalised anxiety disorder should be taken into account. The interventions that have evidence for the longest duration of effect, in descending order are: psychological therapy, pharmacological therapy (antidepressant medication), self-help.
	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. 252: Therefore, recommendation grades were also used. For example, the evidence for the efficacy of benzodiazepines is very good, but they are only

recommended as second line treatment due to their

abuse potential). The recommendation grades can be viewed as steps: The first step would be a prescription of a medication with Recommendation Grade 1. When this treatment fails, all other Grade 1 options should be tried first before switching to treatments with Recommendation

Grade 2.

lk. 267 Table VIII. Summary of Recommendations for the Treatment of Panic Disorder: 

1 A: SSRIs (citalopram, escitalopram, fluvoxamine, fluoxetine, paroxetine, sertraline) and the SNRI

venlafaxine are the first-line treatment for panic disorder.

2 A: TCAs (clomipramine, imipramine), are equally effective, but they are less well tolerated than

the SSRIs and may be potentially lethal in overdose.

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.

Lk. 271 Table X. Summary of Recommendations for the Treatment of GAD:
1 A: The drugs recommended as the first-line treatment for GAD are the SSRIs (escitalopram, paroxetine, and sertraline), the SNRIs (venlafaxine and duloxetine), and the calcium channel modulator pregabalin. Results with the atypical antipsychotic quetiapine were positive; however, the results are preliminary

2 A: 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

The antihistamine hydroxyzine was effective in placebo- and comparator-controlled studies; however, the drug has sedating properties

3 B: For opipramol and valproate, limited positive evidence is available. In treatment-refractory GAD patients, augmentation of SSRI treatment with atypical antipsychotics (risperidone or olanzapine) may be used.

4 D: Efficacy results with buspirone were inconsistent
	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. 32 Selective serotonin reuptake inhibitors or SNRIs are

likely to be the best choice of pharmacotherapy for many

patients with panic disorder, though SSRIs have a larger evidence base and are more likely to be chosen as a first-line treatment. Although SSRIs and SNRIs do carry a risk of sexual side effects, they lack the significant cardiovascular and anticholinergic side effects associated with TCAs, which are particularly troublesome for older patients and for patients with general medical conditions. Although cost was previously a concern, most SSRIs are now available in less expensive generic forms. For patients with co-occurring depression, SSRIs, SNRIs, and TCAs are preferable to benzodiazepines as monotherapies because, in contrast to benzodiazepines, these agents will likely alleviate the depressive symptoms. Because they have no liability for abuse, SSRIs, SNRIs, and TCAs are also preferable to benzodiazepines in individuals with current or prior substance use disorders.

Benzodiazepines are often used for treatment of panic

disorder, and some studies suggest that these medications

are still used with greater frequency than the SSRIs.

Although consideration must be given to potential side effects of benzodiazepines (e.g., sedation, memory difficulties, increased rates of falls or motor vehicle accidents), one advantage of benzodiazepines is their earlier onset of action as compared to antidepressants. Because demonstration of some improvement often takes 4–6 weeks with SSRIs, SNRIs, and TCAs, benzodiazepines may be useful for patients with very distressing or impairing symptoms in whom rapid symptom control is critical. Furthermore, several studies suggest that the short-term (4–6 week) addition of benzodiazepines (alprazolam and clonazepam) to antidepressants produces a more rapid therapeutic response. Consequently, benzodiazepines may be used along with antidepressants to help control symptoms until the antidepressant takes effect, followed by slow tapering of the benzodiazepine. With benzodiazepines, the benefit of more rapid response to treatment must be balanced against the possibility that the patient may have difficulty tolerating the tapering and discontinuation of benzodiazepine; with ongoing use, all benzodiazepines will produce physiological dependence in most patients. To reduce the possibility of physiological dependence, psychiatrists sometimes prescribe benzodiazepines on an as-needed (p.r.n.) basis.

Unfortunately, this practice has a number of adverse effects. Irregular use promotes fluctuating blood levels that

may aggravate anxiety. One study also showed worse CBT

outcomes in participants using benzodiazepines on a p.r.n.

basis compared to those taking benzodiazepines on a regular schedule and those not taking benzodiazepines.

Because many individuals may end up taking as-needed

medication on an almost daily basis, it may be preferable to

encourage regular use rather than use linked to or associated with surges of anxiety. 
	Practice Guideline for the treatment of patients with panic disorder, American Psychiatric Association, 2009, (APA)



	
	


