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Kliiniline küsimus nr 10
Kas kõikidel ärevushäirega patsientide farmakoloogilises ravis kasutada bensodiasepiine üksi või bensodiasepiine koos antidepressantidega? 

Kriitilised tulemusnäitajad: HAM-A, PDDS keskmine punktisumma, CGI-S punktisumma, ravivastuse puudumine (non-response), remissiooni puudumine (non-remission), katkestamine kõrvaltoimete tõttu (discontinuation due to adverse events)

Käesolevas materjalis ei leidunud otseseid uuringuid, kus oleks võrreldud bensodiasepiini monoteraapia vs bensodiasepiin + antidepressant teraapiaga. Tõenduspõhisus bensodiasepiinide kohta oli palju väiksem võrreldes antidepressantidega. Esineb 12 randomiseeritud uuringut bensodiasepiinid vs platseebo kohta: 

Diazepam vs placebo 4 RCT, N=529 (Andreatini 2002, Ansseau 1991, Hackett 2003, Rickels 2000)
HAM-A:  MD -1.90, K=1, N=24, keskmine kvaliteet
Remissiooni puudumine (≥7 HAM-A): -

Ravivastuse puudumine (≤50% reduction in HAM-A): RR0.67 K=3 N=505 kõrge kvaliteet
Katkestamine kõrvaltoimete tõttu: RR1.67 K=4 N=529 keskmine kvaliteet
Alprazolam vs placebo 4 RCT, N=544 (Lydiardi 1997, McLeodi 1992, Moller 2001, Rickels 2005) : 

HAM-A:  MD -2.53, K=3, N=419, kõrge kvaliteet
Remissiooni puudumine (≥7 HAM-A): RR=0.89 K=1 N=184, keskmine kvaliteet
Ravivastuse puudumine (≤50% reduction in HAM-A): RR 0.87 K=1 N=184 keskmine kvaliteet
Katkestamine kõrvaltoimete tõttu: RR1.30 K=1 N=184 keskmine kvaliteet
Lorazepam vs placebo 4 RCT, N=515 (Feltner 2003, Fresquet 2000, Pande 2003, Pfizer 2008):

HAM-A:  MD -2.49, K=2, N=185, kõrge kvaliteet
Remissiooni puudumine (≥7 HAM-A): RR= 0.90 K=3 N=406 madal kvaliteet
Ravivastuse puudumine (≤50% reduction in HAM-A): RR 0.84 K=4 N=453 madal kvaliteet
Katkestamine kõrvaltoimete tõttu: RR 4.04 K=4 N=515 kõrge kvaliteet
Nendes uuringutes enamus tulemusnäitajate osas esinevad vasturääkivad tulemused. HAM-A keskmise skoori osas olid väikesed kuni mõõdukad kasud, kuid diasepaami osas efekt ei osutunud statistiliselt oluliseks. Tulemused kõrvaltoimete kohta on vasturääkivad ning limiteeritud.

Esineb 3 randomiseeritud platseebovõrdlusega kliinilist uuringut kombinatsioonravi kohta antidepressantide ja bensodiasepiinidega  (alprasolaami lisamine imipramiinile, Woods,1992; klonasepaami lisamine paroksetiinile, Pollack 2003 ja klonasepaami lisamine sertraliinile Goddard 2001). Kõigi kolme uuringu tõenduspõhisuse kvaliteet jääb madala kuni keskmise tasemele väikese  valimid tõttu (vastavalt: N=48, N=60 ja N=50). Kõik kolm uuringut demonstreerivad kombinatsioonravi korral kiiremat ravivastust, kuid peale paari nädalat ei olnud tulemustes olulist erinevust monoteraapia või polüfarmakoteraapia korral. Ühes uuringus (Woods, 1992) oli raskusi alprasolaami mahatiitrimisel, mis halvendas ka ravitulemusi.  
3 randomiseeritud platseebovõrdlusega kliinilist uuringut võrdleb alprasolaami  imipramiiniga( N=181, Curtis 1993;  N=74, Charney 1986; N=106 Schweizer 1993). Nii imipramiin kui alprasolaam olid väga efektiivsed vähendamaks üldistunud ärevuse sümptome, paanikahoogude sagedust ja vältivat käitumist. Alprasolaamiga ilmnes raviefekt esimesel nädalal, imipramiiniga 4 nädalal (Charney 1986). Uuringust enam väljalangejaid oli imipramiini grupis. 27 randomiseeritud platseebovõrdlusega kliinilise uuringu meta-analüüsis (Boyer 1995) võrreldi SSRI antidepressante imipramiini ja alprasolaamiga. SSRI efekti suurus oli kõrgem võrreldes alprasolaamiga. 
Ravijuhendid

Kokku hinnatud üheksat ravijuhist. Infot käesoleva küsimuse kohta sisaldus seitsmes ravijuhises (BAP, CPA, NICE, APA, UoSH, WFSBP, NHS).  Ravijuhises “Anxiety and Depression in Children and Youth – Diagnosis and Treatment”, (British Columbia Clinical Practice Guidelines) käsitletakse antud k[simuse raames laste ja noorte farmakoteraapiat, mis koostatava ravijuhise käsitlusalast välja jääb. Ravijuhises “Common mental health disorders: identification and pathways to care” käesoleva küsimuse kohta info puudus.

Bensodiasepiinid on ärevushäirete ravis efektiivsed, kuid nende kasutamine monoteraapiana on vastuoluline (CPA). Komorbiidse depressiooni korral eelistada antidepressante bensodiasepiinidele (BAP, UoSH, APA). Bensodiasepiine võib eelistada (monoteraapiana või koos antidepressantidega) patsientidel, kellel on väga häirivad ja kiiresti sekkumist vajavad ärevuse sümptomid (APA). Bensodiasepiinid võivad eriti kasulikud olla adjunktiivselt koos antidepressantidega residuaalsete ärevuse sümptomite raviks (APA). Bensodiasepiine soovitatakse kasutada antidepressantraviga alustamisel, või lühiaegselt tugeva ärevuse ja agitatsiooni kupeerimiseks (CPA, NICE, APA, NHS, WFSBP). Bensodiasepiini lisamine antidepressandile ravi alustamisel annab kiirema ravivastuse (CPA, WFSBP, APA ).

Bensodiasepiinide potsentsiaalset sõltuvust tekitava toime ja teiste kõrvaltoimete tõttu on neid soovitav kasutada lühiaegselt (UoSH, CPA, NICE)  ja pigem regulaarselt kui “vaid vajadusel” (CPA, APA). Hoolimata võimest kiiresti ärevuse sümptomaatikat kupeerida, ei ole peale 4-6 nädalat bensodiasepiinide efektiivsus suurem kui platseebol (CPA, UoSH, WFSBP ). Bensodiasepiinide pikaajalist kasutamist ei soovitata (UoSH, NICE) või kui siis alati superviseeritult (NHS, CPA). Bensodiasepiine alprasolaam ja lorasepaam voib kasutada paanikahoo kupeerimiseks (NHS, kliinilise kogemuse põhjal soovitus) kuid SSRI ja TCA on soovitavad paanikahoogude raviks (NHS, soovituse tase B). Paanikahäire ravis  ei ole otseseid võrdlevaid uuringuid  SSRI ja bensodiasepiinide kohta (WFSBP). Tuginedes metaanalüüsile, SSRI (efekti suurus) oli suurem võrreldes bensodiasepiin alprasolaamiga (WFSBP).
Süstemaatilised ülevaated

Kokkuvõte süstemaatilistest ülevaadetest

Viited

	The etiology and optimum treatment of panic disorder remain unclear. Imipramine and alprazolam are reasonably well established treatments. Several reports have suggested that serotonin reuptake inhibitors may also be effective for this condition. To investigate this issue, 27 published or presented placebo-controlled, double-blind studies of DSM-III or DSM-III-R panic disorder were subjected to meta-analysis. The serotonin reuptake inhibitors included paroxetine, fluvoxamine, zimelidine, and clomipramine. The standard treatments were imipramine or alprazolam. All three treatments were highly significantly superior to placebo in alleviating panic. The serotonin reuptake inhibitors were also significantly superior to both imipramine and alprazolam. The superiority of the serotonin reuptake inhibitors remained, but was less pronounced, when they were compared to the studies which used higher doses of imipramine or alprazolam. These findings underscore the importance of serotonin reuptake inhibitors in the treatment of panic disorder and indirectly add to the evidence that serotonergic abnormalities may have a role in its etiology.


	Boyer W: Serotonin uptake inhibitors are superior

to imipramine and alprazolam in alleviating panic

attacks: a meta-analysis. Int Clin Psychopharma-col 1995; 10:45–49

	The efficacy of tricyclics and benzodiazepines in the short term (approximately 2-4 months) treatment of panic disorder is well demonstrated, but efficacy over the longer term is not considered established. The present study provided systematic data from a double blind comparison of maintenance therapy (up to 8 months) of panic disorder with or without agoraphobia with alprazolam, imipramine, or placebo in 181 patients who had responded to the same regimen in a randomized 8-week treatment trial. All three groups had improved during the first 2 months (active treatments more than placebo and about equal to each other), and all maintained or extended their improvement over the next 6 months without any significant change in dose. More than twice as many alprazolam and imipramine than placebo patients (15%) remained in treatment for the full 8 months and did slightly better on symptom measures than the remaining placebo patients. Both medications were well tolerated during the maintenance period. The data suggest sustained efficacy and safety of imipramine and alprazolam over an extended period. More specifically, they suggest that tolerance does not develop to the therapeutic effects of either drug.
	Curtis GC, Massana J, Udina C, Ayuso JL, Cas-sano GB, Perugi G: Maintenance drug therapy of

panic disorder. J Psychiatr Res 1993; 27(suppl

1):127–142

	Data from 74 patients with panic disorder were evaluated to determine the comparative efficacy of imipramine, alprazolam, and trazodone. All patients were treated with placebo for 3 weeks and were then blindly switched to active treatment for 8 weeks. Both imipramine and alprazolam were highly effective in reducing the symptoms of generalized anxiety, the frequency of panic attacks, and phobic avoidance. However, the time course of these effects differed; alprazolam demonstrated therapeutic properties during the first week, whereas the therapeutic efficacy of imipramine was not clearly apparent until the fourth week of treatment. Relative to imipramine and alprazolam, trazodone was not an effective treatment for panic disorder and was poorly tolerated; only 17 trazodone-treated patients completed at least 4 weeks of treatment, and only 2 patients were considered good or complete responders. These findings support the hypotheses that drugs that are efficacious in the treatment of panic disorders act by altering noradrenergic function and that drugs with primary actions on serotonin function are likely to be less effective treatments. The different time courses of therapeutic action of imipramine and alprazolam indicate that these drugs ameliorate panic anxiety via different mechanisms. The possible therapeutic applications of this observation are discussed.
	Charney DS, Woods SW, Goodman WK, Rifkin

B, Kinch M, Aiken B, Quadrino LM, Heninger

GR: Drug treatment of panic disorder: the com-parative efficacy of imipramine, alprazolam, and

trazodone. J Clin Psychiatry 1986; 47:580–586

	One hundred six patients diagnosed according to DSM-III as suffering from agoraphobia with panic disorder, panic disorder with limited phobic avoidance, or uncomplicated panic disorder entered an acute 8-week treatment phase. Patients who improved received an additional 6 months' maintenance treatment. Significantly more patients treated with alprazolam than with imipramine hydrochloride or placebo remained in therapy and experienced panic attack and phobia relief during the acute treatment phase. During the maintenance phase, neither tolerance nor daily dose increase was observed. All patients who completed the maintenance phase (27 in the alprazolam group, 11 in the imipramine group, and 10 in the placebo group) were panic free at the end of 8 months of study treatment. Alprazolam therapy was effective and well tolerated at a mean daily dose of 5.7 mg. Imipramine hydrochloride (175 mg/d) also produced significant panic relief but was associated with poor patient acceptance.


	Schweizer E, Rickels K, Weiss S, Zavodnick S:

Maintenance drug treatment of panic disorder: I.

results of a prospective, placebo-controlled com-parison of alprazolam and imipramine. Arch Gen

Psychiatry 1993; 50:51–60

	Lk. 576  As bdz have

limited efficacy in relieving depressive symptoms, antidepressants should be preferred in patients with

significant comorbid depression.


	Evidence-based guidelines for the pharmacological treatment of anxiety disorders: recommendations from the British Association for Psychopharmacology, 2005 (BAP)



	Lk. 16  There is ample evidence of the efficacy of benzodiazepines in anxiety

disorders, but the role of these agents as monotherapy is contro -versial. BZD may be useful as adjunctive therapy

early in treatment, particularly for acute anxiety or agitation, to help patients in times of acute crises or while waiting for onset of adequate efficacy of SSRIs or ot her antidepressants.  Owing to con cerns about possible depend-ency, sedation, cognitive impairment, and other side effects, benzodiazepines should usually be restricted to short-term use,with regular rather than as-needed dosing. 
Lk 26 Studies have shown that the addition of a benzodiazepine to an SSRI at the initiation of treatment can lead to a more rapid response. Alprazolam, clonazepam , lorazepam, and diazepam 

have demonstrated efficacy for the treatment of PD.

Short-term adjunctive clonazepamat the initiation of SSRI treat-ment can lead to a more rapid response. 

Lk 53 GAD: Alprazolam, bromaz -epam, lorazepam, diazepam have demonstrated efficacy for the treatment of GAD. Despite rapid initial relief of anxiety symptoms, evidence suggests tha t 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.  Because of side effects (sedation and potential for cognitive impairment and ataxia, particularly in the elderly) and depend -ence and withdrawal issues, benzodiazepines are generally rec -ommended 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) 



	Lk266 In addition, it was noted that benzodiazepines appeared to be associated with risk of dependence therefore did not appear to be an appropriate medication for routine use for people with GAD who often require long-term treatment.

Lk 269 Do not offer a benzodiazepine for the treatment of GAD in primary or secondary care except as a short-term measure during crises. 
	Generalized anxiety disorder and panic disorder (with and without agoraphobia) in adults, NICE, 2011 (NICE)



	Lk 13 Because SSRIs, SNRIs, TCAs, and benzodiazepines ap-pear roughly comparable in their efficacy for panic disor-der, selecting a medication for a particular patient mainly

involves considerations of side effects, cost, pharmacological properties, potential drug interactions, prior treatment history, co-occurring

general medical and psychiatric conditions, and the strength of the evidence base for the particular medication in treatment of panic disorder [I].  Selective serotonin reuptake inhibitors, SNRIs, and TCAs

are all preferable to benzodiazepines as monotherapies for patients with co-occurring depression or substance use

disorders [I]. Benzodiazepines may be especially useful ad-junctively with antidepressants to treat residual anxiety

symptoms [II]. Benzodiazepines may be preferred (as monotherapies or in combination with antidepressants)

for patients with very distressing or impairing symptoms in whom rapid symptom control is critical [II]. 

Lk32 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. 

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)



	Lk 263  Combined treatment with paroxetine and clonazepam resulted in more rapid response than with the SSRI alone, but there was no differential benefit beyond the initial few weeks of

therapy (Pollack et al. 2003b). Similar placebo-controlled studies involved a combination of imipra-mine and alprazolam (Woods et al. 1992) and

sertraline and clonazepam (Goddard et al. 2001), and both showed a faster response to these combi-nations than to imipramine and sertraline plus

placebo, respectively.
lk 265 There are no direct comparisons between SSRIs and benzodiazepines in the treatment of panic disorder. According to a meta-analysis, the effect

sizes for the SSRIs were higher than for the benzodiazepine alprazolam (Boyer,1995).
	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. 72 GAD: The short-term use of BDZs not longer than 4 weeks is recommended when rapid control of symptoms is not crucial or

while waiting fro the response to treatment with anti-depressants or CBT.

Alprazolam, bromazepam, lorazepam, and diazepam are the BDZs recommended for use.

Lk79 PD: Use of BDZ for longer periods must always be supervised. Alprazolam, clonazepam, lorazepam, and diazepam are the BDZs recommended for use.

Lk82 panic attacks:

√ The BDZs alprazolam and lorazepam may be used for the immediate treatment of serious panic attacks.

B The use of SSRI and TAD anti-depressants is recommended for pharmacological treatment of panic attacks.
	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)

	LK49 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 gene ralised anxiety disorder is n

should be considered: 

Š   support and information (D) 

Š   problem solving  (C) 

Š   benzodiazepines  (A) 

Š   sedating antihistamines  (A) 

Š   self help (D) 

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

Lk 117 The authors conclude by sta ting that due to the frequency of comorbid 

depression, anti-depressants are preferable to be nzodiazepines with SSRIs (Davidson 2001).

Lk 121 The authors conclude  that DZ can significantly reduce symptoms of 

generalised anxiety disorder with maximum improvement up to week 3 of treatment, after which, differences disappeared because the placebo group continued to improve. (Pourmotabbed et al 1996) 
	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)


