Näidisvorm G

Tõendusmaterjali kokkuvõte

[Type text]


Kliiniline küsimus nr 9
Kas ärevushäirega patsientide farmakoloogilises ravis kasutada monoteraapia vs kombinatsioonravi?

Kriitilised tulemusnäitajad:  HAM-A, PDDS mean scores, CGI-S scores, non-response, non-remission, discontinuation due to adverse events
On vähe tõenduspõhist materjali bensodiasepiinide, tümostabilisaatorite ja antipsühhootikumidega augmenteerimise kohta. Esineb 4 RCT antipsühhootikumidega augmeteerimise kohta. Tõenduspõhisus on limiteeritud, kuna 4st uurigust 3 on väikese valimiga ja esines kõrge heterogeensus HAM-A tulemustes risperidooni uuringus. Tõenduspõhisuse kvaliteet jääb madala kuni keskmise vahele. Nii üksikuurngud kui kombineeritud antupsühhootikumide uuringus ei olnud piisavalt tõenduspõhisust nende kasude kohta.
Pharmacological treatment for GAD + olanzapine 1RCT (N=24):
HAM-A:  MD -3.10, K=1, N=21, Quality low

Non-remission: RR0.73 K=1 N=24, Quality low

Non-response: RR0.64 K=1 N=24 Quality low

Discontiunation due to adverse events: RR4.0 K=1 N=24 Quality low

Pharmacological treatment for GAD + risperidone 2 RCT (N=429):
HAM-A:  MD -1.56, K=2, N=429, Quality low

Non-remission: RR 0.98 K=1 N=390, Quality high

Non-response: RR 0.99 K=1 N=390 Quality moderate

Discontiunation due to adverse events: RR2.17 K=2 N=429 Quality moderate

Pharmacological treatment for GAD + ziprasidone 1RCT (N=17):
HAM-A:  MD -2.80, K=1, N=17, Quality low

Non-remission: -

Non-response: -

Discontiunation due to adverse events: - 

Esineb 3 RCT uuringut kombinatsioonravi kohta antidepressantide ja bensodiasepiinidega  (N48, N50 ja N60). Kahe uuringu  tõenduspõhisuse kvaliteet on keskmine väikese valimi tõttu (ise hinnatud GRADE põhjal). Kõik kolm uuringut deomnstreerivad kombinatsioonravi korral kiiremat ravivastust, kuid peale paari nädalat ei olnud tulemustes olulist erinevust monoteraapia või kombinatsioonravi korral. Ühes uuringus (1992) alprasolaamiga oli raskusi alprasolaami mahatiitrimisel, mis halvendas ka ravitulemusi.  
Ravijuhendid

Kokkuvõte ravijuhendites leiduvast
Kokku hinnatud üheksat ravijuhist. Infot käesoleva küsimuse kohta sisaldus kuues ravijuhises (BAP, CPA, NICE, APA, WFSBP, NHS). Ravijuhises “Anxiety and Depression in Children and Youth – Diagnosis and Treatment”, (British Columbia Clinical Practice Guidelines) käsitletakse laste ja noorte farmakoteraapiat, mis koostatava ravijuhise käsitlusalast välja jääb. Kõik kuus ravijuhist soovitavad kombinatsioonravi vaid juhtudel, mil esmane ravi (tavaliselt monoteraapia) ei ole efekti andnud. Kui esialgne ravi ei anna tulemust, kombineerida nii generaliseerunud ärevushäire kui paanikahäire korral ainult tõenduspõhiseid raviviise, millel ei ole teineteisele vastunäidustusi (BAP). Kui patsiendi ravis ei ole saadud ravivastust  kahele SSRI või  SNRIga ravile, võib kaaluda lisamist teistest ravimirühmadest, mis on paanikahäire ravis efektiivsust näidanud (nt. TCA, bensodiasepiinid) (APA). On vähe tõenduspõhist materjali bensodiasepiinide, tümostabilisaatorite ja antipsühhootikumidega augmenteerimise kohta (BAP). Bensodiasepiine soovitatakse kasutada antidepressantraviga alustamisel, või lühiaegselt tugeva ärevuse ja agitatsiooni kupeerimiseks (CPA, NICE, APA, NHS, WFSBP). Platseebo kontrollitud uuringus näidati, et karbamasepiin ei olnud efektiivne paanikahäire ravis (APA). Kuna puudub piisavalt tõendusmaterjali antipsühhootikumidega augmenteerimise kohta ning kasud ei ületa kõrvaltoimetest tulenevaid kahjusid,  siis ei soovitata neid ärevushäirete ravis rutiinselt kasutada (CPA,NICE, APA, BAP). Antipsühhootikume võib  kasutada ravirefraktaarsete haigusjuhtude korral (CPA, APA, NICE, WFSBP), ordineerib spetsialist (NICE) ning ei soovitata kasutada  esmatasandi arstiabis (NICE). Antipsühhootikumidest enam efektiivsust on näidanud olansapiin ja risperidoon (APA, CPA). Kolmanda rea valikravimid augmenteerimiseks on generaliseerunud ärevushäire puhul lisaks olansapiinile ja risperidoonile ka hüdroksüsiin, mirtasapiin ja trazodoon (CPA).
Süstemaatilised ülevaated
Kokkuvõte süstemaatilistest ülevaadetest
Viited
	To investigate whether alprazolam (ALP) coprescription early in the imipramine (IMI) treatment of panic disorder would improve overall treatment response to IMI alone, 48 panic disorder patients were randomly assigned to receive either IMI plus placebo or IMI plus ALP for 4-6 weeks, followed by 2 weeks of IMI plus placebo-ALP taper and 2 more weeks of IMI alone. Although patients in the IMI plus ALP group improved more quickly, significantly more patients in the IMI plus ALP group could not follow the taper schedule. The results suggest that studies employing other benzodiazepines or other ALP dosage or taper schedules would be required to demonstrate any benefit for the IMI plus early benzodiazepine cotreatment strategy over IMI alone in the routine pharmacologic management of panic disorder.
	Woods SW, Nagy LM, Koleszar AS, Krystal JH,

Heninger GR, Charney DS: Controlled trial of

alprazolam supplementation during imipramine

treatment of panic disorder. J Clin Psychopharma-col 1992; 12:32–38


	Despite the widespread application of combined selective serotonin reuptake inhibitors (SSRI) and benzodiazepine treatment for panic disorder, there has been relatively little systematic assessment of the safety and efficacy of this therapeutic strategy. Although the limited number of studies to date suggest a more rapid onset of benefit with combined treatment, this study is the first to address the critical question of whether continued combined treatment confers superior efficacy. This study is a randomized, double-blind, three-arm study in patients with panic disorder (n = 60), comparing the efficacy and safety of paroxetine and placebo (PP), paroxetine coadministered with clonazepam followed by a tapered benzodiazepine discontinuation phase (PC-D), and ongoing combination treatment (PC-M). All treatment groups demonstrated significant improvement by endpoint. There was a significant advantage for the combined treatment groups early in treatment but, subsequently, outcome in all three groups was similar. A trend towards greater achievement of endpoint remission status for the PC-D group was attenuated when variability in baseline severity was considered. The results of this study should be interpreted in the context of a relatively moderate sample size and higher rates of early dropout. 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. Initiating combined treatment followed by benzodiazepine taper after a few weeks may provide early benefit while avoiding the potential adverse consequences of long-term combination therapy.


	Pollack MH, Simon NM, Worthington JJ, and others. Combined paroxetine and

clonazepam treatment strategies compared to paroxetine monotherapy for panic

disorder. J Psychopharmacol 2003;17:276–82.




	METHODS: Fifty patients with panic disorder were randomized into a double-blind clinical trial. Patients received open-label sertraline for 12 weeks (target dose, 100 mg/d), and in addition were randomized to groups receiving either 0.5 mg of active clonazepam 3 times daily or placebo clonazepam for the first 4 weeks of the trial. The clonazepam dose was then tapered during 3 weeks and discontinued. RESULTS: Thirty-four (68%) of 50 patients completed the trial. Drop-out rates were similar in the sertraline/placebo vs the sertraline/clonazepam group (38% vs 25%) (P =.5). An intent-to-treat analysis (on last observation carried forward data) revealed a much greater proportion of responders in the sertraline/clonazepam compared with the sertraline/placebo group at the end of week 1 of the trial (41% vs 4%) (P =.003). There was also a significant between-group difference at the end of week 3 with 14 (63%) of 22 of the sertraline/clonazepam group responding to treatment vs 8 (32%) of 25 of the sertraline/placebo group (P =.05). This difference was not observed at other times during the trial. CONCLUSION: These data indicate that rapid stabilization of panic symptoms can be safely achieved with a sertraline/clonazepam combination, supporting the clinical utility of this type of regimen for facilitating early improvement of panic symptoms relative to sertraline alone.


	Goddard AW, Brouette T, Almai A, and others. Early coadministration of

clonazepam with sertraline for panic disorder. Arch Gen Psychiatry 2001;58:681–6. ).



	Lk. 579 GAD:. Consider combining evidence-based treatments only when there are no contraindications.

Lk. 581 PD: Consider combining evidence-based treatments only when there are no contraindications.

There is only limited evidence for augmentation strategies involving benzodiazepines, mood stabilizers or antipsychotic drugs.
	Evidence-based guidelines for the pharmacological treatment of anxiety disorders: recommendations from the British Association for Psychopharmacology, 2005 (BAP)



	Lk. 16 Early study results are available for the use of atypical antipsychotics in anxiety disorders; however, these agents are generally recommended as adjunctive therapy for treatment resistant cases until more data become available.  The benefits of combination therapies, such as adjunctive medication
and psychological treatment, continue to be unclear. When using medications in combination, clinicians are cautioned

to use only safe combinations, such as an SSRI or SNRI with a short-term benzodiazepine, or an SSRI or SNRI with an anticonvulsant or atypical antipsychotic. Combining an MAOI

with an SSRI, SNRI, TCA, or buspirone is contraindicated. 
Lk 26 Studies have shown that the addition of a benzodiazepine to an SSRI at the initiation of treatment can lead to amore rapid response. In these studies benzodiazepines were completely discontinued by Week 7. Benzodiazepines should be used short-term according to the principles described in Section 2.

Lk 52 If pharmacotherapy is prescribed, treatment should be initiated with a first-line agent such as escitalopram, paroxetine, sertraline, or venlafaxine XR (Table 7.5).  If response to therapy

with one of the first-line agents is inadequate, dosing should be optimized and compliance assessed before switching or augmentationis considered. Although  benzodiazepines are a second-line treatment, they may be used at any time if agitation or anxiety is severe. However, they should ideally be used short-term according to the principles described in Section 2.

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) 


	Lk268 The GDG therefore concluded, given the current evidence, that the benefits did not appear to justify the harms associated with antipsychotic augmentation. Therefore the GDG judged that such treatment should not be routinely used and should only be provided in specialist settings. In addition, it was the judgment of the GDG that antipsychotics should not be

offered in primary care as stand-alone or augmentation treatment, as this would

require specialist expertise.

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. Do not offer an antipsychotic for the treatment of GAD in primary care.
Lk 328 Consider offering combinations of psychological and drug treatments,

combinations of antidepressants or augmentation of antidepressants with

other drugs, but exercise caution and be aware that:

● evidence for the effectiveness of combination treatments is lacking

and

● side effects and interactions are more likely when combining and

augmenting antidepressants.
	Generalized anxiety disorder and panic disorder (with and without agoraphobia) in adults, NICE, 2011 (NICE)



	Lk 26 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. 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.

Lk 32 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, benzo- diazepines may be used

along with antidepressants to help control symptoms until the antidepressant takes effect, followed by slow tapering of the benzodiazepine.
	Practice Guideline for the treatment of patients with panic disorder, American Psychiatric Association, 2009, (APA)



	Lk 267 PD: Also, BDZ can be
combined with antidepressants in the first weeks of treatment before the onset of efficacy of the

antidepressants.

C1 _ According to open studies, ondansetron, bupropion, tiagabine, vigabatrin, milnaciprane,

combinations of SSRIs and TCAs, olanzapine monotherapy, augmentation of an SSRI with

olanzapine, augmentation of SSRI treatment with pindolol or TCAs, a combination of

valproate and clonazepam were effective

_ 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

C2 _ In treatment-resistant cases, addition of lithium to clomipramine or a combination of valproate

and clonazepam was effective according single case reports
lk 271 GAD: _ In treatment-refractory GAD patients, augmentation of SSRI treatment with atypical

antipsychotics (risperidone or olanzapine) may be used.
	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 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.
	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)


Lisa 1   Kombineeritud ravi mõiste täpsustamine
Otsing eesti keeles:



Otsing inglise keeles:

kombinatsioonravi



combination therapy
kombineeritud ravi



combined therapy
polüteraapia




polytherapy

Eestikeelses kirjanduses kasutatakse mitme preparaadiga ravi mõstena nii kombinatsioonravi kui kombineeritud ravi.
 Kombinatsioonravi ehk polüteraapiat käsitletake näiteks epilepsia käsitluse juhtnöörides (www.epilepsia.ee) Kroonilise C-hepatiidi ravijuhendis 2002 on kasutusel kombinatsioonravi, näitamaks ravi  ribaviriini ja  α-interferooniga. Sama ravijuhise täiendatud versioon 2006 aastal on kombinatsioonravi asendanud mõistega kombineeritud ravi ribaviriini ja  α-interferooniga.
Kombinatsioonravi mõistet kasutatakse ka kui mitu toimeainet on ühes ravipreparaadis:

1. “kombinatsioonravi  kaltsiumit  ja  D-vitamiini  sisaldavate preparaatidega.” (Ravimkomisjon 2012 koosoleku protokoll) 

2. „Kas täiskasvanutel, kellel on diagnoositud kõrgvererõhktõbi ning määratud farmakoteraapia, tuleks ravisoostumuse parandamiseks kasutada järgmisi meetmeid (võrreldes mittekasutamisega): patsiendile hinnalt soodsaima ravi kasutamine kliiniliselt võrdsete alternatiivide hulgast, kombinatsioonravi korral kombinatsioonpreparaadi kasutamine, perearsti või –õe nõustamine ja regulaarne kontakt (Hüpertensiooni ravijuhise koosoleku protokoll, kliiniline küsimus f.)
Kombineeritud ravi mõistet kasutatakse näitamaks ravi mitme erinava ravimpreparaadiga (kroonilise C-hepatiidi ravijuhend 2006) kuid tähistab  ka  erinevate ravimeetodite (nt. farmakoteraapia ja KKT) kombineerimist:

 ” Kopsuvähi ravis on kasutusel nii lokaalsed ravimeetodid (kirurgiline ja kiiritusravi) kui ka süsteemne keemiaravi ning märklaudravi. Enamasti rakendatakse ühel ja samal haigel mitmeid ravimeetodeid ehk kombineeritud ravi” (Eesti Arst 2009)
Inglisekeelses kirjanduses kasutatakse Combination therapy or polytherapy is the use of more than one medication or other therapy (vs. monotherapy, which is any therapy taken alone). Typically, these terms refer to using multiple therapies to treat a single disease, and often all the therapies are pharmaceutical (although it can also involve non-medical therapy, such as the combination of medications and talk therapy to treat depression).  (www.wikipedia.org)
   “The benefits of combination therapies, such as adjunctive medication and psychological treatment, continue to be unclear.” (CPA) 

Combined therapy  - therapy that combines several types of treatments to improve results. (Oxford medical dictionary, 2003)

“Combined treatments,AD ja CBT...”  APA ravijuhis lk 53

“The present naturalistic study was aimed to investigate tolerability of Duloxetine in a sample of patients with affective disorders and psychiatric/medical comorbidity, comparing tolerability in monotherapy versus polytherapy and across different age groups”  (Duloxetine in Affective Disorders: a Naturalistic Study on Psychiatric and Medical Comorbidity, Use in Association and Tolerability Across Different Age Groups, 2012; 8: Pp. 120-125
Bernardo Dell’Osso, Giulia Camuri, Cristina Dobrea, Massimiliano Buoli, Marta Serati and A. Carlo Altamura
Published Date: (02 November, 2012)) 

Kõige vähem arusaamatusi antud mõistetes nii inglise keeles kui eesti keeles oleks sõnastada K9 järgmiselt:
Kas ärevushäirega patsientide farmakoloogilises ravis kasutada monoteraapia vs polüteraapia?

Eestikeelses kirjanduses on kasutuses nii kombinatsioonravi kui kombineeritud ravi tähistamaks ravi mitme preparaadiga, seetõttu veel variante:

· Kas ärevushäirega patsientide farmakoloogilises ravis kasutada monoravi vs kombinatsioonravi?

· Miinuseks, et kombinatsioonravi all võib mõni mõelda üht preparaati mitme toimeainega

· Kas ärevushäirega patsientide farmakoloogilises ravis kasutada monoravi vs kombineeritud ravi?


· Kombineeritud ravi siin kontekstis tähistab mitme farmakoloogilise ravimi kombineerimist, kuna sellele eelneb fraas “farmakoloogilises ravis”.

