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Methods

Participants

Interventions

Outcomes

Notes Data obtained from:

Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of
Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824

Risk of bias table

Bias Authors' judgement Support for judgement

Random sequence generation (selection bias) Unclear risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Unclear risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Low risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Low risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) High risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Moore et al., 2015 (Size)

Carette 1986

Methods

Participants

Interventions

Outcomes

Notes Data obtained from:

MMMMMWWMMMMMMM

aften. [Drug therapy of fibromyalgia syndrome.

Systematlc review, meta analy3|s and guideline]. [Amcle in German]
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
and

Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of

Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824

Risk of bias table

Bias Authors' judgement Support for judgement

Random sequence generation (selection bias) Unclear risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Unclear risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Low risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Low risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) High risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Reference: Moore et al., 2015 (Size)

Carette 1994

Methods

Participants

Interventions

Outcomes

Notes

Review Manager 5.3

Data obtained from:
S_Qmmar_Q HauserJAL Ali&n_B Batzke_E Saalh_M IQIJ&I Ugeyler N, Winkelmann A, Winter E, Bar KJ;
aften. [Drug therapy of fibromyalgia syndrome.

Systematlc review, meta analy3|s and guideline]. [Amcle in German]
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
and

Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of
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[ | Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824 |

Risk of bias table

Bias Authors' judgement Support for judgement

Random sequence generation (selection bias) Low risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Unclear risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Low risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Low risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) Unclear risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Reference: Moore et al., 2015 (Size)

Carette 1995

Methods

Participants

Interventions

Outcomes

Notes Data obtained from:
S_Qmmar_Q HauserJAL All&n_B Batzke_E Snalh_M IQIJ&I Ugeyler N, Winkelmann A, Winter E, Bar KJ;
aften. [Drug therapy of fibromyalgia syndrome.

Systematlc review, meta anaIyS|s and guideline]. [Amcle in German]
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
and

Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of
Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824

Risk of bias table

Bias Authors' judgement Support for judgement

Random sequence generation (selection bias) Low risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Unclear risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Low risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Low risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) Low risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Reference: Moore et al., 2015 (Size)

Caruso 1987

Methods

Participants

Interventions

Outcomes

Notes Data obtained from:
S_Qmmar_Q HauserJAL All&n_B Batzke_E Snalh_M IQIJ&I Ugeyler N, Winkelmann A, Winter E, Bar KJ;
aften. [Drug therapy of fibromyalgia syndrome.

Systematlc review, meta anaIyS|s and guideline]. [Amcle in German]
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Risk of bias table

Bias ﬁ:::::r:;m Support for judgement

Random sequence generation (selection bias) Unclear risk Data obtained from:

Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Allocation concealment (selection bias) Low risk Data obtained from:

Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
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(performance bias)

Blinding of participants and personnel

14-May-2018

Unclear risk Data obtained from:

E, Bar KJ; Arbeitsgemeinschalft der Wissenschaftlichen Medizinischen Fachgesellschaften.

[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of outcome assessment (detection bias) | Unclear risk

Data obtained from:

[Drug therapy of frbromyalgra syndrome Systematrc review, meta analysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Incomplete outcome data (attrition bias) Unclear risk Data obtained from:
S_o.mmer_Q J:Iaus.euN Alten_B Eetzke_E Snath_M Ioltel LLQ.Q)LLQLN Winkelmann A, tMntet
[Drug therapy of frbromyalgra syndrome Systematrc review, meta analysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
Selective reporting (reporting bias) Unclear risk Data obtained from:
S_o.mmer_Q J:Iaus.euN Alten_B Eetzke_E Snath_M Ioltel LLQ.Q)LLQLN tManelmann_A tMntet
[Drug therapy of frbromyalgra syndrome Systematrc review, meta analysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
Other bias Unclear risk Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bér KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
de Zanette 2014
Methods

Participants

Interventions

Outcomes

Notes

Data obtained from:
Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of
Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824

Risk of bias table

Bias Authors' judgement Support for judgement

Random sequence generation (selection bias) Unclear risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Low risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Unclear risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Unclear risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) Unclear risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Reference: Moore et al., 2015 (Size)

Ginsberg 1996

Methods

Participants

Interventions

Outcomes

Notes

Data obtained from:

Sommer C, Hauser W, Alten R, Petzke F, Spath M, Tolle T, Ugeyler N, Winkelmann A, Winter E, Bar KJ;
Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften. [Drug therapy of fibromyalgia syndrome.
Systematic review, meta-analysis and guideline]. [Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

and

Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of
Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824
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Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
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Risk of bias table
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Bias Authors' judgement Support for judgement

Random sequence generation (selection bias) Unclear risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Unclear risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Low risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Low risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) Low risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Reference: Moore et al., 2015 (Size)

Goldenberg 1986

Methods
Participants
Interventions
Outcomes
Notes Data obtained from:
S_Qmmar_Q HauaerJAL All&n_B Betzke_E Spalh_M IQM U_c.&)der_u Winkelmann A, Winter E, Bar KJ;
a aften. [Drug therapy of fibromyalgia syndrome.
Systematlc review, meta analy3|s and guideline]. [Amcle in German]
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
and
Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of
Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824
Risk of bias table
Bias Authors' judgement Support for judgement
Random sequence generation (selection bias) Unclear risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Unclear risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Unclear risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Unclear risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) Unclear risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Reference: Moore et al., 2015 (Size)

Goldenberg 1996

Methods

Participants

Interventions

Outcomes
Notes Data obtained from:
S_Qmmar_Q HauaerJAL All&n_B Betzke_E Spalh_M IQM Ugeyler N, Winkelmann A, Winter E, Bar KJ;
a aften. [Drug therapy of fibromyalgia syndrome.
Systematlc review, meta analy3|s and guideline]. [Amcle in German]
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
and
Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of
Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824
Risk of bias table
Bias Authors' judgement Support for judgement
Random sequence generation (selection bias) Low risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Unclear risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Low risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Low risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) High risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Reference: Moore et al., 2015 (Size)

Review Manager 5.3




NKR16_PICO11_TCA for Fibromyalgi

Hannonen 1998

14-May-2018

Methods

Participants

Interventions

Outcomes

and

Notes Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter E, Bar KJ;
mwwmmmwzmmmmmm [Drug therapy of fioromyalgia syndrome.
Systematic review, meta-analysis and guideline]. [Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ. Amitriptyline for fibromyalgia in adults. Cochrane Database of
Systematic Reviews 2015, Issue 7, Art. No.: CD011824. doi: 10.1002/14651858.CD011824

Risk of bias table

Bias Authors' judgement Support for judgement
Random sequence generation (selection bias) Low risk Reference: Moore et al., 2015
Allocation concealment (selection bias) Unclear risk Reference: Moore et al., 2015
Blinding of participants and personnel (performance bias) Low risk Reference: Moore et al., 2015
Blinding of outcome assessment (detection bias) Low risk Reference: Moore et al., 2015
Incomplete outcome data (attrition bias) Unclear risk Reference: Moore et al., 2015
Selective reporting (reporting bias) Unclear risk Not addressed in Moore et al., 2015
Other bias High risk Reference: Moore et al., 2015 (Size)
Heymann 2001_amt
Methods
Participants
Interventions
Outcomes
Notes Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Uceyler N, Winkelmann A, Winter E, Bér KJ;
Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften. [Drug therapy of fibromyalgia syndrome.
Systematic review, meta-analysis and guideline]. [Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Risk of bias table

. Authors’ .

Bias judgement Support for judgement

Random sequence generation (selection bias) Low risk Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Allocation concealment (selection bias) Low risk Data obtained from:
E, Bar KJ; Arbei meinschaft der Wissenschaftlichen Medizinischen Fach
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of participants and personnel Unclear risk Data obtained from:

(performance bias) S_o.mmer_Q J:Iaus.euN Alten_B Eetzke_E Snath_M IQIJel LLQ.Q)LLQLN tManelmann_A tMntet
[Drug therapy of frbromyalgra syndrome Systematrc review, meta analysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of outcome assessment (detection bias) | Unclear risk Data obtained from:

wwmwwmwwm

[Drug therapy of frbromyalgra syndrome Systematrc review, meta analysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Review Manager 5.3
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Incomplete outcome data (attrition bias)

Unclear risk
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Data obtained from:

Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bér KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Selective reporting (reporting bias)

Unclear risk

Data obtained from:
meinschaft der Wissenschaftlichen Medizinischen Fach
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Other bias

Unclear risk

Data obtained from:
S_ommer_Q HauseuN Alten_B Eetzke_E Snath_M Lzl]el LLQ.Q)LLQLN tMnlseJmann_A tALLnter

[Drug therapy of frbromyalgra syndrome Systematrc review, meta anaIysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Heymann 2001_ntl

Methods

Participants

Interventions

Outcomes

Notes

Data obtained from:

MMMMMMMMMMMMMM

Systematrc review, meta analysrs and guideline]. [Artrcle in German]
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

aften. [Drug therapy of fibromyalgia syndrome.

Risk of bias table

Bias

Authors’
judgement

Support for judgement

Random sequence generation (selection bias) Low risk

Data obtained from:
S_ommer_Q HauseuN Alten_B Eetzke_E Snath_M Lzl]el LLQ.Q)LLQLN tMnlseLmann_A tALLnter

[Drug therapy of frbromyalgra syndrome Systematrc review, meta anaIysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

(performance bias)

Allocation concealment (selection bias) Low risk Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Uceyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschalft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of participants and personnel Unclear risk Data obtained from:

Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bér KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of outcome assessment (detection bias) | Unclear risk

Data obtained from:

Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Incomplete outcome data (attrition bias) Unclear risk Data obtained from:
S_o.mmer_Q Haus.ed& Altan_B Pj_tz}se_E Smth_M IQLIe_'[ U.Gﬂl&l’_N Mnkelmann_A tALLnIet
[Drug therapy of frbromyalgra syndrome Systematrc review, meta anaIysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Selective reporting (reporting bias) Unclear risk Data obtained from:

MMMMMMU&MWM

[Drug therapy of frbromyalgra syndrome Systematrc review, meta anaIysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
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Other bias Unclear risk Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.
Kempenaers 1994
Methods
Participants
Interventions
Outcomes
Notes Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter E, Bar KJ;
Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften. [Drug therapy of fibromyalgia syndrome.
Systematic review, meta-analysis and guideline]. [Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Risk of bias table

Authors’
Bi forj
ias e Support for judgement

Random sequence generation (selection bias) Unclear risk Data obtained from:
S_ommer_Q HauseuN Alten_B Eetzke_E Snath_M Lzl]el LLQ.Q)LLQLN tMnlseJmann_A tALLntet
[Drug therapy of frbromyalgra syndrome Systematrc review, meta analysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Allocation concealment (selection bias) Unclear risk Data obtained from:
S_ommer_Q HauseuN Alten_B Eetzke_E Snath_M Lzl]el LLQ.Q)LLQLN tMnlseLmann_A tALLntet
[Drug therapy of frbromyalgra syndrome Systematrc review, meta analysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of participants and personnel Unclear risk Data obtained from:

(performance bias) S_ommer_Q HauseuN Alten_B Eetzke_E Snath_M Lzl]el LLQ.Q)LLQLN Winkelmann A, tALLntet
[Drug therapy of flbromyalgla syndrome Systematlc review, meta anaIyS|s and gmdellne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of outcome assessment (detection bias) | Unclear risk Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Incomplete outcome data (attrition bias) Unclear risk Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Selective reporting (reporting bias) Unclear risk Data obtained from:
Sp-m-m&mr H-aus—eM 1] A-‘IQD—BY MKE—E! smlh—M-“ 1] Euﬂ 1] Lml&LN-l M&mﬂn—A 1] WLDIQ[

meinschaft der Wissenschaftlichen Medizinischen Fach

[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Other bias Unclear risk Data obtained from:

MMMMMMU&MWM

[Drug therapy of frbromyalgra syndrome Systematrc review, meta analysrs and gurdelrne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Scudds 1989
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Methods

Participants

Interventions

Outcomes

Notes

Data obtained from:

MMMMWWU&MWMM

Systematlc review, meta anaIysrs and guideline]. [Artrcle in German]
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

aften. [Drug therapy of fibromyalgia syndrome.

Risk of bias table

Bias

Authors’
judgement

Support for judgement

Random sequence generation (selection bias) Unclear risk

Data obtained from:
S_ommer_Q J:taus.euN Alten_B Eetzke_E Snath_M Iol]el U_g.eylem Winkelmann A, tALLntet

[Drug therapy of flbromyalgla syndrome Systematlc review, meta anaIysls and guldellne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

(performance bias)

Allocation concealment (selection bias) Unclear risk Data obtained from:
Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; AMWMHMWM_M&ZMDMWM
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of participants and personnel Unclear risk Data obtained from:

Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bér KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Blinding of outcome assessment (detection bias) | Low risk

Data obtained from:

Sommer C, Hauser W, Alten R, Petzke F, Spath M, Télle T, Ugeyler N, Winkelmann A, Winter
E, Bar KJ; Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften.
[Drug therapy of fibromyalgia syndrome. Systematic review, meta-analysis and guideline].
[Article in German].

Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Incomplete outcome data (attrition bias) Unclear risk Data obtained from:
S_o.mmer_Q Haus.ed& Alten_B Pj_tz}se_E Smth_M ]lzlje_'[ U_gexlem Mnkelmann_A tALLnIet
[Drug therapy of flbromyalgla syndrome Systematlc review, meta anaIysls and guldellne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Selective reporting (reporting bias) Unclear risk Data obtained from:
S_ommer_Q J:taus.euN Alten_B Eetzke_E Snath_M Iol]el U_g.eylem mnkelmann_A tALLntet
[Drug therapy of flbromyalgla syndrome Systematlc review, meta anaIysls and guldellne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Other bias Unclear risk Data obtained from:
S_ommer_Q J:taus.euN Alten_B Eetzke_E Snath_M Iol]el U_g.eylem mnkelmann_A tALLntet
[Drug therapy of flbromyalgla syndrome Systematlc review, meta anaIysls and guldellne]
[Article in German].
Schmerz.2012 Jun;26(3):297-310. doi: 10.1007/s00482-012-1172-2.

Footnotes

Characteristics of excluded studies

Footnotes

Characteristics of studies awaiting classification

Footnotes
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Characteristics of ongoing studies

Footnotes

Summary of findings tables
Additional tables

References to studies
Included studies

Braz 2013

[Empty]

Carette 1986

[Empty]

Carette 1994

[Empty]

Carette 1995

[Empty]

Caruso 1987

[Empty]

de Zanette 2014

[Empty]

Ginsberg 1996

[Empty]

Goldenberg 1986

[Empty]

Goldenberg 1996

[Empty]

Hannonen 1998

[Empty]

Heymann 2001_amt

[Empty]

Heymann 2001_ntl

[Empty]

Kempenaers 1994

[Empty]

Scudds 1989

[Empty]

Excluded studies

Studies awaiting classification
Ongoing studies

Other references
Additional references

Other published versions of this review
Classification pending references

Data and analyses

2 TCAs versus placebo

14-May-2018

Outcome or Subgroup Studies Participants

Statistical Method

Effect Estimate

2.1 Function (funktionsevne), EoT 1 82

Mean Difference (IV, Random, 95% ClI)

Not estimable

Review Manager 5.3
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14-May-2018

’2.2 Quality of Life (livskvalitet) |7 |390 |Std. Mean Difference (IV, Random, 95% ClI) |—0.21 [-0.42, -0.00] |
2.3 Pain at final treatment |11 | 546 | std. Mean Difference (v, Random, 95% CI)  |-0.48 074, -0.23] |
2.4 Pain_change 1 42 Mean Difference (IV, Random, 95% Cl) -0.50 [-1.33, 0.33]
2.5 Fatigue at final treatment 8 369 Std. Mean Difference (IV, Random, 95% Cl) -0.49 [-0.84, -0.15]
’2.6 All-cause withdrawal | 14 |774 |Risk Ratio (M-H, Random, 95% ClI) |0.77 [0.56, 1.06] |
2.7 Adverse event withdrawal 5 340 Risk Ratio (M-H, Fixed, 95% Cl) 1.02[0.51, 2.04]
2.8 Severe adverse events 0 0 Risk Ratio (M-H, Random, 95% ClI) Not estimable
’2.9 Ventricular arrhytmia |2 I 118 |Risk Ratio (M-H, Random, 95% ClI) |0.17 [0.01, 4.01] |
2.12 Hypertension 1 60 Risk Ratio (M-H, Random, 95% ClI) 3.00[0.13, 70.83]
2.13 Addiction 0 0 Risk Ratio (M-H, Random, 95% ClI) Not estimable
’2.14 Dry mouth |5 |304 |Risk Ratio (M-H, Random, 95% ClI) |4.95 [1.72, 14.24] |
2.15 Constipation 2 106 Risk Ratio (M-H, Random, 95% ClI) 1.31[0.10, 17.14]
2.16 Vomiting 1 60 Risk Ratio (M-H, Random, 95% ClI) 3.00[0.13, 70.83]
217 Drowsiness |1 |60 | Risk Ratio (M-H, Fixed, 95% CI) | 25.00 [1.55, 403.99] |
2.18 Nausea 3 228 Risk Ratio (M-H, Random, 95% ClI) 0.50[0.11, 2.17]
2.19 Dizziness 2 158 Risk Ratio (M-H, Random, 95% ClI) 0.79[0.28, 2.19]
220 Weight gain |2 [ 158 | Risk Ratio (M-H, Random, 95% Cl) [3.00 013, 71.51] |
Figures
Figure 1
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E &8 = = £ % EZ
£ ¥ 55 E 3% 3
s &8 £ £ § 2 2
¥ ¥ @ m £ m o
Brazz013| 2 |2 | @ D Q|7 | @
carette1926| 2 |2 | @ | D @2 | @
carete 1994 |[@ |2 (@ (@ |2 |2 | @
carette 1995 |[@ |2 | O (O |2 | @
causo1987 |2 (@ |2 |2 |2 |2 |2
deZanete2014 |2 (@ |2 |2 |2 |2 | @
Ginsherg19%6 | 2 |2 | @ | @ @ |2 | @
Goldenberg 1986 | 7 ? 7 ? 7 ? .
Galdenberg 1996 | @ |2 @ | O @) 72 | @
Hannonen1o0s (@ |2 (@ (@ |2 |2 | @
Heymann 2001_amt | @ (@ |2 |2 |2 |2 |2
Heyrnann 2001 _ntl | @) | @ |2 |2 |2 |2 |2
Kempenaers 1994 | ' # ? ? ? ? ? ?
Scudds1983 | 2 |2 |2 (@ |2 |2 |2

Risk of bias summary: review authors' judgements about each risk of bias item for each included study.
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Figure 2 (Analysis 2.1)

TCAs Placebho Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Carette 1994 0.6 045 82 077 056 a Mot estimahble
Total (95% CI) 82 0 Not estimable

Heterogeneity: Mot applicable
Test for overall effect. Mot applicable

|
-100

, |
-0 0 a0 100
Favours TCAs Favours Placeho

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.1 Function (funktionsevne), EoT.

Figure 3 (Analysis 2.2)

TCAs Placeho Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
Braz 2013 33 252389 13 33 216333 13 T.3% 0.00[0.77, 0.77] T
Carette 1994 138 1149 T8 136 129 36 2TT% 0.02 [-0.38, 0.41] =
de Zanette 2014 40.89 10.94 21 4642 16.18 21 11.6% -0.39 [-1.00, 0.22] —
Goldenbergy 1996 52.3 229 21 483 171 19 11.1% -0.30 [[0.92, 0.33] T
Hannonen 1998 15 24 32 A3 27 30 1T2% -0.30 [-0.81, 0.20] T
Heymann 2001_amt 40 189 EEE) 23 16 121% -0.55 114, 0.04] ]
Heymann 2001 _ntl 489 218 I/ 517 23 17 13.0% -012 [-0.70, 0.45] T
Total (95% Cl) 238 152 100.0% -0.21[-0.42, -0.00] ]
Heterogeneity: Tau® = 0.00; Chi*= 3.46, df= 6 (P = 0.75); F= 0% 14 12 7 é j‘

Test for overall effect: Z=1.98 (P = 0.05)

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.2 Quality of Life (livskvalitet).

Favours TCAs Favours Placeho

Figure 4 (Analysis 2.3)
TCAs Placehbo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Braz 2013 49 36056 13 4 3245 13 6.9% 0.25[-0.52,1.03] -1
Carette 1986 43 3 27 g 3 32 108% -0.23[-0.74,0.28] /T
Carette 1994 22 1 T8 25 1 36 132% -0.30 [-0.69, 0.10] ]
Carefte 1995 5.1 32 22 71 24 20 8.9% -0.69 [-1.31, -0.08] —
Caruso 1987 40 2548 26 58 204 26 9.9% -0.77 [1.33,-0.20] I
Ginshery 1996 38 24 20 7 1.3 20 7.5% -1.63 [-2.35,-0.90] _—
Galdenberg 1986 5.4 29 18 7.4 2 14 7.2% -0.78 [-1.53,-0.03] —
Goldenbery 1996 64.4 283 21 815 165 149 8.6% -0.71 [-1.36,-0.07] I
Hannonen 1998 445 28 32 5.2 27 o 111% -0.25 [-0.74, 0.25] -
Kempenaers 1994 32 H G ar 28 9 4.6% -0.16 [-1.20, 0.87) I —
Scudds 1984 8.2 13.2 33 11 12 33 11.4% -0.22 [-0.70, 0.26] -1
Total (95% CI) 293 253 100.0% -0.48 [-0.74, -0.23] L 3
Heterogeneity: Tau®= 0.09; Chi®=19.53, df=10 (P = 0.03); = 49% 14 12 ks é j‘
Test for overall effect Z=3.75 (P=0.0002) Favours TCAs Favours Placeho
Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.3 Pain at final treatment.
Figure 5 (Analysis 2.4)
TCAs Placeho Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
de Zanette 2014 -18 1.3748 21 -17.4 1.3748 21 100.0%  -0.50[-1.33,0.33]
Total (95% CI) 21 21 100.0%  -0.50[-1.33,0.33]
Heterogeneity: Mot applicable 54 52 b é j‘
Test for overall effect Z=1.18 (F=0.24) Favours TCAs Favours Placeho
Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.4 Pain_change.
Figure 6 (Analysis 2.5)
TCAs Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Braz 2013 4 36056 13 34 1.8028 13 10.8% 0.17 [-0.60, 0.94] -1
Carette 1994 a1 28 78 <11 23 36 17.8% -0.34 [-0.73, 0.08] -
Carette 1995 5.6 31 22 7.6 1.8 200 131% -0.76 [-1.39,-0.14] —_
Ginsherg 1996 a8 248 20 549 22 200 127% -0.87 [-1.53,-0.22] B
Goldenberg 1986 43 23 15 T.B 2.3 18 10.2% -1.40[-2.21,-0.85] —
Goldenbery 1996 BY.7 289 273 261 19 13.2% -0.21 [[0.83, 0.41] T
Hannonen 1398 47 28 32 46 26 0 157% 0.04 [-0.46, 0.53] -
Kempenaers 1994 1.2 0.4 4 27 1.9 9 6.6% -1.16 [-2.30,-0.02] —
Total (95% CI) 207 162 100.0% -0.49[-0.84, -0.15] L 2
Heterogeneity: Tau®=0.13; ChiF=16.29, df=7 (P= 0.02), F=57% 14 12 7 é j‘

Test for overall effect: £=2.80 (P=0.005)

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.5 Fatigue at final treatment.

Review Manager 5.3

Favours TCAs Favours Placeho
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Risk Ratio
M-H, Random, 95% CI

Figure 7 (Analysis 2.6)
TCAs Placebho Risk Ratio

Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI
Braz 2013 3 13 T 13 85% 0.43[0.14,1.30]
Carette 1986 T 27 4 32 8.4% 2.07 [0.68, 6.34]
Carette 1994 14 84 14 42 256% 0.50[0.26, 0.95]
Carette 1995 2 22 a 20 1.2% 457[0.23,89.72]
Caruso 1987 4 a0 4 a0 B.3% 1.00[0.28, 3.63]
de Zanette 2014 2 21 2 21 3.0% 1.00[0.16, 6.45]
Ginsherg 1996 1 24 a 22 11% 276012 64.41]
Goldenberg 1986 1 16 1 16 1.5% 1.00[0.07,14.64]
Goldenberg 1996 2 21 1 19 2.0% 1.81[0.18,18.39]
Hannonen 1998 10 42 15 45 227% 0.71[0.36, 1.41]
Heyrmann 2001_amt 3 40 30 46% 0.50[0.11, 2.26]
Heymann 2001 _ntl 1 38 3 20 22% 0.18[0.02,1.58]
Kempenaers 1994 G 12 4 12 11.0% 1.50 [0.56, 4.00]
Scudds 1989 1 36 2 36 1.9% 0.50[0.048, 5.27]
Total (95% CI) 426 348 100.0% 0.77 [0.56, 1.06]
Total events 57 60

Heterogeneity: Tau®= 0.00; Chi*=1266, df=13 (P = 0.47); F=0%

Test for overall effect Z=159(F=011)

0.001 0.1 10 1000

Favours TCAs Favours Placeho

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.6 All-cause withdrawal.

Figure 8 (Analysis 2.7)
TCAs Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Braz 2013 2 13 3 13 209% 0.67[0.13,3.35]
Carette 1986 2 27 32 128% 1.191[0.18, 7.86]
Carette 1994 5 a4 2 42 18.6% 1.26[0.25,6.18] T
de Zanette 2014 2 21 2 21 14.0% 1.00[0.18, 6.45]
Hannonen 1998 g 42 g 45  337% 1.07 [0.33, 3.44] T
Total (95% CI) 187 153 100.0%  1.02 [0.51, 2.04]
Total events 16 14
Heterogeneity: Chi*= 0.36, df= 4 (P = 0.99); F= 0% s 02 t -0

Test for overall effect: Z=0.07 (P =0.95)

Favours TCAs Favours Placeho

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.7 Adverse event withdrawal.

Risk Ratio
M-H, Random, 95% CI

Figure 9 (Analysis 2.9)
TCAs Placebho Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
Heymann 2001 _amt {1} 0 40 20 100.0% 017 [0.01, 4.01]
Heyrmann 2001_ntl 1] 38 20 Mot estimable
Total (95% CI) 78 40 100.0% 0.17 [0.01, 4.01]
Total events 1]

Heterogeneity: Mot applicable
Test for overall effect Z=110(F=0.27)

Footnotes

—=arE——

0.001 01 10

Favours TCAs Favours Placeho

(1) Placebogruppen er delt ud pa 2 referencer (da Sommer 2012 har gjort dette i svrige analyser)

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.9 Ventricular arrhytmia.

Figure 10 (Analysis 2.14)

TCAs Placeho Risk Ratio Risk Ratio Risk of Bia

Study or Subgroup Events Total Bwents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Caruso 1987 3 a0 1 0 229% 3000033, 27.23] — 0 ?.? 2@
Ginsherg 1996 I 022 132%  B.44[0.35118.09] + 27209089720
Goldenberg 1986 4 | 0 19 13.7% 818047 14262 ——3 222222@
Heymann 2001_amt 4 40 1 40 24.2% 4.00([0.47, 34.24] I .." 2@
Heymann 2001 _ntl G 38 1 40 26.0% 6.32[0.80, 50.05] N @®222722
Total (95% CI) 153 151 100.0% 4.95[1.72, 14.24] -*—
Total events 20 3

o Tal® = fhiE= _ _ . | , |
Heterogeneity: Tau?= 0.00; Chi*=0.45 di=4 (P=098), F= 0% Df1 1'D 1DD'

Test for overall effect, 2= 2.97 (P=0.003)

Eisk of hias leaend

(A) Random sequence generation (selection bias)

(B) Allacation concealment (selection bias)

(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other hias

Favours [experimental] Favours [control]

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.14 Dry mouth.

Review Manager 5.3
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Figure 11 (Analysis 2.15)

14-May-2018

TCAs Placeho Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Caruso 1887 1] 30 1 30 47.9% 0.33[0.01, 7.87] & 1 @777 77
Ginsbery 1995 I T 022 521% 460 [0.23, 90.54] = 729090970
Total (95% CI) 54 52 100.0% 1.31[0.10, 17.14] e R ——
Total events 2 1
Heterogeneity: Tau® = 0.99; Chi®=1.40, df=1 (P = 0.24); F= 29% ID " 051 150 1UD=
Test for overall effiect Z=0.20(FP=0.84) Favours [experimental] Favours [control]
Risk of bias [egend
(A) Random sequence generation (selection hias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection hias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting hias)
(G) Other hias
Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.15 Constipation.
Figure 12 (Analysis 2.12)
TCAs Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Caruso 18987 1 30 0 30 100.0% 3.00[0.13, 70.83] !
Total (95% CI) 30 30 100.0% 3.00 [0.13, 70.83]
Total events 1 a
Heterogeneity: Mot applicable f t 1 t |
Test for overall effect 2= 068 (F=0.50) 0.0t ng:ours TCAS1 Favours F'I1auceb0 100
Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.12 Hypertension.
Figure 13 (Analysis 2.16)
TCAs Placeho Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFSG
Caruso 1887 1 30 0 30 100.0% 3.00[0.13, 7083 f r@rrr 77
Total (95% CI) 30 30 100.0% 3.00 [0.13, 70.83]
Total events 1 1]
Heterogeneity: Mot applicable I t 1 t {
o _ 0.01 0.1 1 10 100
Test for overall effect 2= 0.68 (F = 0.50) Favours [experimental] Favours [control]
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance hias)
(D) Blinding of autcorme assessment (detection hias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting hias)
(G) Other hias
Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.16 Vomiting.
Figure 14 (Analysis 2.17)
TCAs Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
Caruza 1987 12 20 0 30 1000% 25.00[1.55, 403.99) 4.—> @722 272
Total (95% CI) 30 30 100.0% 25.00[1.55,403.99] ——e
Total events 12 0

Heterogeneity: Mot applicable =D m
Test for averall effect £=2.27 (P=0.02) .
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition hias)

(F) Selective reporting (reporting bias)

(G) Other hias

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.17 Drowsiness.

Figure 15 (Analysis 2.18)
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TCAs Placeho Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Bwents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Caruso 1987 0 a0 1 40 21.7% 0.44 [0.02,10.46] = . ok ke e ol
Heymann 2001 _amt 1 40 2 40 391% 0.50[0.05, 5.30] I E— ®® 22223
Heyrmann 2001 _ntl 1 38 2 40 39.2% 0.53[0.05, 5.57] B E— ®@®2272272
Total (95% CI) 108 120 100.0% 0.50 [0.11, 2.17] = ER—
Total events 2 g
Heterogeneity: Tau® = 0.00; Chi®= 0.01, df= 2 (P =1.00); F= 0% ID o 051 150 1005
Testfor overall effect: 2= 0.83 (F=0.35) Favours [experimental] Favours [control]
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection hias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting hias)
(G) Other hias
Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.18 Nausea.
Figure 16 (Analysis 2.19)
TCAs Placebho Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Bwents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFG
Heymann 2001 _amt 2 40 4 0 391% 0.50[0.10, 2.58] @®27272127
Heymann 2001_ntl 4 38 4 40 B0.9% 1.05[0.28, 3.91] .. @@y
Total (95% CI) 78 80 100.0% 0.79[0.28, 2.19]
Total events 4 8
Heterogeneity: Tau® = 0.00; Chi®= 0.48, df=1 (P = 0.49); F= 0% ID o 051 ; 150 1DD=
Testfor overall effect: 2= 0.46 (F = 0.65) Favours [experimental] Favours [control]
Risk of bias [egend
(A) Random sequence generation (selection hias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection hias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting hias)
(G) Other hias
Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.19 Dizziness.
Figure 17 (Analysis 2.20)
TCAs Placebho Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFSG
Heymann 2001 _amt 1 40 a 40 100.0% 3.001[0.13,71.51] ®@®r772727
Heymann 2001 _ntl o 38 0 40 Mat estimable @@®r2r72272
Total (95% CI) 78 80 100.0% 3.00[0.13, 71.51] —er T ——
Total events 1 0
Heterogeneity: Mot applicable ID P 051 150 1DD=

Test for overall effect Z= 068 (F=0.50)

Risk of bias [egend

(A) Random sequence generation (selection bhias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting hias)

(G) Other hias

Favours [experimental]

Forest plot of comparison: 2 TCAs versus placebo, outcome: 2.20 Weight gain.
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