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Appendix 1. Data Extraction and Risk of Bias Tables from Eligible Studies

Ehde et al. 2008

Methods Parallel group randomized controlled trial.

Participants 42 volunteer participants recruited from a variety of sources
Neurologist-confirmed MS. Diagnosis of MDD or Dysthymia based on
SCID. Age range was 24 to 63.

Interventions 12 weeks of treatment with paroxetine (10-40 mg.) or placebo.
Outcomes The primary outcome measure was a 50% reduction in HAM-D score.
Notes 20 of the respondents had either Dysthymia alone (n=7) or double

depression (n=13).

Risk of bias table

Item Judgement Description

Adequqte SEOLENeE s Computer generated random number sequence.

generation?

Allocation Yes .
Identical capsules.

concealment?

Blinding? Yes Outcome assessors were blind to treatment "at the time of
assessment."

Incomplete outcome |Yes ITT analysis reported, 8 of 20 placebo reponders (40%), the

data addressed? analogous response rate in treated subjects was 57.1%,
approximately 13 of 22 responders.

rFersgri)ifnze?lectlve Ve Clearly identified primary and secondary endpoints.

Free of other bias?  Yes Main issue is one of generalizability, as 1/3 of the screened
population was on antidepressants. The study sample was a
residual group.




Mohr et al. 2001

Methods

Randomized controlled trial.

Participants

63 MS patients, Neurologist-confirmed. Major Depressive Disorder,
confirmed by the SCID. Exceeded HAM-D and BDI severity thresholds.

Interventions

16 weeks of treatment with sertraline (50-200 mg.) or CBT or SEG.

Outcomes

BDI, DSM diagnosis and HAM-D were all used as outcome measures.

Notes

The SEG groups was treated as a referent for sertraline in this analysis,
rather than CBT.

Risk of bias table

Item

Judgement Description

Adequate sequence
generation?

No The randomization procedure was linked to operational
needs for the group therapy intervention.

Allocation concealment? No Not possible with these treatments.

Blinding?

No The raters were not blind to treatment group.

Incomplete outcome data Yes

ITT analysis was reported.

addressed?

FliEE o_f selective ee Difficult to because of complexity of modelling.
reporting?

Free of other bias? Yes Generalizability may be an issue due to eligibility

screening.




Schiffer et al. 1990

Methods

Randomized controlled trial.

Participants

28 patients with definite MS and SADS-confirmed major depressive
disorder.

Interventions

Desipramine or short-term psychotherapy. Desipramine dosage was
titrated to 150 mg. per day if tolerated, and guided by serum levels.

Outcomes

Hamilton and BDI scales after 30 days.

Notes

levels

It is reported that it was difficult to achieve standard therapeutic serum

in this population. Nevertheless, significant improvement on the

Ham-D scores and blinded global ratings were significant.

Risk of bias table

Item Judgement Description

Adequate Unclear Allocation was randomized, details not reported.

sequence

generation?

Allocation Yes Identical appearing placebo.

concealment?

Blinding? Yes Psychotherapy to all patients, therapist not aware of treatment
allocation, but this is a situation in which blinding could be
compromised.

Incomplete Yes ITT not carried out, but Table 1 reports detailed data on n=28

outcome data completers.

addressed?

Free of selective Yes Pre-specified primary outcome (global judgment).

reporting?

Free of other bias?

No

One patient was removed from the protocol because of severe
depression and several did not finish the protocol, therefore, this is
best considered a "completer"” analysis rather than an ITT analysis,
in essence, it is vulnerable to selection bias.




Appendix II. Characteristics of Excluded Studies

Andersson 1996

Reason for exclusion

This is a review article.

Antonijevic 2003

Reason for exclusion

This is not a therapeutic study.

Appel 1971

Reason for exclusion

Pharmaceutical development report. Not a therapeutic study.

Bagert 2002

Reason for exclusion

Not a therapeutic study.

Barak 1999

Reason for exclusion

Uncontrolled study.

Benedetti 2004

Reason for exclusion

Uncontrolled trial.

Browning 1990

Reason for exclusion

Case-report of toxicity. Not a therapeutic trial.

Bykova 2006

Reason for exclusion

This is an interferon trial.

Cetin 2007

Reason for exclusion

Epidemiologic study: not a therapeutic trial.

De Broucker 2000

Reason for exclusion

Interferon study, not a depression trial.




Defer 2001

Reason for exclusion

Review article.

El 2008

Reason for exclusion

Not a therapeutic trial.

Falcone 2005

Reason for exclusion

Interferon trial, not a depression trial.

Feinstein 2002

Reason for exclusion

Study of interferon side effects - especially depression, but not a

depression trial.

Fitzsimons 2007

Reason for exclusion

Concerned with ECT, not antidepressants. Case report.

Flax 1991

Reason for exclusion

Not a study, just "comment."

Folkerts 1995

Reason for exclusion

Not English. Could not review. Seems to be about ECT.

Galeazzi 2005

Reason for exclusion

Epidemiologic study, not a therapeutic trial.

Gaughan 1984

Reason for exclusion

About the DST. Not a therapeutic trial.

Gill 2000

Reason for exclusion

A withdrawn Cochrane review. Topic ADs in pregancy.




Goeb 2003

Reason for exclusion

Case report of delirium.

Goeb 2006

Reason for exclusion

Paper about interferon side effects.

Gusev 2003

Reason for exclusion

Report about interferon side effects.

Haase 2004

Reason for exclusion

Not a depression study.

Huber 1999

Reason for exclusion

Review of data relevant to the idea that amantadine might be a treatment

for depression - not a therapeutic trial.

Jaussaud 1999

Reason for exclusion

About Crohn's disease.

Julian 2006

Reason for exclusion

Another report from the Mohr study.

Kraft 2005

Reason for exclusion

Study of modafanil for fatigue.

Kulmatycki 2006

Reason for exclusion

A review article about antidepressants and inflammation. Not a

therapeutic trial.




Kumar 2008

Reason for exclusion

Review of modafanil.

Lebrun 2001

Reason for exclusion

French language. Not a therapeutic study.

Levine 1986

Reason for exclusion

Not an MS study.

Loftis 2004

Reason for exclusion

Phenomenologic study about interferon side effects.

Mendez 1999

Reason for exclusion

Case report only. Catonia in MS.

Mendez 2000

Reason for exclusion

About mania.

Mikova 2001

Reason for exclusion

Epidemiologic study about TNF in depression in MS.

Mohr 2001a

Reason for exclusion

Another report from the Mohr study.

Mohr 2003

Reason for exclusion

Another report from the Mohr study.

Mohr 2006

Reason for exclusion

This was an epidemiologic study of depression treatment frequency in a

clinic setting.




Notcutt 2004

Reason for exclusion

Cannabis for pain.

Pandya 2002

Reason for exclusion

Case report.

Pandya 2005

Reason for exclusion

About predictive value not a therapeutic trial.

Pariante 1995

Reason for exclusion

Case report.

Patten 1997

Reason for exclusion

This is a review.

Patten 2005

Reason for exclusion

Interferon trial data, not a depression trial.

Pittion-Vouyovitch 2006

Reason for exclusion A fatigue study.
Pollak 2002
Reason for exclusion  /Animal study.

Porcel 2006

Reason for exclusion

Study of depression as interferon outcome. Not a therapeutic trial.

Rickards 2005

Reason for exclusion |Review.
Rickards 2006
Reason for exclusion |Review.




Rodgers 1996

Reason for exclusion

Review.

Russo 2003

Reason for exclusion

Case report.

Sandyk 1993

Reason for exclusion

About melatonin secretion in MS and affective disorder. Not a

therapeutic trial.

Scott 1995

Reason for exclusion

Uncontrolled retrospective study.

Scott 1996

Reason for exclusion

Uncontrolled retrospective study.

Shafey 1992

Reason for exclusion

Case Report.

Silver 1990

Reason for exclusion

Case Report.

Solomon 1978

Reason for exclusion

Case Report.

Tsai 2007

Reason for exclusion

Review article about Copaxone as an antidepressant.

Tsivgoulis 2007

Reason for exclusion

Not a therapeutic trial. It is about the depression/fatigue interaction.
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Wallin 2006

Reason for exclusion

Review article.

Wilken 2007

Reason for exclusion

Review article.
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