Parkinson’s disease
GRADE Profiles

Appendix E: GRADE Profiles

E.1 Information needs of people with Parkinson’s disease and their families and carers
E.1.1 Impulse control behaviours

Quality of life impact of having ICD

Effect of ICD on quality of life (PDQ39)

Phu (2014) Cohort Not serious  N/A' Not Not 15 85 MD = 18 (2.24 to 33.76) HIGH
serious? serious?®

Patient experience: major depressive disorder in ICD

Phu (2014) Cohort Not serious  N/A’ Not Serious* 15 85 OR =3.07 (0.80to 11.69) MODERATE
serious?

T N/A: not applicable as only one study contributed to this analysis
2 No serious indirectness: population matches review protocol

3 Cl do not cross MID of 1.6 points (Peto et al., 2001)

4 Serious imprecision: Non-significant results

Reluctance to start medication for Parkinson’s disease

A mutual misunderstanding by patients and physicians

Mestre 2014  Cross- Serious' N/A? Not serious® Not serious 62/201 268 MODERATE
sectional
1 Serious risk of bias: Methodology not clear, not clear whether all survey/questionnaire materials were standardised or validated as assessed by the reviewer (no well-validated
methodology quality checklist available for cross-sectional studies)
2 N/A: not applicable as only one study contributed to this analysis
3 No serious indirectness: population matches review protocol
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E.1.2 Women of childbearing age

Birth complications in women with PD

Number of spontaneous miscarriages in the first 4 months of pregnancy

Golbe 1987 Qualitative Very serious®  N/AP Not serious®  Serious® N=17 N=3/17 (15%) VERY LOW
Number of total elective abortions

Golbe 1987 Qualitative Very serious®  N/AP Not serious®  Serious? N=17 N=4/17 (24%) VERY LOW
Mean PD disease duration

Golbe 1987 Qualitative Very serious®  N/AP Not serious®  Serious? 4.2 (4.5)years 3 (2.6)years VERY LOW

3 Very serious risk of bias as assessed by CASP qualitative quality checklist
b N/A: not applicable as only one study contributed to this analysis

¢ No serious indirectness: population matches review protocol

d Serious imprecision: Number of participants small

Pregnancy complications and related drug therapy in women with PD

Rate of complications associated with amantadine

Golbe 1987 Case series Very serious® N/AP Not serious®  Serious® 4/4 (100%) 4/16 (25%) VERY
(2 miscarriage, 1 (vaginal bleeding LOW
preeclampsia, 1 15t tri or severe nausea)
bleeding)

Rate of complications associated with levodopal/carbidopa
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Golbe 1987 Case series Very serious® N/AP Not serious®  Serious® 4/6 (66%) (worsening of VERY
PD symptoms) LOW

2 Very serious risk of bias as assessed by CASP qualitative quality checklist
b N/A: not applicable as only one study contributed to this analysis

¢ No serious indirectness: population matches review protocol

d Serious imprecision: Number of participants small

Neurological complications of pregnancy in women with PD

Exacerbation of PD symptoms ( worsening or development of new symptoms)

Golbe 1987 Case series Very N/AP Not serious® Serious? 17 11/17 (64.7%) VERY LOW
serious?

Improvement of PD symptoms post-delivery (in population who experienced worsening during pregnancy)

Golbe 1987 Case series Very N/AP Not serious® Serious 11 1/11 (9.09%) VERY LOW
serious?

Development of serious post-partum depression requiring medication

Golbe 1987 Case series  Very N/AP Not serious® Serious 4 0/4 (0%) VERY LOW
serious®

@ Very serious risk of bias as assessed by CASP qualitative quality checklist
b N/A: not applicable as only one study contributed to this analysis

¢ No serious indirectness: population matches review protocol

d Serious imprecision: Number of participants small
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Post-partum depression/anxiety

Development of serious post-partum depression requiring medication

Golbe 1987 Case series Very N/AP Not serious® Serious® 4 0/4 (0%) VERY LOW
serious?

@ Very serious risk of bias as assessed by CASP qualitative quality checklist

b N/A: not applicable as only one study contributed to this analysis

¢ No serious indirectness: population matches review protocol

d Serious imprecision: Number of participants small
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E.2 Pharmacological management of motor symptoms
E.2.1 First-line treatment of motor symptoms

E.2.1.1 Treatment-naive population

UPDRS Total — MAOB (Rasagiline, Selegiline) vs. placebo

Change in UPDRS Total from baseline to 36 weeks/12 months — MAOB vs. placebo

_—_-
Change in UPDRS total score

2 studies: RCT  Serious' Not serious Serious® Not serious® 613 612 -3.07 (-3.78, -2.37) LOW
Olanow et al., 2009;

Palhagen et al., 1998

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given

6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Beck Depression Inventory - Pramipexole vs. placebo

BDI from baseline to 9 months — Pramipexole vs. placebo

Change in BDI score
1 study: RCT Serious' N/A? Serious® Not serious 211 200 -1.4 (-2.23, 0.57) LOW
Schapira et al., 2013

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist
2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results
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5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given
6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Adverse events — Ropinirole vs. Pramipexole (dopamine agonists)

Any AE leading to trial discontinuation — Ropinirole vs. pramipexole

Adverse event

1 study: RCT Serious' N/AZ2 Not serious? Serious* 30 30 1.67 (0.44, 6.36) LOwW
Thomas et al., 2006

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given
6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Adverse events - Rasagiline vs. placebo

Adverse event rate (any AE) — Rasagiline vs. placebo

Adverse event rate
1 study: RCT Serious’ N/A? Serious® Not serious 576 588 0.80 (0.65, 0.99) LOW
Olanow et al., 2009

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist
2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given
6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Adverse event rate (AE related to dopaminergic therapy) — Rasagiline vs. placebo
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Adverse event rate
1 study: RCT Serious' N/AZ2 Serious® Serious* 576 588 0.72 (0.49, 1.07) VERY LOW
Olanow et al., 2009

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist
2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given
6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Adverse events — Levodopal/carbidopa (150/37.5 mg/day and 300/75 mg/day) vs. placebo

Adverse event rate (any AE) — Levodopal/carbidopa (150/37.5 mg/d and 300/75 mg/day) vs. placebo

Adverse event rate
1 study: RCT Serious’ N/A2 Not serious?® Serious* 180 90 1.00 (0.84, 1.20) LOW
Fahn et al., 2005

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist
2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given
6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Adverse event rate (AE related to dopaminergic therapy) — Levodopal/carbidopa (150/37.5 mg/d and 300/75 mg/day) vs. placebo

Adverse event rate
1 study: RCT Serious' N/AZ2 Not serious? Serious* 180 90 0.85 (0.60, 1.21) LOW
Fahn et al., 2005

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist
2 N/A: Not applicable, only 1 study contributed to this analysis
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3 No serious indirectness: population was as specified in review protocol
4 Downgraded 1 level: Non-significant results
5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given

6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Serious adverse event rate — Levodopal/carbidopa (150/37.5 mg/d and 300/75 mg/day) vs. placebo

Adverse event rate
1 study: RCT Serious' N/AZ2 Not serious? Serious* 180 90 1.50 (0.41, 5.54) LOwW
Fahn et al., 2005

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given

6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Adverse events — Levodopal/cabidopa (600/150 mg/day) vs. placebo

Adverse event rate (any AE) — Levodopal/carbidopa (600/150 mg/day) vs. placebo

Adverse event rate
1 study: RCT Serious’ N/A? Not serious?® Serious* 91 90 1.18 (0.97, 1.43) LOW
Fahn et al., 2005

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given

6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Adverse event rate (AE related to dopaminergic therapy) — Levodopa/carbidopa (600/150 mg/day) vs. placebo
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Adverse event rate
1 study: RCT Serious' N/AZ2 Not serious? Serious* 91 90 1.23 (0.84, 1.78) LOW
Fahn et al., 2005

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist
2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given
6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Serious adverse event rate — Levodopal/carbidopa (600/150 mg/day) vs. placebo

Adverse event rate
1 study: RCT Serious’ N/A2? Not serious?® Serious* 91 90 0.66 (0.11, 3.95) LOW
Fahn et al., 2005

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given

6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Adverse events - Pramipexole vs. placebo

Any adverse event - Pramipexole vs. placebo

Adverse event
1 study: RCT Not serious N/AZ2 Serious® Serious* 261 274 1.04 (0.94, 1.15) LOW
Schapiraetal., 2013

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist
2 N/A: Not applicable, only 1 study contributed to this analysis
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3 No serious indirectness: population was as specified in review protocol
4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given
6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Any serious adverse event - Pramipexole vs. placebo

Adverse event
1 study: RCT Not serious N/AZ2 Serious® Serious* 261 274 0.99 (0.52, 1.88) LOwW
Schapira et al., 2013

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given

6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)

Any serious adverse event leading to discontinuation - Pramipexole vs. placebo

Adverse event
1 study: RCT Not serious N/A2 Serious® Serious* 261 274 1.01 (0.60, 1.70) LOW
Schapira et al., 2013

" Downgraded 1 level: Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A: Not applicable, only 1 study contributed to this analysis

3 No serious indirectness: population was as specified in review protocol

4 Downgraded 1 level: Non-significant results

5 Downgraded 1 level: Some patients from the placebo group had early transfer from phase 1 to phase 2, where active treatment was given

6 Cl do not cross MID of 7.3 points (Schrag et al., 2006)
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Network meta-analyses
UPDRS Total

Change in UPDRS Total score

5 Serious' Not serious Not serious? Not serious MODERATE

MAOB: Mally et al., 1995; Palhagen et
al., 1998; Olanow et al., 2009.

DA: Schapira et al., 2013.
Levodopa: Fahn et al., 2005.

'‘Downgrade 1 level: Limitations in the design or execution of the study
2No heterogeneity (i> =0%)
3Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

UPDRS Il (ADL)

Change in UPDRS ADL score

4 Serious' Serious? Not serious® Not serious LOW
MAOB: Mally et al., 1995; Palhagen et
al., 1998.

DA: Schapira et al., 2013.
Levodopa: Fahn et al., 2005.

'‘Downgrade 1 level: Limitations in the design or execution of the study
2Considerable between study heterogeneity (i2 >40%)
3Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

UPDRS IIl (Motor)

Change in UPDRS Motor score
4 Serious' Serious? Not serious? Not serious LOW
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MAOB: Mally et al., 1995; Palhagen et

al., 1998.

DA: Schapira et al., 2013.

Levodopa: Fahn et al., 2005.

'‘Downgrade 1 level: Limitations in the design or execution of the study

2Considerable between study heterogeneity (i> >40%)
3Considered not serious as population, interventions, comparator and outcomes are as defined in protocol
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E.2.1.2 Full population

Low—dose levodopa versus placebo

UPDRS (ADL)
UPDRS (motor)
UPDRS (total)
Any AE

SAE

Dopaminergic AE

1 (Fahn)
1 (Fahn)
1 (Fahn)
1 (Fahn)
1 (Fahn)

1 (Fahn)

Serious’

Serious’

Serious’

Serious’

Serious’

Serious’

N/A

N/A

N/A

N/A

N/A

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious®

Serious®

Serious?

Serious?

Serious?

Serious?

MD -1.60
(-2.64, -0.56)
MD -2.90
(-4.94, -0.86)
MD -5.00
(-7.76, -2.24)
IRR 1.01
(0.84, 1.20)
IRR 1.50
(0.41, 5.54)
IRR 0.85
(0.60, 1.21)

Moderate

Low

Low

Low

Low

Low

Study at high risk of bias; 2Non-significant result; 3Cl cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006); “Cl cross MID of 7.3
points (Schrag et al., 2006); °Cl do not cross MID of 3 points (Schrag et al., 2006)

High-dose levodopa versus placebo

UPDRS (ADL)
UPDRS (motor)
UPDRS (total)

Any AE

1 (Fahn)
1 (Fahn)
1 (Fahn)

1 (Fahn)

Serious’

Serious’

Serious’

Serious’

N/A

N/A

N/A

Not serious

Not serious

Not serious

Not serious

13

Serious®

Serious?*

Serious®

Serious?

MD -2.20
(-3.41, -0.99)
MD -5.40
(-7.85, -2.95)
MD -8.00

(-11.25, 4.75)

IRR 1.18

Low

Low

Low
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(0.97, 1.43)
SAE 1 (Fahn) Serious' N/A Not serious Serious? IRR 0.66 Low
(0.11, 3.95)
Dopaminergic AE 1 (Fahn) Serious' N/A Not serious Serious? IRR 1.23 Low
(0.85, 1.78)

Study at high risk of bias; 2Non-significant result; 3Cl cross MID of 3 points (Schrag et al., 2006); “Cl cross MID: between 3.25 (Horvath et al., 2015) and 5
points (Schrag et al., 2006); 5Cl cross MID of 7.3 points (Schrag et al., 2006)

Extended-release levodopa versus placebo

UPDRS (ADL) 1 (Pahwa) Not serious Serious' Not serious* MD -9.23 Moderate
(-11.61, -6.85)

UPDRS (motor) 1 (Pahwa) Not serious N/A Serious' Not serious® MD -9.23 Moderate
(-11.61, -6.85)

PDQ-39 1 (Pahwa) Not serious N/A Serious' Not serious® MD -5.31 Moderate
(-8.90, -1.73)

Any AE 1 (Pahwa) Serious? N/A Serious' Serious?® RR 0.92 Very low
(0.79, 1.06)

AE discontinuation 1 (Pahwa) Serious? N/A Serious' Serious?® RR 2.74 Very low
(1.00, 7.52)

"Population not treatment-naive; 2Selection of adverse events to report unclear; 3Non-significant result; “Cl do not cross MID of 3 points (Schrag et al., 2006);
5Cl do not cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006); 6Cl do not cross MID of 1.6 points (Peto et al., 2001)
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Dopamine agonists versus placebo

Short-term follow-up (£6 months)

UPDRS (ADL) 6 (Hauser,  Not serious'’ Not serious Serious? Not serious® MD -1.22 Moderate
Hubble, (-1.62, -0.81)
Jankovic,
Mizuno,
PSG 2003,
Zhang)

UPDRS (motor) 6 (Hauser, Not serious’ Not serious Serious? Serious® MD -3.20 Low
Hubble, (-4.08, -2.31)
Jankovic,
Mizuno,
PSG 2003,
Zhang)

UPDRS (total) 2 (Adler, Not serious’ Not serious Serious? Not serious’ MD -4.85 Moderate
PSG 1997) (-6.65, -3.06)

Epworth sleep scale 2 (Hauser, Not serious Serious?® Serious? Not serious MD 1.40 Low
Jankovic) (0.59, 2.22)

PDQ-39 1 (Hauser)  Not serious N/A Serious? Not serious® MD -6.81 Moderate

(-11.42, -2.20)
EQ-VAS 1 (Hauser)  Not serious N/A Serious? Serious* MD 4.86 Low
(-1.11, 10.84)

"Individual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias; 2Population not
treatment-naive; *Considerable between study heterogeneity (i> >40%); “Non-significant result; 5Cl cross MID: between 3.25 (Horvath et al., 2015) and 5
points (Schrag et al., 2006); 6Cl do not cross MID of 3 points (Schrag et al., 2006); “Cl do not cross MID of 7.3 points (Schrag et al., 2006); Cl do not cross
MID of 1.6 points (Peto et al., 2001)
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Medium term follow-up (6 months — 2.5 years)

UPDRS (ADL) 2 (Poewe, Not serious Serious’ Serious? Not serious® MD -1.54
Schapira) (-2.47, -0.62)
UPDRS (motor) 2 (Poewe, Not serious Serious’ Serious? Serious* MD -4.19 Very low
Schapira) (-6.00, --2.38)
UPDRS (total) 1 (Schapira) Not serious N/A Not serious Not serious’ MD -4.80 High
(-6.46, -3.14)
BDI 1 (Schapira) Not serious N/A Not serious Not serious MD -1.40 High
(-2.23, -0.57)
PDQ-39 1 (Poewe)  Not serious N/A Serious? Serious® MD -3.63 Low
(-7.01, -0.25)
EQ-VAS 1 (Poewe) Not serious N/A Serious? Serious?® MD 2.94 Low
(-1.46, 7.34)

'Considerable between study heterogeneity (2 >40%); 2Population not treatment-naive; 3Non-significant result; “Cl cross MID: between 3.25 (Horvath et al.,
2015) and 5 points (Schrag et al., 2006); °Cl cross MID of 1.6 points (Peto et al., 2001); 8CI do not cross MID of 3 points (Schrag et al., 2006); “Cl do not cross
MID of 7.3 points (Schrag et al., 2006)

Adverse events

Any AE 5 (Hauser,  Serious’ Not serious Serious? Serious?® RR 1.05 Very low
(Pramipexole) Hubble, (1.00,1.14)

Poewe,

PSG 1997,

Schapira)

Any AE (Rotigotine) 5 (Giladi, Serious' Serious* Serious? Not serious IRR 1.44 Very low

Jankovic, (1.09, 1.90)
PSG 2003,

Watts,
Zhang)
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Any AE (Ropinirole)

SAE (Pramipexole)

SAE (Rotigotine)
SAE (Ropinirole)

Dopaminergic AE
(Pramipexole)

AE discontinuation
(Pramipexole)

AE discontinuation
(Rotigotine)

AE discontinuation
(Ropinirole)

1 (Adler)

3 (Hauser,
Poewe,

Schapira)
2 (Giladi,
PSG 2007)

1 (Giladi)
1 (Olanow)

3 (Hauser,
Poewe,
Schapira)
3 (Giladi,
Watts,
Zhang)

2 (Adler,
Giladi)

Serious’

Serious’

Serious'

Serious'

Serious’

Serious’

Serious’

Serious’

Not serious

Not serious

N/A

N/A

Serious*

Serious?

Not serious

Serious?

Serious?

Serious?

Serious?

Not serious

Serious?

Serious?

Serious?

Serious®

Serious®

Serious®

Serious®

Serious®

Serious®

Not serious

Not serious

RR 1.06
(0.99, 1.13)

RR 1.24
(0.74, 2.06)

IRR 1.41
(0.68, 2.92)
IRR 1.73
(0.82, 3.63)
IRR 1.20
(0.86, 1.67)
RR 0.36
(0.02, 5.97)

RR 2.07
(1.23, 3.48)

RR 2.35
(1.43, 3.86)

Very low

Very low

Very low
Very low
Very low

Very low

Very low

Low

Selection of adverse events to report unclear; 2Population not treatment-naive; 3Non-significant result; “Considerable between study heterogeneity (i? >40%)

Monoamine oxidase inhibitors versus placebo

Short-term follow-up

UPDRS (ADL) 3 (Mally, Not serious’ Not serious Serious? Not serious’ MD -1.14 Moderate
Palhagen, (-1.57, -0.71)
PSG 2002)
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UPDRS (motor) 3 (Mally,
Palhagen,

PSG 2002)

3 (Hubble,
Mally,
Palhagen)

BDI 1(PSG
2002)

PDQUALIF 1(PSG
2002)

UPDRS (total)

Not serious’

Not serious’

Not serious

Not serious

Serious?® Serious?
Serious?® Serious?
N/A Serious?
N/A Serious?

Serious®

Serious®

Serious?*

Not serious

MD -4.37 Very low
(-7.52, -1.23)

MD -6.38 Very low
(-12.33, -0.43)

MD -0.28 Low
(-0.72, 0.16)

MD -2.83 Moderate
(-3.06, -2.59)

'Individual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias; ?Population not
treatment-naive; 3Considerable between study heterogeneity (i2 >40%); “Non-significant result; °Cl cross MID: between 3.25 (Horvath et al., 2015) and 5
points (Schrag et al., 2006); 6Cl cross MID of 7.3 points (Schrag et al., 2006); ’Cl do not cross MID of 3 points (Schrag et al., 2006)

Medium term follow-up (6 months — 2.5 years)

UPDRS (ADL) 1
(Palhagen)

UPDRS (motor) 1
(Palhagen)

UPDRS (total) 2 (Olanow,
Palhagen)

Serious’

Serious’

Serious’

Not serious
N/A Not serious
Not serious Not serious

Not serious?®

Serious?

Not serious*

MD -0.30 Moderate
(-1.50, 0.90)

MD -1.90 Low
(-5.26, 1.46)

MD -3.07 Moderate
(-3.78, -2.37)

"Included studies at high risk of bias; 2Cl cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006); 3Cl do not cross MID of 3 points
(Schrag et al., 2006); “Cl do not cross MID of 7.3 points (Schrag et al., 2006)
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Adverse events

Any AE (Rasagiline) 2 (Olanow,  Serious’ Not serious Serious? Not serious IRR 0.82
Stern) (0.68, 1.00)
SAE (Rasagiline) 1 (PSG Serious' N/A Serious? Serious? RR 2.08 Very low
2002) (0.71, 6.09)
Dopaminergic AE 1 (Olanow)  Serious’ N/A Not serious Serious? IRR 0.72 Low
(Rasagiline) (0.49, 1.07)

'Selection of adverse events to report unclear; 2Population not treatment-naive; 3Non-significant result

Levodopa versus dopamine agonists

UPDRS (ADL) 1 Not serious Serious' Not serious’ MD -1.10 Moderate
(Holloway) (-1.98, -0.22)
UPDRS (motor) - 1 (Rascol) Not serious N/A Serious’ Serious® MD -2.60 Low
short (-4.22, -0.98)
UPDRS (motor) 2 (Holloway, Not serious Not serious Serious’ Serious® MD -4.69 Low
Whone) (-6.29, -3.10)
UPDRS (total) 1 Not serious N/A Serious’ Serious® MD -4.70 Low
(Holloway) (-7.36, -2.04)
Dyskinesia RR 1 (Whone) No serious N/A Serious’ Not serious RR 7.73 Moderate
(2.39, 25.00)
Any AE 1 Serious? N/A Serious' Not serious IRR 0.55 Low
(Pramipexole) (Holloway) (0.43, 0.70)
Any AE (Ropinirole) 1 (Rascol)  Serious? N/A Serious' Serious?® IRR 0.97 Very low
(0.84, 1.11)
SAE (Pramipexole) 1 Serious? N/A Serious' Serious?® IRR 0.40 Very low
(Holloway) (0.08, 2.08)
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SAE (Ropinirole)

AE discontinuation
(Ropinirole)

2 (Rascaol,
Whone)

2 (Rascaol,
Whone)

Serious?

Serious?

Not serious

Serious*

Serious’ Serious®

Serious'’ Serious®

RR 1.11
(0.69, 1.80)
RR 0.73

(0.22, 2.39)

Very low

Very low

"Population not treatment-naive; 2Selection of adverse events to report unclear; *Non-significant result; “Considerable between study heterogeneity (i >40%);
5CI cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006); 6Cl cross MID of 7.3 points (Schrag et al., 2006); “Cl do not cross MID of

3 points (Schrag et al., 2006)

Long-term follow-up (>2.5 years)

UPDRS (ADL) 2 (Holloway, Not serious Serious' Not serious* MD -1.32 Moderate
Rascol) (-2.28, -0.35)

UPDRS (motor) 2 (Holloway, Not serious N/A Serious’ Serious? MD -4.39 Low
Rascol) (-6.55, -2.23)

UPDRS (total) 2 (Holloway, Not serious N/A Serious’ Serious?® MD -5.20 Low
Rascol) (-8.90, -1.50)

Dyskinesia 2 (Holloway, Not serious N/A Serious' Not serious RR 2.22 Moderate
Rascol) (1.74, 2.82)

"Population not treatment-naive; 2Cl cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006); 3Cl cross MID of 7.3 points (Schrag et
al., 2006); “Cl do not cross MID of 3 points (Schrag et al., 2006)

Levodopa versus monoamine oxidase inhibitors

UPDRS (ADL) - 1 (Caraceni) Serious’ Serious? Not serious® MD -1.10
short (-1.62, -0.58)
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UPDRS (motor) - 1 (Caraceni) Serious’ Serious? Not serious* MD -1.00
short (-2.07, 0.07)

"Included studies at high risk of bias; ?Population not treatment-naive; 3Cl do not cross MID of 3 points (Schrag et al., 2006); “Cl do not cross MID: between
3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

Long-term follow-up (>2.5 years)

Need for add-on 1 (Caraceni) Not serious Serious' Not serious RR 0.20 Moderate

therapy (0.13, 0.31)

Motor fluctuations 1 (Caraceni) Not serious N/A Serious' Not serious RR 1.58 Moderate
(1.05, 2.37)

Dyskinesia 1 (Caraceni) Not serious N/A Serious' Serious? RR 1.30 Low
(0.87, 1.95)

"Population not treatment-naive; 2Non-significant result

Dopamine agonists versus monoamine oxidase inhibitors

Epworth sleep scale 1 (Viallet) Not serious Serious? Not serious MD 1.92 Moderate
(0.73, 3.11)

Any AE 1 (Viallet) Serious’ N/A Serious? Serious?® RR 1.13 Very low

(Pramipexole- (0.89, 1.43)

Rasagiline)

SAE (Pramipexole- 1 (Viallet) Serious' N/A Serious? Serious?® RR 0.95 Very low

Rasagiline) (0.06, 14.75)

AE discontinuation 1 (Viallet) Serious' N/A Serious? Serious?® RR 2.83 Very low

(Pramipexole- (0.79, 10.06)

Rasagiline)
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'Selection of adverse events to report unclear; ?Population not treatment-naive; 3Non-significant result

Levodopa versus dopamine agonists versus monoamine oxidase inhibitors

Levodopa versus levodopa sparing (dopamine agonists and MAOBSs)

Mobility™ 1 (PD Not serious N/A Not serious Serious' MD 1.8 Moderate
MED) [0.5, 3.0]

Activities of daily 1 (PD Not serious N/A Not serious Serious' MD 1.9 Moderate

living* MED) [0.7, 3.0]

Emotional 1 (PD Not serious N/A Not serious Serious? MD -0.2 Moderate

wellbeing* MED) [-1.1,0.7]

Stigma* 1 (PD Not serious N/A Not serious Serious' MD 1.3 Moderate
MED) [0.2,2.3]

Social support* 1 (PD Not serious N/A Not serious Serious? MD 0.1 Moderate
MED) [-0.6, 0.8]

Cognition* 1 (PD Not serious N/A Not serious Serious? MD 1.0 Moderate
MED) [0.0, 2.0]

Communication* 1 (PD Not serious N/A Not serious Serious? MD 0.9 Moderate
MED) [0.0, 1.8]

Bodily discomfort* 1 (PD Not serious N/A Not serious Serious’ MD 1.4 Moderate
MED) [0.3,2.4]

PDQ summary 1 (PD Not serious N/A Not serious Not serious MD 1.0 High

index MED) [0.3,1.7]

EQ-5D utility 1 (PD Not serious N/A Not serious Not serious MD 0.03 High
MED) [0.01, 0.05]

Dyskinesia 1 (PD Not serious N/A Not serious Not serious HR 1.52 High
MED) [1.16, 2.00]
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Discontinuation due 1 (PD Not serious Not serious Not serious RR 0.08 High

to adverse events MED) [0.04, 0.15]

Discontinuation due 1 (PD Not serious N/A Not serious Not serious RR 0.09 High

to lack of efficacy MED) [0.04, 0.22]

Dopamine agonists versus MAOBs

Mobility™ 1 (PD Not serious N/A Not serious Serious? MD 1.4 Moderate
MED) [0.0, 2.9]

Activities of daily 1 (PD Not serious N/A Not serious Serious? MD 0.3 Moderate

living* MED) [-1.1, 1.7]

Emotional 1 (PD Not serious N/A Not serious Serious? MD 0.3 Moderate

wellbeing* MED) [-0.8, 1.4]

Stigma* 1 (PD Not serious N/A Not serious Serious? MD 1.3 Moderate
MED) [0.0,2.5]

Social support* 1 (PD Not serious N/A Not serious Serious? MD 0.8 Moderate
MED) [-0.1, 1.7]

Cognition* 1 (PD Not serious N/A Not serious Serious’ MD 1.7 Moderate
MED) [0.5,2.9]

Communication* 1 (PD Not serious N/A Not serious Serious? MD 0.5 Moderate
MED) [-0.6, 1.5]

Bodily discomfort* 1 (PD Not serious N/A Not serious Serious? MD 0.7 Moderate
MED) [-0.6, 2.0]

PDQ summary 1 (PD Not serious N/A Not serious Serious? MD 0.8 Moderate

index MED) [0.0,1.7]

EQ-5D utility 1 (PD Not serious N/A Not serious Serious? MD 0.004 Moderate
MED) [-0.01, 0.02]

*PDQ subscale 'Significant result but mean difference below trials defined MID ?Non-significant result

23



Parkinson’s disease
GRADE Profiles

Network meta-analyses
UPDRS Il (ADL): <6 months follow-up

Change in UPDRS Il (ADL) score

10 Not serious Serious' Serious? Not serious Low
Mally et al., 1995; Caraceni et al., 2001;

Hauser et al., 2010; Jankovic et al., 2007;

Mizuno et al., 2013; Hubble et al., 1995;

Palhagen et al., 1998; Parkinson Study

Group 1997; Parkinson Study Group

2002; Zhang et al., 2016

'Considerable between study heterogeneity (i2 >40%)
2Population not treatment-naive

UPDRS Il (ADL): 6 months to 2.5 years follow-up

Change in UPDRS Il (ADL) score

6 Not serious Serious' Serious? Not serious Low
Fahn et al., 1995; Schapira et al., 2013;

Palhagen et al., 1998; Poewe et al.,

2011; Pahwa et al., 2014; Parkinson

Study Group 2002

'Considerable between study heterogeneity (i >40%)
2Population not treatment-naive

UPDRS Il (motor): <6 months follow-up

Change in UPDRS Il (motor) score
10 Not serious Serious' Serious? Not serious Low

Mally et al., 1995; Caraceni et al., 2001;
Hauser et al., 2010; Jankovic et al., 2007;
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Mizuno et al., 2013; Hubble et al., 1995;
Palhagen et al., 1998; Parkinson Study

Group 1997; Parkinson Study Group

2002; Rascol et al., 2000

'Considerable between study heterogeneity (i? >40%)
2Population not treatment-naive

UPDRS lll (motor): 6 months to 2.5 years follow-up

Change in UPDRS Il (motor) score

7 Not serious Serious’ Serious? Not serious Low
Fahn et al., 1995; Schapira et al., 2013;

Palhagen et al., 1998; Poewe et al.,

2011; Pahwa et al., 2014; Parkinson

Study Group 2002; Whone et al., 2003

'Considerable between study heterogeneity (i2 >40%)

2Population not treatment-naive

UPDRS total: <6 months follow-up

Change in UPDRS total score
5 Not serious Not serious Serious’ Not serious Moderate

Adler et al., 1997; Mally et al., 1995;
Hubble et al., 1995; Palhagen et al.,
1998; Parkinson Study Group 1997

2Population not treatment-naive

UPDRS total: 6 months to 2.5 years follow-up

Change in UPDRS total score
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Not serious Not serious Serious? Not serious Moderate

Fahn et al., 1995; Schapira et al., 2013;
Palhagen et al., 1998; Parkinson Study
Group 2002; Olanow et al., 2009

2Population not treatment-naive

Epworth Sleep Scale

Change in ESS score
3 Not serious Serious' Serious? Not serious Low

Hauser et al., 2010; Jankovic et al., 2007;
Viallet et al., 2013

2Population not treatment-naive
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Meta-analyses
Treatment-naive population

Direct meta-analysis - change in UPDRS (total) from baseline to 36 weeks/12 months (MAOBSs vs placebo)

Author and Year Higher numbers favour placebo MD [95% CI]
Olanow, 2009 HElH 97 21% -309[-380,-237]
Palhagen, 1998 = | 279% -260[-6581. 161]
FE Model - 10000% -307[-3.78,-237]

[ I : I I
-2.00 -3.00 3.00 6.00

Mean Difference

tau”2 (estimated amount of total heterogeneity): 0 (SE = 3.3554)
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tau (square root of estimated tau*2 value): 0
I"2 (total heterogeneity / total variability): 0.00%
H”2 (total variability / sampling variability): 1.00
Test for Heterogeneity:

Q(df =1) =0.0497, p-val = 0.8236
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Network meta-analysis - UPDRS (total) — FE model

Treatment MD 95%-Cl

Flacebo 0.00

MADE 3 307 [237 378

Framipexole —&— 480 [314 6.46)

Levodopa (150/300mg) —_— .00 [224, 7.76)
]

Levodopa (600mg) ———— {00 44751125

| 1 1T T T 1
20 2 4 6 8 10 12

Differences between treatments — mean and 95% confidence interval

Treatment B Placebo MAOB Pramipexole Levodopa (150/300mg) Levodopa (600mg)
Placebo N/A
MAOB 3.07 N/A
(2.37, 3.78)
Pramipexole 4.80 1.73 N/A
(3.14, 6.46) (-0.08, 3.53)
Levodopa 5.00 1.93 0.20 N/A
(150/300mg) (2.25, 7.76) (-0.92, 4.77) (-3.02, 3.42)
Levodopa 8.00 4.93 3.20 3.00 N/A
(600mg) (4.75, 11.25) (1.60, 8.26) (-0.45, 6.85) (0.49, 5.51)

Quantifying heterogeneity/inconsistency:

tau*2 <0.0001; 1"2 = 0%

Test of heterogeneity/inconsistency:

Q d.f. p.value
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0.05 1 0.8236

Network graph:

Levodopa (500mg)

MACE

Levodopa (150/300mg)

Placeba

Pramipexole
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Network meta-analysis - UPDRS 2 (ADL) — FE model

Treatment MD 95%-Cl

Flacebo 0n

Selegiline 0.3 [-090; 1.50]

Framipexole — 11 [055 1.65]

Levodopa (150/300mg) —_— 16 [056; 2.64]

Levodopa (600mg) : 22089 341
| | | | |

-1 0 1 2 3 4

Differences between treatments — mean and 95% confidence interval

Treatment B Placebo Selegiline Pramipexole Levodopa Levodopa (600mg)
(150/300mg)

Placebo N/A

Selegiline 0.30 N/A
(-0.90, 1.50)

Pramipexole 1.10 0.80 N/A
(0.55, 1.65) (-0.52, 2.12)

Levodopa 1.60 1.30 0.50 N/A

(150/300mg) (0.56, 2.64) (-0.29, 2.89) (-0.68, 1.68)

Levodopa (600mg)  2.20 1.90 1.10 0.60 N/A
(0.99, 3.41) (0.20, 3.60) (-0.23, 2.43) (-0.29, 1.49)

Quantifying heterogeneity/inconsistency:

taur2 <0.0001; 1"2 = 100%
Test of heterogeneity/inconsistency:

Q d.f. p.value
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0 0 <0.0001

Network graph:

Levodopa (150/300mg)

Levodopa (600ma)

Selegiline

Placebo

Pramipexole
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Network meta-analysis - UPDRS 3 (motor) — FE model

Treatment

Flacebo

Selegiline

Levodopa (150/300mg)
Framipexole

Levodopa (B00mg)

|
-2

MD 895%-Cl

0.0

19 [-146 526]
2.0 [ 086 4.04]
33 [1.91;469]
54 [ 295, 7.85]

Differences between treatments — mean and 95% confidence interval

Treatment B

Placebo
Selegiline

Levodopa
(150/300mg)

Pramipexole

Levodopa (600mg)

Placebo

N/A
1.90
(-1.46, 5.26)
2.90
(0.86, 4.94)
3.30
(1.91, 4.69)
5.40
(2.95, 7.85)

Quantifying heterogeneity/inconsistency:

taur2 <0.0001; 1"2 = 100%
Test of heterogeneity/inconsistency:

Q d.f. p.value

Selegiline

N/A

1.00
(-2.92, 4.93)
1.40
(-2.23, 5.03)
3.50
(-0.65, 7.65)

33

Levodopa
(150/300mg)

N/A

0.40
(-2.07, 2.86)
2.50
(0.55, 4.45)

Pramipexole

N/A

2.10
(-0.71, 4.91)

Levodopa (600mg)

N/A
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0 0 <0.0001

Network graph:

Levodopa (150/300mg)

Levodopa (600ma)

Selegiline

Placebo

Pramipexole
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Full population

Direct meta-analysis — short-term (<6 months) change in UPDRS (ADL) (dopamine agonists vs placebo)

Hauser, 2010 |—l—| 1771% -1.20[-216 ,-024]
Jankovic, 2007 —— 2236% 131[-216,-046]
Mizuno, 2013 I—H 20.16% -070[-160, 0.20]
Hubble, 1995 P 492% -303[-485,-1.21]
PSG, 2003 I—I—'4 1577% -085[-1.86, 0.17]
Zhang, 2016 —— 19.08% -1.50([-242 -058]
FE Model <> 100.00% -122[-162,-081]

T T T 1 | |
-5.00 300 -1.00 1.00

Mean Difference

Random-Effects Model (k = 5; tau*2 estimator: REML)
tau”2 (estimated amount of total heterogeneity): 0.0000 (SE = 0.1561)

35



Parkinson’s disease
GRADE Profiles

tau (square root of estimated tau*2 value):  0.0001
I"2 (total heterogeneity / total variability): 0.00%
H”2 (total variability / sampling variability): 1.00
Test for Heterogeneity:

Q(df =4) =5.9902, p-val =0.3072
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Direct meta-analysis — short-term (<6 months) change in UPDRS (motor) (dopamine agonists vs placebo)

Hauser, 2010 I—I—A 1497% -200[-429 029]
Jankaovic, 2007 —— 2472% -396[-5.74 ,-218]
Mizuno, 2013 —— 1957% -360[-560,-160]
Hubble, 1985 I . ! 428% -366[-7894, 062]
FPSG, 2003 |—l—| 1074% 264 [-487 -041]
Zhang, 2016 - 2072% -310[-504 ,-1.16]
FE Model - 10000% -320[-408,-231]

[ N | |
-5.00 400 000

Mean Difference
Random-Effects Model (k = 6; tau*2 estimator: REML)
tau”2 (estimated amount of total heterogeneity): 0 (SE = 0.7433)
tau (square root of estimated tau*2 value): 0

I"2 (total heterogeneity / total variability): 0.00%
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H”2 (total variability / sampling variability): 1.00
Test for Heterogeneity:

Q(df = 5) = 2.2088, p-val = 0.8196

Direct meta-analysis — short-term (<6 months) change in UPDRS (ADL) (MAOBs vs placebo)

Mally, 1995 —_— 159% -480[-818,-142]
Palhagen, 1995 e  2109% -090[-183, 0.03]
PSG, 2002 W 7732% -113[-161,-064]
FE Model & 10000% -114[-157,-071]

[N N N B | |
-1000 0 500 2200 200

kean Difference

Random-Effects Model (k = 3; tau*2 estimator: REML)
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tau”2 (estimated amount of total heterogeneity): 0.0000 (SE = 0.2004)
tau (square root of estimated tau*2 value):  0.0012

IA2 (total heterogeneity / total variability): 0.00%

HA2 (total variability / sampling variability): 1.00

Test for Heterogeneity:

Q(df =2) =4.7529, p-val = 0.0929

Direct meta-analysis — short-term (€6 months) change in UPDRS (motor) (MAOBSs vs placebo)

Mally, 1995 —_— | 2550% 8201197 ,-443]
Palhagen, 1993 | 3553% -4.00[-584,-2.16]
PSG, 2002 HBH | 38.88% 220[ 320 ,-120]
RE Model o et 100 00% 437 -7.52,-123]

-1200  -5.00 000

Mean Differance

Random-Effects Model (k = 3; tau*2 estimator: REML)

39



Parkinson’s disease
GRADE Profiles

tau”2 (estimated amount of total heterogeneity): 6.3590 (SE = 7.7656)
tau (square root of estimated tau*2 value):  2.5217

I"2 (total heterogeneity / total variability): 87.34%

HA2 (total variability / sampling variability): 7.90

Test for Heterogeneity:

Q(df =2) =10.8437, p-val = 0.0044

40



Parkinson’s disease
GRADE Profiles

Direct meta-analysis — medium term (6 months — 2.5 years) change in UPDRS (total) (MAOBs vs placebo)

Olanow, 2009 HElH 97 21% -3.09[-380 -237]
Pélhagen, 1998 i i 279% -260[-681, 161]
RE Model - 100.00% -3.07[-3.78 -237]

-500 400 000

tean Difference

Random-Effects Model (k = 2; tau”2 estimator: REML)

tau”r2 (estimated amount of total heterogeneity): 0 (SE = 3.3554)
tau (square root of estimated tau*2 value): 0

I"2 (total heterogeneity / total variability): 0.00%

HA2 (total variability / sampling variability): 1.00
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Test for Heterogeneity:

Q(df = 1) = 0.0497, p-val = 0.8236
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Network meta-analysis - UPDRS 2 (ADL) — short — RE model

Treatment MD 95%-ClI
Flacebo .00

hWACE — 1.06 [063; 1.49]
DA — 1.10 [0.76; 1.44]
Levodopa —+—— 216 [1486; 2 86]

[ I I I I I |
o 05 1 15 2 25 3

Differences between treatments — mean and 95% confidence interval

Treatment B Placebo MAOB Dopamine agonists Levodopa

Placebo N/A

MAOB 1.06 N/A
(0.63, 1.49)

Dopamine agonists 1.10 0.04 N/A
(0.76, 1.44) (-0.51, 0.58)

Levodopa 2.16 1.10 1.06 N/A
(1.46, 2.86) (0.55, 1.65) (0.29, 1.84)

Quantifying heterogeneity/inconsistency:
taut2 =0.0743; 12 = 54.9%

Test of heterogeneity/inconsistency:

Q d.f. p.value

133 6 0.0385
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Network graph:

Levodopa

MAOE

Placebo
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Network meta-analysis - UPDRS 2 (ADL) — medium — RE model

Treatment

Placebo
MAOE
DA

Levodopa {low)
Levodopa (high)
Levodopa (ER)

_—

MD 95%-Cl

0.00
030 [-1.34; 1.94]
154 [076 231]
176 [040 3.12]
249 [140; 357]

% 347 [2.164.79]

[ I
-2

0

1

2 3 4

Differences between treatments — mean and 95% confidence interval

Placebo
MAOB

Dopamine agonists
Levodopa (low)
Levodopa (high)

Levodopa (ER)

Quantifying heterogeneity/inconsistency:

N/A
0.30
(-1.34, 1.94)
1.54
(0.76, 2.31)
1.76
(0.40, 3.12)
2.49
(1.40, 3.57)
3.47
(2.16, 4.79)

tau*2 = 0.3201; 1"2 = 80.9%

Test of heterogeneity/inconsistency:

N/A

1.54
(0.32, 2.77)
1.70
(0.26, 3.14)
2.57
(1.29, 3.85)
3.17
(1.78, 4.57)

N/A

0.22
(-1.20, 1.64)

0.95
(-0.04, 1.94)

1.94
(0.41, 3.47)
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N/A

0.73
(-0.58, 2.04)
1.72

(-0.18, 3.61)

N/A

0.99
(-0.72, 2.69)

N/A
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Q d.f. p.value
1047 2 0.0053

Network graph:

Levodopa (ER) DA

Levodopa (high)

Placebo

Levodopa (low) MAOB
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Network meta-analysis - UPDRS 3 (motor) — short — RE model

Treatment MD 959%.-Cl

Flacebo 000

DA — 297 [163;4.31]

MACE — 240 [1.97. 4.83]

Levodopa = 490 [3.00; 6.80]
| | | | | | |

Differences between treatments — mean and 95% confidence interval

Treatment B Placebo MAOB Dopamine agonists Levodopa

Placebo N/A

Dopamine agonists 297 N/A
(1.63, 4.31)

MAOB 3.40 0.43 N/A
(1.97, 4.83) (-1.34, 2.20)

Levodopa 4.90 1.93 1.50 N/A
(3.00, 6.80) (0.07, 3.79) (-0.23, 3.23)

Quantifying heterogeneity/inconsistency:
tau*2 = 1.0095; 12 = 55.2%

Test of heterogeneity/inconsistency:

Q d.f. p.value

156 7 0.0289
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Network graph:

Levodopa

MAOE

Placebo
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Network meta-analysis - UPDRS 3 (motor) — medium — RE model

Treatment MD 95%-ClI
Flacebo .00
MAOE — T 190 [2.35 6.15]
DA —. 362 [1.75 550]
Levodopa (low) — & 3.85 [083; 6.83]
Levodopa (high) — e 725 [4.79 971]
Levodopa (ER) —— 923 [560; 12 85]
| | | |
-5 0 5 10 15

Differences between treatments — mean and 95% confidence interval

Placebo N/A
MAOB 1.90 N/A
(-2.35, 6.15)
Dopamine agonists  3.62 1.72 N/A
(1.75, 5.50) (-2.92, 6.37)
Levodopa (low) 3.85 1.95 0.23 N/A
(0.83, 6.88) (-3.26, 7.17) (-2.99, 3.45)
Levodopa (high) 7.25 5.35 3.63 3.40 N/A
(4.79, 9.71) (0.44, 10.26) (1.38, 5.88) (0.40, 6.40)
Levodopa (ER) 9.23 7.33 5.60 5.37 1.98 N/A
(5.60, 12.85) (1.74, 12.91) (1.52, 9.68) (0.65, 10.10) (-2.41, 6.36)

Quantifying heterogeneity/inconsistency:
taur2 =1.7971; 1"2 =67.0%

Test of heterogeneity/inconsistency:
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Q d.f. p.value
9.09 3 0.0282

Network graph:

Levodopa (ER)

Levodopa (high)

DA

Levodopa (low)

MAOE

Placebo
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Network meta-analysis - UPDRS (total) — short — FE model

Treatment MD 95%.-Cl
DA —— 475 [2.71, 6.80]
MAOB — 402 [227.577]
Flaceho 000

Differences between treatments — mean and 95% confidence interval

Treatment B Placebo MAOB Dopamine agonists
Placebo N/A
MAOB 4.02 (2.27,5.77) N/A
Dopamine agonists 4.75(2.71, 6.80) 0.74 N/A
(-1.96, 3.43)

Quantifying heterogeneity/inconsistency:
taur2 =0.0732; 12 =1.8%

Test of heterogeneity/inconsistency:

Q d.f. p.value

3.06 3 0.383
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Network graph:

DA

MAOB

Placebo
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Network meta-analysis - UPDRS (total) — medium — FE model

Treatment MD 95%-Cl

Placebo 0.00

MADE . B 307 [237 378]

OA —a— 464 [307 627

Levodopa (low) —_— H34 [284 784
]

Levodopa (high) ———  8EB0 [B0§ 1112

1 T 1 1T 1
o 2z 4 &6 8 10 12

Differences between treatments — mean and 95% confidence interval

Placebo N/A
MAOB 3.07 N/A
(2.37, 3.78)
Dopamine agonists 4.64 1.57 N/A
(3.07, 6.22) (-0.15, 3.29)
Levodopa (low) 5.34 2.26 0.69 N/A
(2.84, 7.84) (-0.33, 4.86) (-2.04, 3.43)
Levodopa (high) 8.60 5.53 3.96 3.26 N/A
(6.08, 11.12) (2.91, 8.14) (1.39, 6.53) (0.92, 5.51)

Quantifying heterogeneity/inconsistency:
tau*2 <0.0001; 1"2 = 0%

Test of heterogeneity/inconsistency:

Q d.f. p.value

038 2 0.8283
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Network graph:

Levodopa (high)

Levodopa (low)

MAOB

Flacebo
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Network meta-analysis - Epworth sleep scale — RE model

Treatment MD 959%.-Cl

FPlacebo 0.00

hWADE ' 042 [-1.18;, 2.03]

CA —_— 150 [2.34; -065]
| T T T T |

Differences between treatments — mean and 95% confidence interval

Treatment B Placebo MAOB Dopamine agonists
Placebo N/A
MAOB 0.42 N/A
(-1.18, 2.03)
Dopamine agonists -1.50 -1.92 N/A
(-2.34, -0.65) (-2.64, -1.20)

Quantifying heterogeneity/inconsistency:
taur2 = 0.3508; 12 = 94.4%

Test of heterogeneity/inconsistency:

Q d.f. p.value

17.81 1 <0.0001
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Network graph:

DA
{

MAOB

Flacebo
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E.2.2 Adjuvant treatment of motor symptoms
Efficacy outcomes by drug classes — Pairwise meta-analyses

Dopamine agonists vs. placebo

Off time Not serious Serious? Serious?® Not serious MD -1.42
[-1.83, -1.01]

UPDRS Il (ADL) 14b Not serious Serious? Serious?® Not serious’ MD -1.72 Low
[-2.16, -1.27]

UPDRS Ill (motor)  15¢ Not serious Serious? Serious?® Serious® MD -4.09 Very low
[-5.25, -2.92]

PDQ-39 24 Serious’ Serious? Serious?® Serious® MD -1.88 Very Low
[-5.40, 1.64]

PDQUALIF 1e Serious’ N/A Serious?® Serious* MD -3.22 Very Low
[-6.86, 0.42]

a Stowe Cochrane review 2010 (n=15: Interntl; Germany; Spain; UK; USA |; N America; Aust/Germ; CLEOPATRA; Denmark; Europe; US/Canada; EASE-PD;
France/Eng; UK/Israel; USA) Nicholas 2014; Nomoto 2014; Pahwa 2007; Poewe 2007

b Stowe Cochrane review 2010 (n=6: Spain; USA I; Aust/Germ; CLEOPATRA; Europe; H Kong/Taiw); Mizuno 2003; Mizuno 2007; Nicholas 2014; Nomoto
2014; Pahwa 2007; Poewe 2007; PSG 2007; Watts 2010

¢ Stowe Cochrane review 2010 (n=7: Spain; USA I; Aust/Germ; CLEOPATRA; Europe; H Kong/Taiw; EASE-PD); Mizuno 2003; Mizuno 2007; Nicholas 2014;
Nomoto 2014; Pahwa 2007; Poewe 2007; PSG 2007; Watts 2010

d Poewe 2007; Watts 2010

e PSG 2007

'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i? >40%); 3Population not as defined in protocol; “Non-significant result; 5CI
cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006); 6Cl cross MID of 1.6 points (Peto et al., 2001); ’Cl do not cross MID of 3
points (Schrag et al., 2006)
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COMTIs versus placebo

Off time Not serious Not serious Serious?® Not serious MD -0.81 Moderate
[-1.01, -0.60]

UPDRS Il (ADL) 120 Not serious Not serious Serious?® Not serious® MD -0.99 Moderate
[-1.35, -0.63]

UPDRS Il (motor) 13¢ Not serious Not serious Serious?® Not serious® MD -2.11 Moderate
[-2.74, -1.47]

PDQ-39 1d Not serious N/A Serious?® Serious* MD 6.90 Low
[-4.05, 17.85]

a Stowe Cochrane review 2010 (n=12: Celomen; ComQol; INT-01; LARGO; Nomecomt; Sth Korea; UK/Irish; China; Europe; TFSG I; TFSG 3; TIPS |); Fenelon
2003

b Stowe Cochrane review 2010 (n=10: Celomen; ComQol; INT-02; Nomecomt; Sth Korea; UK/Irish; TFSG 3; TIPS I; TIPS II; US/Canada); Fenelon 2003;
Tolosa 2014

¢ Stowe Cochrane review 2010 (n=12: Celomen; ComQol; Interntl; LARGO; Nomecomt; Sth Korea; UK/Irish; Europe; TFSG 3; TIPS I; TIPS Il; US/Canada);
Tolosa 2014

d Tolosa 2014

Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i* >40%); *Population not as defined in protocol; “Cl cross MID of 1.6 points
(Peto et al., 2001); °Cl do not cross MID of 3 points (Schrag et al., 2006); 6Cl do not cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al.,
2006)

MAOBIs versus placebo

Off time Not serious Not serious Serious’ Not serious MD -0.98 Moderate
[-1.22, -0.74]

UPDRS Il (ADL) ke Not serious Not serious Serious' Not serious? MD -1.85 Moderate
[-2.62, -1.08]

UPDRS Il (motor) 2°¢ Not serious N/A Serious' Not serious® MD -2.29 Moderate
[-3.05, -1.54]
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a Stowe Cochrane review 2010 (n=3: LARGO; PRESTO; USA); Zhang 2013

b Zhang 2013
¢ Stowe 2010 (n=1: LARGO); Zhang 2013

"Population not as defined in protocol; 2Cl do not cross MID of 3 points (Schrag et al., 2006); 3Cl do not cross MID: between 3.25 (Horvath et al., 2015) and 5

points (Schrag et al., 2006)

Dopamine agonists versus COMTIs

UPDRS Il (ADL) 22 Serious'
UPDRS Il (motor) 22 Serious'
Off time 22 Serious’
PDQ-39 1 Serious'

a Deane 2004 (n=1); Deuschl 2007
b Deuschl 2007

Not serious

Not serious

Not serious

N/A

Serious?

Serious?

Serious?

Serious?

Not serious*

Not serious®

Serious®

Serious®

MD 0.40

[-0.48, 1.27]

MD -0.10 Low
[-2.06, 1.86]

MD -0.11 Very Low
[-0.83, 0.60]

MD -2.90 Very low
[-6.38, 0.58]

'Individual study(ies) at risk of bias; 2Population not as defined in protocol; *Non-significant result; “Cl do not cross MID of 3 points (Schrag et al., 2006); °Cl do
not cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006); 6Cl cross MID of 1.6 points (Peto et al., 2001)

Amantadine versus placebo

Hyperkinesia Not serious
(CDRS)

Dystonia (CDRS) 12 Not serious
UPDRS Il 12 Not serious

N/A

N/A

Serious®

Serious®

Serious®
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Serious?*

Serious®

MD -6.20
[-14.37, 1.97]
MD -0.40 Low
[-4.06, 3.26]
MD -1.70 Low
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[-9.05, 5.65]

UPDRS I 1a Not serious N/A Serious® Serious® MD -2.40 Low
[-9.39, 4.59]

a da Silvia-Junior 2005

"Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i? >40%); 3Population not as defined in protocol; 4Non-significant result; 5CI
cross MID of 3 points (Schrag et al., 2006); 6CI cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

Safety outcomes by individual drugs — Pairwise meta-analyses

Ropinirole versus placebo

Dyskinesia Serious' Serious? Serious® Serious* RR 2.36 Very Low
[0.77, 7.22]

Hallucinations 82 Not serious Not serious Serious® Not serious RR 5.97 Moderate
[2.23, 16.02]

Mortality 3¢ Not serious Not serious Serious?® Serious* RR 0.29 Low
[0.03, 2.77]

Any AEs 7 Serious' Not serious Serious?® Not serious RR 1.15 Low
[1.08, 1.23]

SAEs o Serious' Not serious Serious?® Serious* RR 0.94 Very Low
[0.56, 1.57]

AE discontinuation 7f Not serious Not serious Serious?® Serious* RR 1.11 Low
[0.80, 1.53]

Psychosis 19 Not serious N/A Serious?® Serious* MD 0.30 Low

(Parkinson’s [-0.20, 0.80]

Psychosis Rating

Scale)

a Stowe Cochrane review 2010 (n=3: EASE-PD; France/Eng; USA); Lieberman 1997; Mizuno 2010; Mizuno 2014; Watts 2010
b Stowe Cochrane review 2010 (n=1: EASE-PD); Mizuno 2010; Mizuno 2014
¢ Stowe Cochrane review 2010 (n=3: EASE-PD; France/Eng; UK/Israel)
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d Stowe Cochrane review 2010 (n=3: EASE-PD; France/Eng; UK/Israel); Mizuno 2010; Mizuno 2014; Pahwa 2007; Watts 2010
e Mizuno 2010; Mizuno 2014; Watts 2010

f Stowe Cochrane review 2010 (n=4: EASE-PD; France/Eng; UK/Israel; USA)); Mizuno 2010; Mizuno 2014; Watts 2010

g Watts 2010

"Individual study(ies) at risk of bias; 2Considerable between study heterogeneity; *Population not as defined in protocol; “Non-significant result

Rotigotine versus placebo

Dyskinesia Not serious Not serious Serious® Not serious RR 3.06 Moderate
[1.95, 4.81]

Hallucinations 52 Not serious Not serious Serious® Not serious RR 3.89 Moderate
[1.82, 8.30]

Any AEs 4b Not serious Serious? Serious® Serious* RR 1.09 Low
[0.99, 1.20]

SAEs 3¢ Not serious Not serious Serious?® Serious* RR 0.61 Low
[0.31, 1.19]

AE discontinuation 52 Serious’ Not serious Serious?® Serious* RR 0.87 Very Low
[0.63, 1.21]

Mortality 1d Not serious N/A Serious?® Serious* RR 1.34 Low
[0.06, 27.69]

Impulse Control 1 Not serious N/A Serious?® Serious* RR 2.93 Low

Disorder [0.16, 52.61]

a Lewitt 2007; Mizuno 2014; Nicholas 2014; Nomoto 2014; Poewe 2007

b Mizuno 2014; Nicholas 2014; Nomoto 2014; Poewe 2007

¢ Mizuno 2014; Nicholas 2014; Nomoto 2014

d Nicholas 2014

'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i >40%); 3Population not as defined in protocol; “Non-significant result
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Pramipexole versus placebo

Dyskinesia

Hallucinations gb
Any AEs 8¢
SAEs 3¢

AE discontinuation 8¢

Not serious

Not serious

Not serious

Serious'

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Serious®

Serious®

Serious®

Serious®

Serious®

Not serious

Not serious

Not serious

Serious?*

Serious?

RR 1.92
[1.61, 2.29]
RR 2.86
[1.99, 4.09]
RR 1.08
[1.01, 1.14]
1.49
[0.64, 3.44]
RR 0.86
[0.66, 1.12]

Moderate
Moderate
Moderate
Very Low

Low

a Stowe Cochrane review 2010 (n=6: Aust/Germ; CLEOPATRA; Denmark; Europe; Interntl; US/Canada); Mizuno 2003; Poewe 2007; PSG 2007; Schapira

2011

b Stowe Cochrane review 2010 (n=5: Aust/Germ; CLEOPATRA; Europe; Interntl; US/Canada); Mizuno 2003; Poewe 2007; PSG 2007; Schapira 2011
¢ Stowe Cochrane review 2010 (n=5: Aust/Germ; CLEOPATRA; Denmark; Interntl; US/Canada); Mizuno 2003; Poewe 2007; Schapira 2011

d Mizuno 2003; PSG 2007; Schapira 2011
TIndividual study(ies) at risk of bias; 2Considerable between study heterogeneity (i# >40%); *Population not as defined in protocol; “Non-significant result

Cabergoline versus placebo

Dyskinesia

Hallucinations 32
Mortality 1b
Any AEs 32

AE discontinuation 32

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

N/A

Not serious

Serious?

Serious®

Serious®

Serious®

Serious®

Serious®
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Not serious

Serious?*

Serious?*

Not serious

Serious?*

RR 1.29
[1.01, 1.64]
RR 2.18
[0.74, 6.46]
RR 0.33
[0.01, 7.72]
RR 1.17
[1.03, 1.34]
RR 1.25

Moderate
Low
Low
Moderate

Very Low
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[0.48, 3.22]

a Stowe Cochrane review 2010 (n=3: Spain; USA I; USA 2)
b Stowe Cochrane review 2010 (n=1: Spain)

'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i >40%); 3Population not as defined in protocol; “Non-significant result

Bromocriptine versus placebo

Dyskinesia Not serious Not serious Serious?® Not serious RR 1.82 Moderate
[1.20, 2.76]

Hallucinations & Not serious Serious? Serious?® Serious* RR 1.93 Low
[0.49, 7.56]

Any AEs 32 Not serious Not serious Serious® Not serious RR 1.17 Moderate
[1.03, 1.34]

AE discontinuation 5b Not serious Not serious Serious?® Serious* RR 1.02 Low
[0.71, 1.47]

a Stowe Cochrane review 2010 (n=2: Interntl; Japan); Mizuno 2003
b Stowe Cochrane review 2010 (n=4: Interntl; Japan; Rotterdam; South Africa); Mizuno 2003

TIndividual study(ies) at risk of bias; 2Considerable between study heterogeneity (i? >40%); *Population not as defined in protocol; “Non-significant result

Pergolide versus placebo

Dyskinesia 12 Not serious Serious® Not serious RR 2.54 Moderate
[1.93, 3.34]

Hallucinations 12 Not serious N/A Serious?® Not serious RR 4.29 Moderate
[1.81, 10.18]

Mortality 1 Not serious N/A Serious?® Serious* RR 0.49 Low
[0.05, 5.41]

AE discontinuation 12 Not serious N/A Serious® Serious* RR 2.23 Low
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0.99, 4.99]

a Stowe Cochrane review (n=1: N America)
'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i* >40%); *Population not as defined in protocol; “Non-significant result

Entacapone versus placebo

Dyskinesia Not serious Not serious Serious?® Not serious RR 2.01 Moderate
[1.67, 2.42]

Hallucinations 8P Not serious Serious? Serious® Serious* RR 0.43 Very Low
[0.03, 6.84]

Mortality e Not serious N/A Serious® Serious* RR 0.40 Low
[0.09, 1.79]

Any AEs 104 Serious1 Serious? Serious® Not serious RR 1.39 Very Low
[1.07, 1.81]

SAEs o Not serious Not serious Serious® Serious* RR 0.91 Low
[0.39, 2.12]

AE discontinuation 12f Not serious Not serious Serious?® Not serious RR 1.51 Moderate
[1.17, 1.95]

a Stowe Cochrane review 2010 (n=10: Celomen; ComQol; Filomen; INT-02; Japan; LARGO; Nomecomt; Seesaw; Sth Korea; UK/Irish); Fenelon 2003

b Stowe Cochrane review 2010 (n=7: Celomen; INT-02; LARGO; Nomecomt; Seesaw; Sth Korea; UK/Irish); Fenelon 2003

¢ Stowe Cochrane review 2010 (n=1: Filomen)

d Stowe Cochrane review 2010 (n=7: Celomen; ComQol; INT-02; Japan; LARGO; Seesaw; UK/Irish;); Fenelon 2003; Destee 2009; Tolosa 2014

e Fenelon 2003; Destee 2009; Tolosa 2014

f Stowe Cochrane review 2010 (n=9: Celomen; ComQol; Filomen; INT-02; Interntl; Japan; LARGO; Nomecomt; Seesaw); Fenelon 2003; Destee 2009; Tolosa
2014

'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i >40%); 3Population not as defined in protocol; “Non-significant result
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Tolcapone versus placebo

Dyskinesia
Hallucinations 4b
Any AEs 4b

AE discontinuation 5¢

a Stowe Cochrane review 2010 (n=6: China; Europe; TFSG 3; TIPS |; TIPS Il; US/Canada)
b Stowe Cochrane review 2010 (n=4: TFSG 3; TIPS |; TIPS II; US/Canada)

Not serious

Not serious

Not serious

Not serious

Not serious

Serious?

Not serious

Serious?

Serious®

Serious®

Serious®

Serious®

¢ Stowe Cochrane review 2010 (n=5: Europe; TFSG 3; TIPS I; TIPS Il; US/Canada)
TIndividual study(ies) at risk of bias; 2Considerable between study heterogeneity (i? >40%); *Population not as defined in protocol; “Non-significant result

Rasagiline versus placebo

Not serious

Not serious

Not serious

Serious?*

RR 2.58
[1.93, 3.44]
RR 2.50
[1.23, 5.06]
RR 1.22
[1.10, 1.34]
RR 1.47
[0.88, 2.46]

Moderate
Low
Moderate

Very Low

Dyskinesia

Hallucinations 11
Any AEs 3¢
SAEs 1@

AE discontinuation 22

a Stowe Cochrane review 2010 (n=1:
b Stowe Cochrane review 2010 (n=1:
¢ Stowe Cochrane review 2010 (n=2: LARGO; PRESTO); Zhang 2013

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

N/A

Not serious

N/A

Not serious

LARGO); Zhang 2013

LARGO)

Serious?®

Serious®

Serious®

Serious®

Serious®
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Serious?*

Serious?*

Serious?*

Serious?*

Serious?*

RR 1.19
[0.53, 2.65]
RR 1.65
[0.40, 6.83]
RR 1.06
[0.93, 1.22]
RR 1.05
[0.07, 16.60]
RR 0.59
[0.28, 1.28]

Low

Low

Low

Low



Parkinson’s disease
GRADE Profiles

d Zhang 2013
"Individual study(ies) at risk of bias; 2Considerable between study heterogeneity; *Population not as defined in protocol; “Non-significant result

Selegiline versus placebo

Dyskinesia Serious' Serious? Serious?® Serious* RR 0.86 Very Low
[0.44, 1.69]

Hallucinations ik Not serious N/A Serious?® Serious* RR 2.76 Low
[0.30, 25.60]

Any AEs 32 Serious’ Not serious Serious® Serious* RR 1.08 Very Low
[0.88, 1.33]

SAEs e Serious' N/A Serious® Serious* RR 4.00 Very Low
[0.51, 31.10]

AE discontinuation 32 Serious’ Serious? Serious?® Serious* RR 1.72 Very Low
[0.14, 20.91]

a Stowe Cochrane review 2010 (n=2: Norw/Fin; USA); Ondo 2007
b Stowe Cochrane review 2010 (n=1: USA)
¢ Ondo 2007

TIndividual study(ies) at risk of bias; 2Considerable between study heterogeneity (i? >40%); *Population not as defined in protocol; “Non-significant result

Amantadine versus placebo

Hyperkinesia Not serious Serious?® Serious* MD -6.20

(CDRS) [-14.37, 1.97]

Dystonia (CDRS) 1 Not serious N/A Serious?® Serious* MD -0.40 Low
-4.06, 3.26]
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UPDRS I Not serious Serious® Serious® MD -1.70
-9.05, 5.65]

UPDRS I 12 Not serious N/A Serious?® Serious® MD -2.40 Low
[-9.39, 4.59]

a da Silvia-Junior 2005

'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i? >40%); 3Population not as defined in protocol; “Non-significant result; 5Cl
cross MID of 3 points (Schrag et al., 2006); Cl cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

Ropinirole versus Rotigotine

Dyskinesia Not serious Serious® Serious* RR 0.86
[0.51, 1.43]

Hallucinations 12 Not serious N/A Serious® Serious* RR 2.01 Low
[0.51, 7.91]

Any AEs 12 Not serious N/A Serious?® Not serious RR 0.88 Moderate
[0.80, 0.97]

SAEs e Not serious N/A Serious?® Serious* RR 0.72 Low
[0.23, 2.22]

AE discontinuation 12 Not serious N/A Serious?® Serious* RR 1.01 Low
[0.48, 2.10]

a Mizuno 2014
"Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i* >40%); *Population not as defined in protocol; “Non-significant result

Ropinirole versus Bromocriptine

Dyskinesia Serious' Not serious Serious?® Serious* RR 1.44 Very Low
[0.66, 3.16]V
Hallucinations 22 Serious' Not serious Serious?® Serious* RR 0.76 Very Low
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a Clarke Cochrane review 2001b (n=2)
'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i* >40%); *Population not as defined in protocol; “Non-significant result

Dyskinesia

Hallucinations 1b
Any AEs 1
SAEs 1

AE discontinuation 10

a Stowe Cochrane review 2010 (n=1:

b Mizuno 2003

Pramipexole versus Bromocriptine

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

N/A

N/A

N/A

N/A

Interntl); Mizuno 2003

Serious®

Serious®

Serious®

Serious®

Serious®

Not serious

Serious?

Serious?*

Serious?*

Serious?*

[0.27, 2.15]

RR 2.33
[1.14, 4.74]
RR 0.90
[0.46, 1.75]
RR 0.94
[0.85, 1.04]
RR 7.14
[0.37, 136.43]
RR 0.69
[0.29, 1.61]

Moderate

Low

Low

Low

Low

TIndividual study(ies) at risk of bias; 2Considerable between study heterogeneity (i? >40%); *Population not as defined in protocol; “Non-significant result

Dyskinesia
Hallucinations 12
Any AEs 12

Rotigotine versus Pramipexole

Not serious

Not serious

Not serious

N/A

N/A

Serious®

Serious®

Serious®
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Serious?*

Serious?*

Serious?*

RR 0.76
[0.46, 1.25]
RR 0.70
[0.32, 1.55]
RR 1.00
[0.88, 1.14]

Low

Low
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AE discontinuation Not serious Serious?® Serious? RR 0.77
[0.36, 1.66]

a Poewe 2007
'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i >40%); 3Population not as defined in protocol; “Non-significant result

Pramipexole versus Pergolide

Any AEs Serious' Serious?® Serious* RR 0.80 Very Low
[0.52, 1.24]

AE discontinuation ik Serious’ N/A Serious® Serious* RR 1.30 Very Low
[0.24, 6.96]

a Rektorova 2003
TIndividual study(ies) at risk of bias; 2Considerable between study heterogeneity (i# >40%); *Population not as defined in protocol; “Non-significant result

Cabergoline versus Bromocriptine

Dyskinesia Not serious Not serious Serious?® Not serious RR 1.49 Moderate
[1.04, 2.13]

Hallucinations 52 Not serious Not serious Serious?® Serious* RR 1.31 Low
[0.89, 1.94]

a Clarke Cochrane review 2001a (n=5)
"Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i* >40%); *Population not as defined in protocol; “Non-significant result

Cabergoline versus Entacapone

Hallucinations Serious' Serious?® Serious* RR 1.04 Very Low
[0.22, 4.99]
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Any AEs Serious' Serious?® Serious* RR 0.99 Very Low
[0.74, 1.32]

SAEs 12 Serious’ N/A Serious?® Serious* RR 0.52 Very Low
[0.13, 2.00]

AE discontinuation ik Serious' N/A Serious?® Serious* RR 1.63 Very Low
[0.67, 4.00]

a Deuschl 2007
'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i >40%); 3Population not as defined in protocol; “Non-significant result

Bromocriptine versus Tolcapone

Dyskinesia Serious' Serious® Serious* RR 0.74 Very Low
[0.51, 1.06]

Hallucinations 18 Serious' N/A Serious?® Serious* RR 6.81 Very Low
[0.86, 53.98]

a Dean Cochrane review 2004 (n=1)
TIndividual study(ies) at risk of bias; 2Considerable between study heterogeneity (i# >40%); *Population not as defined in protocol; “Non-significant result

Pergolide versus Tolcapone

Dyskinesia Serious’ Serious® Not serious RR 0.51
[0.34, 0.78]

AE discontinuation 12 Serious’ N/A Serious?® Not serious RR 2.97 Low
[1.12, 7.87]

a Dean Cochrane review 2004 (n=1)
'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i >40%); 3Population not as defined in protocol; “Non-significant result
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Entacapone versus Tolcapone

Dyskinesia Not serious Serious?® Serious* RR 0.96
[0.59, 1.56]

Hallucinations 12 Not serious N/A Serious® Serious* RR 7.00 Low
[0.37, 133.22]

Any AEs 1 Not serious N/A Serious?® Serious* RR 0.93 Low
[0.70, 1.24]

SAEs 12 Not serious N/A Serious® Serious* RR 0.17 Low
[0.02, 1.35]

AE discontinuation 12 Not serious N/A Serious?® Serious* RR 3.00 Low
[0.12, 72.49]

a ESS 2007

TIndividual study(ies) at risk of bias; 2Considerable between study heterogeneity (i? >40%); 3Population not as defined in protocol; “Non-significant result
Network meta-analyses

OFF time (hours)

35 Not serious’ Not serious Serious? Not serious Moderate
DAs vs. placebo n=19

COMTIs vs. placebo n=13

MAOBIs vs. placebo n=3

"Individual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias
2Considered serious as population is not as defined in protocol
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Parkinson’s disease
GRADE Profiles

UPDRS Il (ADL)

Change in UPDRS Il score

30 Not serious’ Serious? Serious?® Not serious Low
DA vs. placebo n=14

COMTIs vs. placebo n=12

Amantadine vs. placebo n=3

DA vs. COMTIs n=3

"Individual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias
2Considerable between study heterogeneity (12>40%)

3Considered serious as population is not as defined in protocol

UPDRS Il (motor)

Qualityassessment
‘NumberofRCTs ~ Riskofbias  Inconsistency ~Indirectness  Imprecision
Change in UPDRS IIl score
34 Not serious’ Serious? Serious?® Not serious Low
DAs vs. placebo n=15
COMTIs vs. placebo n=13
MAOBIs vs. placebo n=2
Amantadine vs. placebo n=1
DAs vs. COMTIs n=3
TIndividual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias
2Considerable between study heterogeneity (12>40%)
3Considered serious as population is not as defined in protocol

PDQ-39

Change in PDQ-39 score
4 Serious' Serious? Serious?® Not serious Very Low



Parkinson’s disease
GRADE Profiles

DA vs. placebo n=2

COMTIs vs. placebo n=1

DAs vs. COMTIs n=1

"Individual studies at risk of bias

2Considerable between study heterogeneity (1>>40%)
3Considered serious as population is not as defined in protocol

Dyskinesia
Dyskinesia
65 Not serious’ Not serious Serious? Not serious Moderate

DAs vs. placebo=29

COMTIs vs. placebo n=17

MAOBIs vs. placebo n=5

DAs vs. DAs n=11

DAs vs. COMTIs n=2

COMTI vs. COMTI n=1

'Individual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias
2Considered serious as population is not as defined in protocol

Hallucinations

Hallucinations

51 Not serious’ Not serious Serious? Not serious Moderate
DA vs. placebo n=24

COMTIs vs. placebo n=12

MAOBIs vs. placebo =2

DA vs. DAn=10



Parkinson’s disease
GRADE Profiles

DA vs. COMT n=2

COMT vs. COMT n=1

"Individual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias
2Considered serious as population is not as defined in protocol

Mortality
Mortality
8 Not serious Not serious Serious' Not serious Moderate

DAs vs. placebo n=6
COMTls vs. placebo n=2

'Considered serious as population is not as defined in protocol

Serious adverse events (SAEs)

‘Qualityassessment
‘NumberofRCTs ~ Riskofbias  Inconsistency ~Indirectness Imprecision
SAEs
18 Not serious’ Not serious Serious? Not serious Moderate
DAs vs. placebo n=9
COMTIs vs. placebo n=3
MAOBIs vs. placebo n=2
DAs vs. DAs n=2
COMTIs vs. COMTIs n=1
DA vs. COMTI n=1
"Individual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias
2Considered serious as population is not as defined in protocol




Parkinson’s disease
GRADE Profiles

Any adverse events

51 Not serious’ Not serious Serious? Not serious Moderate
DAs vs. placebo n=25

COMTIs vs. placebo n=14

MAOBIs vs. placebo n=6

DAs vs. DAs n=4

DA vs. COMTI n=1

COMTI vs. COMTI n=1

"Individual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias
2Considered serious as population is not as defined in protocol

Adverse event discontinuations

AE discontinuations

58 Not serious’ Not serious Serious? Not serious Moderate
DAs vs. placebo n=29

COMTIs vs. placebo n=17

MAOBIs vs. placebo n=5

DAs vs. DAs n=4

DAs vs. COMTIs n=2

COMTI vs. COMTI n=1

TIndividual studies at risk of bias, but overall risk of bias rated low due to consistency of effect between studies at high and low risk of bias

2Considered serious as population is not as defined in protocol

75



Error! No text of specified style in document.

Pairwise meta-analyses
Dopamine agonists vs. Placebo

Off time

Dopamine agonists Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Rand, 95% C1 ¥, Rand 95% Cl
‘Cochrane 2010 -1.64 3687125944 1438 0 368712544 1163 34.0% -1.54[1.82 -1.26] —a—
Michalas 2014 -2z 21927 97 -1.5 31 105 208% -0.62 [-1.25,0.01] e —
Momoto 2014 =21 31 a4 -07 2.8 g6 10.3% -1.40[2.51,-0.29]
Fahwa 2007 =21 4.5368 201 -0.3 44109 190 141% -1.80[2.69,-0.91] e —
Foewe 2007 -1.75496 2.8651 401 o 28559 100 209% -1.76[-2.39,-1.13] e
Total (95% Cly 249, 1614 100.0% -1.42[-1.83,-1.01] e
Heterogeneity: Tau®= 011, ChiF=8.55, df=4 (P =0.07), F= 53% 1 1

‘
-2 B 0 1

Testfor overall effect: 2= 6.75 (P < 0.00001) Favours dopamine agonists Favours placebo

UPDRS I

2

Dopamine agonists Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Rand 95% Cl Y, Randl 95% Cl
‘Cochrane 2010 -2.05 430785441 a74 0 430785441 440 17.4% -205[-2.58,-1.52] -
Mizuno 2003 -36118 3.8804 06 -203 335 107 128% -1.88[2.41,-0.79)
Mizuno 2007 -27 4 121 -1 32 120 M7%  -1.70[2.61,-0.79]
Michalas 2014 -1.8742 4.3466 382 -08 37 108 12.8% -1.07 [-1.90,-0.29] e —
Maormoto 2014 -38 36 82 -6 26 86 11.2% -220[3.15,-1.29) e —
Pahwa 2007 -18 54739 187 -08 5358 184  97% -260[3.68,-151) @ ———
Poewe 2007 -4.3885 4.4504 405 -2 43 101 11.3% -240[-3.34,-1.45] e —
PSG 2007 -3.35 4.36 109 -277 .21 35 4.3% -0.58 [-2.49,1.33]
Watts 2010 -1.8 3.8 82 1.2 3.8 g3 8.8% -0.30 [-1.47,0.87] e
Total {95% Cly 2168 1261 100.0% -1.72[-2.16, -1.27] -
Heterogeneity: Tau®= 0.22; ChF=16.21, df= & (P = 0.04); F= 51%

4 2 0 2

Testfor averall efiect. Z=7.61 (F < 0.00001) Favours dopamine agonists  Favours placebo
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UPDRS Il

Dopamine agonists Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Rand 95% CI IV, Rand 95% CI
‘Cochrane 2010 -4.86 9.8842617 ira 0 98842617 629 16.0% -4.86[5.90,-3.82] —
Mizuno 2003 -10.8564 101089 2086 -5.85 g.08 107 11.7%  -5.31 [7.37,-3.24] e
Mizuno 2007 -9.5 8.7 121 -4.5 78 120 11.45%  -5.00[-7.10,-2.80]
Micholas 2014 -4.3087 T.8591 g3 25 8.2 105 13.0% -1.81[3.596,-0.06] —
Momata 2014 -10.41 ] 86 -44 74 86 101% -570[816,-324 ——————
Pahwa 2007 -65 126052 1894 17 123779 183 9.9% -4.80[7.32,-2.28] e —
Poewe 2007 -5.4941 83474 405 -4.3 93 101 120% -519[7.18,-3.21] —_—
PG 2007 -6.92 9.3 108 -377 1066 35 58% -315[7.09,079] S
Watts 2010 -3.7 9.3 83 -3 T g1 9.9% -0.20 272, 2.32)] S
Total {95% CI) 2371 1447 100.0% -4.00 [-5.25, -2.02] e
Heterogeneity: Tauf=1.92; Chi®= 22.83, df= 8 (P = 0.003); F= 65% t {

Test for averall effect Z= 6.88 (P = 0.00001)

PDQ-39

Dopamine agonists Placebo Mean Difference

\ \
4 20 2 4
Favours dopamine agonists  Favours placeba

Mean Difference

Study or Subgroup Mean 5D  Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% CI

Foewe 2007 -4.8985 9.6467 405  -1.3 94 101 52.3% -3B0[566,-154] — @ ——

VWatts 2010 -24 T2 66 -24 7.3 59 47 T% 0.00 [-2.55, 2.55]

Total {35% Cly 471 160 100.0%  -1.88[-5.40, 1.64]

Heterngeneity: Tau®= 6.08; Chi*= 4.64, df=1 (P = 0.03); F= 78% 14 12 p é jt

Testfor overall effect £2=1.05 (F=0.30)

PDQUALIF

Favours doparmine agonists  Fawours placeho

Dopamine agonists Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
PSG 2007 -541 1175 108 -219 874 35 100.0% -3.22[-6.86, 042 B
Total (95% Cly 109 35 100.0% -3.22[-6.86,0.42] ——
Heterogeneity: Mot applicable '—10 _|5 b é 10

Testfor overall effect Z=1.73 (P =10.08)

Favours dopamine agonists  Favours placeho
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COMTIs vs. Placebo
Off time

COMTIs Placebo Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl

‘Cachrane 2010 -0.83 2418058817 1138 0 241805517 922 854% -0.83[-1.04,-0.62]

Fenelon 2003 -0.8633 2.903 949 -0.53666 313167 63 4.6% -0.33[1.29 064]

Total (95% CI) 1237 985 100.0% -0.81[-1.01,-0.60] L

Heterogeneity: Chi®= 1.00, df= 1 (P=0.32); F= 0% '1 -DIS p DIS 1'

Test for overall effect 2= 7.71 (P = 0.00001} Fawours COMTIS Favou.rs placebo
COMTIs Placeho Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

‘Cachrane 2010 -0.91 395430496 944 0 395430496 697 865% -0.91[1.30,-052)]

Fenelon 2003 -1.6 65133 198 -0.35 44573 126 91% -1.25[2.45-0.09]

Tolosa 2014 9.1 3.6 3\ 1.2 42 42 45% -210[3.80,-0.40]

Total (95% CI) 1181 865 100.0% -0.99[-1.35,-0.63] L 2

Heterogeneity: Chi#=1.98, df= 2 (P = 0.37); F= 0% 54 52 B é

Testfor overall effect: £=5.41 (P = 0.00001) Favours COMTIs Favours placeho
COMTIs Placeho Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fized, 95% CI IV, Fized, 95% CI

‘Cachrane 2010 -2.02 753757201 1134 0 783757201 922 945% -2.02[2.67,-1.37]

Tolosa 2014 138 6.4 39 17Aa .1 42 55% -3.60[6.33,-0.87]

Total {95% CI) 1174 964 100.0% -2.11[-2.74,-1.47] <@

Heterogeneity, Chi®=1.22, df=1{P=027);F=18%
Testfor overall effect: £=6.48 (P = 0.00001)

)
-4 -2 0 2 4
Favours COMTIs  Favours placeho
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PDQ-39

COMTIs Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fized, 95% CI
Talosa 2014 146.3 244 39 1394 254 42 100.0% B.90[-4.05 17.89]

Total (95% CI) 3o 42 100.0% 6.90 [-4.06, 17.85] — e ———
. . I | |
Heterogeneity: Mot appllcable I—QD —1'D b 1'D QD'

Testfor averall effect Z=1.23 (P =0.22) Favours COMTIE Favours placebo
MAOBIs vs. Placebo
Off time
MaOBIs Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl I, Fixed, 95% CI
'‘Cochrane 2010 -0.893 239190804 465 0 239190904 423 589% -093[1.24 -0.62] ——
Zhang 2013 -1.748 15027 119 -0.891 18031 126 411% -1.06[1.43,-0.68] ——
Total {95% Cly 594 548 100.0% -0.98[-1.22, 0.74] L
Heterogeneity: Chi*= 026, df=1 (F =061 7= 0% _I D 1! 2:
Testfor overall effect: £=7 96 (F = 0.00001) Favours MAOEIS Favours placehn
MAOBIs Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight IV, Fixed, 95% CI I, Fized, 95% CI
Zhang 2013 -381 315 119 166 284 125 100.0% -1.85[-2.62,-1.08]
Total (95% CI) 119 125 100.0% -1.85[-2.62,-1.08] il
Heterogeneity: Mat applicable 5_4 52 D é 45
Testfor overall effect: Z=4.74 (P = 0.00001)

Favours MACQEIs Favours placebo
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UPDRS Il

MAOBIs Placebo Mean Difference Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fided, 95% Cl IV, Fixed, 95% CI

‘Cochrane 2010 -34 T4 237 -0A8 F38 0 MEB Z9A% -ZA0[4.28-1.51] —

Zhang 2013 -445 383 119 241 361 1258 FO5% -204 294 -1.14] ——

Total (95% CI) KLY | 343 100.0% -2.29[-3.05,-1.54] -

Heterogeneity: Chit=1.04, df=1{P=031); F= 4% I4 IQ D é f1

Testfor overall effect: Z=5.97 (P = 0.00001) Favours MAQEIs Favours placebo
Ropinirole — Placebo
Dyskinesia

Ropinirole Placebo Risk Ratio Risk Ratio

Study or Subgroup  Fvents Total Fvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

‘Cochrane 2010 A7 320 17 268 24 6% 330 [1.99, 5.48] ——

Lieberman 1987 3z 45 T a4 133% 280 [1.23,5.48] —

Mizuno 2007 14 1 20122 180% T.06 [1.64, 30.349] -

Mizuno 2014 23 167 1 a5 143% 11.71 [1.681, 853.21] -

Wigtts 2010 3104 18 104 200% 017 [0.04, 0.55] e

Total (95% CI) 807 633 100.0% 2.36[0.77, 7.22] el

Total events 139 15

?etnta;ngenem,rl:lT?ru fgf?;guhlpz—zusfgal di=4 (F =0.0001), F=84% 'D.El1 Elf1 1'D 1DD'

estfor overall effect Z=1.50 (F = 0.13) Favours ropinirale  Fawaurs placeho
Hallucinations
Ropinirole Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% Cl

‘Cachrane 2010 12 202 2191 437% 567 [1.29 2502] —

tizunao 2007 12 121 20122 423%  6.05[1.38 26.46)] —

tizunao 2014 B 167 a 85  14.0% B.65[0.38, 116.79] +

Total (95% CI 490 398 100.0% 5.97[2.23, 16.02] o

Total events a0 4

Heterogeneity: Chi#=0.01, df= 2 (P=0.89); F=0% D.hﬁ sz :'5 2'0

Testfor overall effect £=3.95 (P = 0.0004)

Favaurs ropinirale  Fawvours placebo
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Mortality

Ropinirole Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
‘Cochrane 2010 1 27 3 236 100.0% 0.29[0.03, 2.77]
Total (95% Cl) 271 236 100.0%  D.29[D.03, 2.77] — e ——
Total events 1 3
Heterogeneity: Mot applicable D'.DE D!1 1-0 SID

Test for overall effect: £=1.07 (F=0.28) Favours ropinirale Favours placebo

AE discontinuation

Ropinirole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% Cl
‘Cachrane 2010 37 366 26 280 46.3% 1.13[0.70,1.82] i
tizunao 2007 13 121 14 122 223% 0.94 [0.46, 1.91] ol
tizunao 2014 13 167 g 85 16.9% 0.83[0.36,1.92]
Watts 2010 15 105 9 104 144% 1.65[0.76, 3.60]
Total (95% CIy 750 601 100.0% 1.11 [0.80, 1.53] —eagi——
Total events 7a ar
Heterogeneity, Chi®=1.69, df= 3 (P=0.64); F=0% s 07 15 &

Testfor overall effect Z=063 (P=0.93) Favours rapinirale Favours placeho

Any AEs

Ropinirole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C|
‘Cachrane 2010 188 271 140 236 25.8% 1.15[1.01,1.21] —
tizunao 2007 102 121 a0 122 15.9% 1.281[1.11,1.49] e —
Mizuno 2014 130 167 59 85 15E6% 112095 1.32] N e E—
Pahwa 2007 129 202 106 191 21.7% 1.15[0.98, 1.36] N e —
Watts 2010 91 104 86 104 171% 1.06 [0.94,1.19] S e —
Total (95% CI) 865 738 100.0% 1.15[1.08, 1.23] -l
Total events 637 471
Heterogeneity: Chi*=4.28, dfi=4 (P=0.37);, F= 7% DI? 0 IBS 152 ] 5|

Test for overall effect Z= 415 (P = 0.0001) Favours ropinirole Favours placebo

81



Error! No text of specified style in document.

SAEs

Ropinirole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
tizunao 2007 B 12 30122 11.5% 2.02[0.42, 7.88]
Mizuno 2014 5 167 5 85 306% 0.42[013,1.358] =
Watts 2010 15 105 15 104 &7494% 0.99[0.451,1.92] j
Total (95% CIy 393 311 100.0%  0.94 [0.56, 1.57]
Total events 26 24
_I?etn:;ngenemtl:l CQ T§?4|:| g;:PQEPuzsﬂu.zz);l = 34% T s 1 : o
estfar overall effect 2= 10.25 (F = 0.80) Favaurs ropinirale  Fawvours placebo
Psychosis (PPRS)
Ropinirole Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Wiatts 2010 03 1.7 a3 0186 82 100.0% 0.30[0.20,0.80]
Total (95% Cly a3 82 100.0% 0.30[-0.20,0.80]
Heterogeneity: Mot applicable 5_2 51 ] 15 25
Testfor overall effect: Z=1.17 (F = 0.24) Favours ropinirole  Favours placehn
Rotigotine - Placebo
Dyskinesia
Rotigotine Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Levitt 2007 35 229 8 120 381% 2.29[1.10,4.78] — &
tizunao 2014 27 168 1 85 4.8% 1366 [1.89, 98832 —_—*
Michaolas 2014 34 408 3108 17.2% 3.01 [0.94, 9.63] e —
Mamoto 2014 12 ar 7 87 254% 1.71[0.71, 415] I L —
Poewe 2007 24 204 3101 146%  386[1.22,12.84]
Total (95% CI) 1094 501 100.0%  3.06[1.95, 4.81] i
Total events 132 22
Heterageneity: Chit= 4,63, df=4 (P=033), F=14% 0z 0's 1 ; 10

Test for overall effect £=4.35 (P < 0.00001)

Favaurs rotigatine  Favours placebo
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Hallucinations
Rotigotine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% Cl
Levitt 2007 23 229 301200 41.4%  4.02[1.2313.11] ——
tizunao 2014 3 168 0 85 T.O0% 356019 6818] +
Michalas 2014 10 406 1 108 166% 266 [0.34, 20.55]
Mamoto 2014 8 ar 2 87 21.0% 4.00[0.87, 18.30] I e —
Poewe 2007 10 204 1 101 141% 485064, 38.14] +
Total (95% CI) 1094 501 100.0%  3.89[1.82, 8.30] —agliie—
Total events a4 ¥
Heterageneity: Chi= 0.19, df=4 (P =1.00%; F= 0% 0 i:ls 052 é 2=|:|
Test for overall effect £= 3.91 (P = 0.0004) ' Favnuré ratigatine Favours placebo
AE discontinuation
Rotigotine Placebo Risk Ratio Risk Ratio
Study or Subgroup  BEvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% CI
LeWitt 2007 18 23 11 120 21E6% 0.85[0.42,1.74]
tizunao 2014 13 168 g 85 158% 0.82[0.35,1.91]
Michalas 2014 44 408 17 108 401% 0.69[0.41,1.19] — &
Mamato 2014 12 ar 7 87 10.4% 1.71[0.F71, 4.19]
Poewe 2007 11 2048 B 93 121% 0.89 [0.34, 2.32]
Total (95% CI) 1099 499 100.0%  0.87 [0.63, 1.21] B
Total events a3 L]
Heterogeneity: Chif= 3.11, df= 4 (P = 0.54); F= 0% ID 2 DIS é 5|

Testfor overall effect Z= 082 (F=0.41)

Favours rotigotine  Favours placeho
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SAEs

Rotigotine Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
tizunao 2014 7 168 G 85 42.2% 0.59 [0.20,1.70] B
Michalas 2014 9 408 5 108 41.9% 0.48 [0.16,1.39] i
Mamato 2014 3 a7 3 a7 15.9% 1.00[0.21, 4.87]
Total {95% CIj 663 280 100.0%  0.61[0.31, 1.19] -
Total events 14 14
Heterogeneity: Chif= 0.89, df= 2 (P=0.75); F= 0% 052 DIS é é
Testfor overall effect 2= 1.45 (P =0.15) Favours rotigotine  Fawours placebo
Any AEs
Rotigotine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Mizuno 2014 149 168 a9 85 21.8% 1.28[1.10,1.449] I
Micholas 2014 295 408 78 108 25.3% 1.01[0.88,1.149] . —
Mamota 2014 a2 ar 77 87 33.9% 1.06[0.97,1.17] -
Poewe 2007 141 204 5] 93 19.0% 1.05[0.849, 1.28] -
Total {95% Cl) 865 379 100.0% 1.09 [0.99, 1.20] e
Total events BEY 279
Heterogeneity: Tau®= 0.00; Chi*= .07, df= 3 (P=0.11); F=51% DI? n 335 152 p 55
Testforoverall effect. 2= 1.80 (P = 0.07) Favours rotigotine  Favours placeho
Mortality
Roatigotine Placeho Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Michalas 2014 2 406 0 108 100.0% 1.34 [0.06, 27 6Y]
Total (95% CIy 406 108 100.0% 1.34 [0.06, 27.69]
Total events 2 a
Heterogeneity: Mot applicahle D.D'DS Df1 1| 1'D EﬁD

Test for overall effect Z= 019 (F =0.845)

Favours rotigotine  Favours placebo
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ICD

Rotigotine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Micholas 2014 5 408 0 108 100.0% 2.93[016, 52.61]
Total (95% CI) 108 108 100.0% 2.93[0.16, 52.61] ——e——
Total events ] a
Heterageneity: Mot applicable T 0 s “0a

Test for overall effect Z= 073 (P =0.47) Favours ratigating  Favours placebo

Pramipexole vs. Placebo

Dyskinesia
Pramipexole Placeho Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
‘Cochrane 2010 233 TO6 118 EB20 TBE% 1.73[1.43, 2.10]
Mizuno 2003 16 102 B 108 36% 2821115 65973]
Poewe 2007 3 2m 3 1M 25% 518[1.63 16.58] _—+
PSG 2007 23 109 4 35 3.8% 1.85[0.69, 4.97]
Schapira 2011 a4 334 14 178 11.8% 221 [1.27,3.89] s —
Total (95% CIy 1457 1042 100.0% 1.92[1.61, 2.29] <D
Total ewents 362 144
Heterogeneity, Chif= 4 .85, df= 4 (P=0.30%; F=18% E|=2 DIS é é

Tastfor overall effect 2= 7.29 (P < 0.00001) Favours pramipexole Favours placebo
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Hallucinations
Pramipexole Placeho Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Ewents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
‘Caochrane 2010 a4 G548 0 502 824% 214143 319]
Mizuno 2003 14 102 4 108 9.4% 371 [1.26, 10.89]
Foewe 2007 14 201 1 101 32% F.03[0.94, 52.79] *
FSG 2007 18 1049 a 35 1.8% 1211[0.75 195.91] *
Schapira 2011 18 334 1 178 32% 9.45([1.27,70.27] +
Total (95% Cl) 1409 924 100.0% 2.86 [1.99, 4.09] -4
Tatal events 148 36
Heteragenaity: ChF:. 842 df=4 (P=0.28) F=26% s o t 5
Testfor overall effect: £=5.72 (F = 0.00001) Favours pramipexole Favours placeho
Mortality
Pramipexole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
‘Cochrane 2010 i} 120 o1 Mot estimable
Total {¥5% Cl) 120 131 Not estimable
Total events a a
Heterogeneity: Mot applicable ) } } t } |
) o1 0z na 2 ] 10
Test for overall effect: Mot applicahle Favours pramipexnle Favours placeho
AE discontinuations
Pramipexole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% CI
‘Cachrane 2010 i GYa TE 880 TEA% 077 [0.87,1.08] ——
tizuno 2003 a 102 8 108 T3% 1.06[0.41, 2.73]
Poewe 2007 14 202 g 9y 7% 1.14[0.45 2.89]
Schapira 2011 16 3349 T 178 8.7% 1.20[0.50, 2.86]
Total (95% CI 1318 975 100.0%  0.86[0.66, 1.12] ~af—
Total ewents 1045 a7
Heterogeneity: Chif=1.60, df= 3 (P = 0.6BY; F= 0% IZIIS DIT 155 é

Testfor overall effect Z=1.14 (P = 0.26)

Favours pramipexole  Favours placebo
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Any AEs

Pramipexole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fized, 95% Cl M-H, Fizxed, 95% CI
'Cochrane 2010 aro 452 280 367 5049% 1.07 [1.00,1.15] —i—
Mizuno 2003 ar 102 83 108 133% 1.11 [0.97,1.27] ]
Foewe 2007 140 202 [ata] 99 14.4% 1.06[0.88, 1.25] e —
Schapira 2011 202 339 93 178 21.4% 1.07 [0.91,1.25] e —
Total (95% CI 1095 752 100.0%  1.08[1.01, 1.14] -
Total events 79 527
Heterageneity Chi®=0.28, df= 3 (P = 0.96%; F= 0% U:?‘ 7 :85 152 " 55
Testior overall effect Z=2.44 (P = 0.01) Fawours pramipexole  Favours placeho
SAEs
Pramipexole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fizxed, 95% CI
Mizuno 2003 3 102 o 107 54% 7.34[0.38, 140.36] ?
PSG 2007 3 109 0 35 8.3%  2.20[012 43.30] +
Schapira 2011 12 239 £ 178 864%  1.05[040,2.75 t
Total (95% CIy 550 320 100.0% 1.49[0.64, 3.44]
Total ewents 18 G
Heterogeneity: Chif=1.71, df= 2 (P =043}, F=0% EIIEIS E|=2 :IS 2ID
Testfor overall effect 2= 0.93 (F = 0.35) Favours pramipexole  Favours placebo
Cabergoline vs. Placebo
Dyskinesia
Cabergoline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% CI
‘Cochrane 2010 135 281 57 158 100.0% 1.28[1.01, 1.64]
Total {95% CI) 291 158 100.0% 1.29[1.01, 1.64] ——el——
Total events 135 ar
Heterogeneity: Mot applicable :IZI 5 D:? 155 2

Testfor overall effect 2= 2.04 {F = 0.04)

Favours cabergoline  Favours placebo
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Hallucinations
Cabergoline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% CI
‘Cochrane 2010 14 165 4 103 100.0% 21B[0.74,6.46]
Total {(95% CI) 165 103 100.0%  2.18[0.74, 6.46] — i —
Total events 14 4
Heterogeneity: Mot applicable DIZ E|=5 é é
Testfor overall effect Z=1.41 (P =0.16) Favours cahergaoline  Favours placebo
Mortality
Cabergoline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% CI
‘Cochrane 2010 0 20 1 20 100.0% 0.33[0.01,7.77]
Total (95% CIy 20 20 100.0% 0.33[0.01,7.72] ——e R —
Total events 0 1
Heterogeneity: Mot applicable :IZI 005 051 150 00
Testfor overall effect. 2= 0.89 (F = 0.43) Favours cahergaoline  Favours placebo
AE discontinuation
Cabergoline Placebo Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% Cl
‘Cochrane 2010 12 165 B 103 100.0% 1.25[0.48, 3.22]
Total {95% CI) 165 103 100.0% 1.25[0.48, 3.22] e
Total events 12 G
Heterogeneity: Mot applicable f f ) 1
Testfor overall effect; Z2= 0,46 (F = 0.65) 0.z 05 2 5

Favours cahergaling  Favours placebo
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Any AEs

Cabergoline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% CI
‘Cachrane 2010 141 165 T8 103 100.0% 117 [1.03,1.34]
Total (95% CI) 165 103 100.0% 1.17 [1.03, 1.34] —eoa———
Total events 141 Ta
e s 2% o - I
estior overall efiect Z=2.35 (P = 0.02) Favours cahergaoline  Favours placebo
Bromocriptine vs. Placebo
Dyskinesia
Bromocriptine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
‘Cachrane 2010 45 1498 23191 F9.8% 1.89[1.19, 2.95]
Mizuno 2003 9 105 5108 202% 1.54[0.57, 4.18]
Total (95% CI) 303 200 100.0%  1.82[1.20, 2.76] e
Total events 54 29
Heterageneity; Chif=0.13,df=1 (P =072} F= 0% IIJ > 055 é 55
Testfor overall effect: Z= 2.80 (F = 0.003) Favours bromocriptine  Favours placebo
Hallucinations
Bromocriptine Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
‘Cochrane 2010 17 198 16 191 54.6% 1.02[0.53,1.97]
Mizunao 2003 16 104 4108 454% 411 [1.42,11.80] —
Total (95% Cly 303 200 100.0% 1.93[0.49, 7.56]
Total events 33 20
Heterogeneity: Tau®=0.78; Chi*=4.85 df=1 (P=0.03), F=T754% s 0= 1 : 20

Test for averall effect Z=0.94 (P =0.35)

Fawours bromocriptine  Fawours placeba
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AE discontinuation

Bromocriptine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
‘Cochrane 2010 39 232 400 220 8349% 092062, 1.38]
Mizuno 2003 12 1048 8 108 161% 1.54 [0.6R, 3.62]
Total (95% Cl) 337 328 100.0% 1.02 [0.71, 1.47] —=auiliiine-—
Total events 51 48
Heterogeneity: Chif=1.14, df=1 (P = 0.29); F=12% f f t 1
Testf leffect Z=013(F=0.80 b2 05 : 5
estfor overall effect 2= 0.13 (P = 0.90) Favaurs hromoactriptineg  Favaurs placebo
Any AEs
Bromocriptine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
‘Cochrane 2010 54 114 44 108 3I56% 1.16 [0.86, 1.57] =
Mizuno 2003 a5 105 83 108 644%  1.18[1.04,1.33] —i—
Total (95% Cl) 219 216 100.0% 1.17[1.03, 1.34] ~li
Total events 1449 127
Heterogeneity: Chif= 0.01, df=1 (P = 0.93); F= 0% Di? D=85 112 115
Testfor overall effect: 2= 2.37 (F = 0.02) Favours hromoctiptine  Favours placebo
Bromocriptine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Bwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Mizuno 2003 1] 104 o 107 Mot estimable
Total (95% Cl) 104 107 Not estimable
Total events 1] a
Heterogeneity, Mot applicable '0.1 052 DTS i é 1D'

Test for overall effect: Mot applicable

Favours bromoctiptine  Favours placebo
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Pergolide vs. Placebo

Dyskinesia
Pergolide Placeho Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
‘Cachrane 2010 118 189 46 187 100.0% 2.54[1.93, 3.34]
Total (95% CIy 189 187 100.0%  2.54[1.93, 3.34] g
Total events 118 46
Heterogeneity: Mot applicahle DTS Df? 1!5 1

Test for overall effect. £= 6 66 (P = 0.00001)

Favours pergolide  Favours placebo

Hallucinations
Pergolide Placeho Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fizxed, 95% CI

‘Cachrane 2010 26 189 6 187 1000% 4.29[1.81,1018]

Total (95% CIy 189 187 100.0% 4.29[1.81, 10.18] —eegl——

Total events 26 A

Heterogeneity: Mot applicable t t t t f f
0.1 0.z 0.a 2 5 10

Testfor overall effect £= 3,30 {F = 0.0010) Favours pergolide  Favours placeho

Mortality

Pergolide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Buents Total Bvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
‘Cochrane 2010 1 188 2 187 100.0% 0.439[0.05, 5.41]
Total (95% CIy 189 187 100.0%  0.49[0.05, 5.41] e ——
Total events 1 2
Heterogeneity: Mot applicable t f I f
Testfor overall effect £= 058 (F = 0.56) 0.05 0.2 5 20

Fawours pergolide  Fawours placeho
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AE discontinuation

Pergolide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
‘Cochrane 2010 18 1849 8 187 100.0% 2.23[0.99, 499
Total (95% CIy 189 187 100.0%  2.23[0.99, 4.99] ————
Total events 18 a8
Heterogeneity: Mot applicahle sz D!S ﬁ :'5

Test for overall effect £=1.94 (F=0.08)

Entacapone vs. Placebo

Favours pergolide  Favours placebo

Dyskinesia
Entacapone Placeho Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Ewents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
‘Cochrane 2010 327 1430 122 1057 935% 1.98[1.63, 2.40]
Fenelon 2003 3 49 ] 63 6.5% 247[1.21,5.02]
Total (95% Cl) 1529 1120 100.0%  2.01[1.67,2.42] S -
Total events 358 130
Heterogeneity: Chif= 0.34, df=1 (P = 0.56); F= 0% 052 EIIS é :55
Test for overall effect: £=7.39 (P = 0.000071) ’ Favours en.tacapnne Favours placeho
Hallucinations
Entacapone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
‘Cochrane 2010 36 924 23 FAD B25% 1.25[0.75,2.10]
Fenelon 2003 ] a9 4 B3 37.5% 0.07[0.00,1.20] * =
Total (95% Cl) 1023 803 100.0% 0.43 [0.03, 6.84] e —
Taotal events 36 27
Heterogeneity: TauR= 3.14; Chi*= 3.77, df=1 (P = 0.08); F=73% D: 00a 051 150 ED:D

Testfor overall effect: £= 0.60 (F = 0.55)

Favours entacapone  Favours placeba
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Mortality

Entacapone Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
‘Cochrane 2010 3 nv 4 171 100.0% 0.401[0.08,1.79]
Total (95% CI) 317 171 100.0%  0.40[0.09, 1.79] —eoul———
Total events K] 4
Heterogeneity: Mot applicable ID o1 DI1 150 1E|E|=
Testfor overall effect Z=1.19 (F=0.23) Favours entacapone  Favours placebo
AE discontinuation
Entacapone Placeho Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
‘Cochrane 2010 132 1232 1917 BRE% 1.381[1.05,1.82]
Destes 2009 12 110 0 66 0.7% 1509[0.91, 250.74] +
Fenelon 2003 17 99 7 63 9.3% 1.55 [0.68, 3.51] I
Tolosa 2014 3 45 1 49 1.0% 3.27[0.35, 30.28] +
Total (95% CI) 1486 1095 100.0% 1.51[1.17, 1.95] <
Total events 164 Ty
Heterogeneity: Chi®=3.43, df= 3(P=0.33); F=13% ID 05 IZI=2 é 2UI
Test for overall effect 2= 316 (P=0.002) Favours entacapone  Favours placehn
Any AEs
Entacapone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
‘Cochrane 2010 716 1029 431 TE4  44.9% 1.23[1.15,1.33] |
Destee 2009 3z 110 5 B8 T.3% 3.96 [1.62, 9.668]
Fenelon 2003 B8 99 30 B3 20.6% 1.44[1.08,1.93] —a—
Tologa 2014 20 45 19 49 18.2% 115[0.71, 1.859] —
Total (95% Cl) 1283 944 100.0% 1.39[1.07, 1.81] -l
Total events 836 485
Heterogeneity: Tau®= 0.04; Chi®= 7.82, df= 3 (P =0.05); F=62% :D 1 0:2 D:S é é 10:

Testfor ovarall effect: Z= 2,456 (F = 0.01)

Favours entacapone  Favours placebo
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SAEs

Entacapone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
Destee 2009 2 110 1 BE  11.9% 1.20[0.11,12.99] il »
Fenelon 2003 ] 49 4 B3 G9.9% 0.95 [0.36, 2.55]
Taolosa 2014 1 45 2 49 18.2% 0.54 [0.05, 5.80] *
Total {95% Cl) 254 178 100.0%  0.91[0.39, 2.12] ——enll——
Total events 12 q
Heterogeneity: Chi®=0.24, df= 2 (P = 0.89); F= 0% "1 02 o's 1 L 0

Test for overall effect Z=022 (P =082

Tolcapone vs. Placebo

Risk Ratio

Dyskinesia
Tolcapone Placebho
Study or Subgroup  Events Total Events Total

Weight M-H, Fized, 95% Cl

Favours entacapone  Favours placeho

Risk Ratio
M-H, Fixed, 95% CI

'‘Cochrane 2010 125 288 49 281 100.0% 2.688[1.93, 3.44]

Total (95% Cly 288 201 100.0%  2.58[1.93, 3.44] B

Total ewents 125 44

Heterogeneity: Mot applicable D=5 05? 155 é

Test for overall effect 2= 6.46 (P = 0.00001) Favnufs tnlcépnne Favuu{'s placeho
Hallucinations

Tolcapone Placebho Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

'‘Cochrane 2010 20 155 11 213 1000% 2.80[1.23, 5.06]

Total (95% Ch 155 213 100.0%  2.50[1.23, 5.06] —ee——

Total ewents 20 11

Heterogeneity: Mot applicable
Testfor overall effect: £=2.54 (F=0.01)

02

0s 2 5

Fawvours tolcapone  Favours placeho
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AE discontinuation

Tolcapone Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
‘Cochrane 2010 32 268 22 271 100.0% 1.47 [0.88, 2.46] ]
Total (95% Cly 268 271 100.0% 1.47 [0.88, 2.16] —en——
Total ewents 32 22
Heterogeneity: Mot applicable DIS DI? 155 é
Testfor overall effect 2=1.47 (P=0.14) Favours tolcapone  Favours placeho
Any AEs
Tolcapone Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
‘Cochrane 2010 184 208 185 213 100.0% 1.22[1.10,1.34]
Total (95% Cly 208 213 100.0% 1.22 [1.10, 1.34] -
Total ewents 184 145
Heteroneneity: Mot applicable f ! f
o7 0.85 1.2 1.4
Testfor overall effect: Z=4.00 (P = 0.0001} Favours tolcapone  Favours placeho
Rasagiline vs. Placebo
Dyskinesia
Rasagiline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
‘Cochrane 2010 12 9 229 B6O0% 1.32[0.67, 3.08]
Zhang 2013 o 119 1 124 140% 0.35[0.01,8.44] 4
Total (95% Cl) 350 353 100.0% 1.19[0.53, 2.65] ——aag—
Total events 12 10
Heterogeneity: Chi*=0.63, dfi=1 (P =0.43); F= 0% 'D.1 sz UTS ﬁ é 1IZI'

Testfor overall effect £=0.41 (P = 0.68)

Favours rasagiline Fawours placebo
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Hallucinations
Rasagiline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
‘Cochrane 2010 5 23 3229 100.0% 1.65[0.40,6.83]
Total (95% CI) 231 229  100.0% 1.65 [0.40, 6.83] e —
Total ewents a 3
Heterogeneity: Mot applicable T 02 0's 1 : 0

Testforoverall effect: 2= 0.63 (F = 0.43) Favours rasangiline  Favours placeho

AE discontinuation

Rasagiline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Fvenis Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
‘Cochrane 2010 TN 11 229 B54% 0.63 [0.25, 1.60] B
Zhang 2013 3119 6 125 346% 0.53[0.13, 2.09] =
Total (95% CI) 350 354 100.0%  0.59[0.28, 1.28] -~
Tatal ewvents 10 17
Heterogeneity, Chi*=0.048, df=1 (P = 0.83); F= 0% DI2 IZI=5 é %
Testfor overall effect £=1.33 (P =018} ' .

Favaurs rasagiline  Favours placebo

Any AEs

Rasagiline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
‘Caochrane 2010 193 380 191 388 90.2% 1.03 [0.90, 1.149]
Zhang 2013 27 118 21 125 9.8% 1.35([0.81, 2.29]
Total (95% Cl) 4099 513 100.0% 1.06 [0.93, 1.22] L
Total events 220 212
Heterogeneity; Chif=1.01,df=1 (P=0.31); F= 1% 0?5 D?? 1f5

o ! Z
Testfor overall effect: 2= 0.87 (P = 0.39) Favours rasagiline Fawours placebo
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SAEs

Rasagiline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Zhang 2013 1 119 1 125 1000% 1.05[0.07, 16.60]
Total (95% CI) 119 125 100.0% 1.05[0.07, 16.60]
Total ewents 1 1

Heterogeneity: Mot applicable f t 1 t {

o _ 0.01 0.1 1 10 100
Testfor overall effect 2= 0.03 (P =0.87) Fawours rasagiline  Favours placeho

Selegiline vs. Placebo

Dyskinesia
Selegiline Placeho Risk Ratio Risk Ratio

Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

Ondo 2007 8 100 2 a0 16.4% 2.00([0.44,9.07]

‘Cochrane 2010 9 To 13 B4 BIE% 0.63[0.29 1.38] —.——

Total (95% CIy 170 114 100.0%  0.86[D.44, 1.69] —aalil-—

Total events 17 14

Heterogeneity: Chi®=1.79 df=1{F=018);, F= 44% 1 0z o' 1 : o

Testfor overall effect Z=0.45 {F = 0.66) Favours selegiling Favours placebo

Hallucinations
Selegiline Placebo Risk Ratio Risk Ratio
Study or Subgroup  Euvents Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
‘Caochrane 2010 3 a0 1 46 100.0%  2.76[0.30, 25.60]
Total (95% Cl) 50 46 10000% 2.76 [0.30, 25.60] —— R —
Total events 3 1
Heterogeneity: Mot applicahle 'D.DE IZIT1 1'IZI SD'

Testfor gverall effect: Z= 0.83 (P =0.37) Fawvours selegiline  Favours placebo
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AE discontinuation

Selegiline Placebo Risk Ratio Risk Ratio
Study or Subgroup  Evenis Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
‘Cochrane 2010 3 144 3 95 GO7% 0.66 [0.14, 3.20] —
Ondo 2007 7100 ] a0 39.3% T.87[0.44,130.01] L]
Total {95% CI) 244 145 100.0% 1.72[0.14, 20.91] —e
Total events 10 3
?ehta;ngenem,rl:lT?fu ;;PE;fghlpz—zjdan df=1({F =012 F=60% o o 1 100
estfor overall effect Z=0.43 (F = 0.67) Favours selegiline  Fawours placeho
Any AEs
Selegiline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
‘Cochrane 2010 45 114 Al G4 359% 1.20([0.79,1.83] ! L
Ondo 2007 73 100 36 a0 B41% 1.01[0.82,1.25]
Total (95% CIy 214 114 100.0% 1.08 [0.88, 1.33]
Total events 118 a7
Heterogeneity: Chif=0.61, df=1(FP=043); F=0% 'D.S D!.‘r‘ 1- 1!5 5

Testfor averall effect £= 0.5 (F = 0.49)

SAEs

Favaurs selegiline  Favaurs placeho

Selegiline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
Ondo 2007 g 100 1 50 100.0% 4.00([0.41,31.10]
Total (95% CI} 100 50 100.0% 4.00 [0.51, 31.10] —me i
Total events g 1
Heterogeneity: Mot applicahle 'D.D1 Df1 1'D 1DD'

Testfor overall effect: Z=1.32 (F=0.19)

Fawours selegiline Fawours placebo
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Amantadine vs. Placebo

Hyperkinesia (CDRS)

Amantadine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
da Silva-Junior 2004 68 48 q 13 115 9 100.0% -6.20[14.37,1.87] —
Total {95% CI) 1] 9 100.0% -6.20[-14.37,1.97] — e
Heterageneity: Mot applicable f } f
T _ -20 -10 0 10 20
Testfor overall efect Z=1.43 (P=0.14 Favours amantadine Favours placebo
Amantadine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fixed, 95% Cl
da Silva-Junior 2005 41 36 q 45 43 9 100.0% -0.40[4.08, 3.26)
Total (95% Cly 9 9 100.0% -0.40 [-4.06, 3.26]
s v o L = 0.2 SO TR S O
estforoverall effect =021 (F=0.83) Favours amantadine Fawours placebo
Amantadine Placeho Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
da Silva-Junior 2005 121 a 9 138 74 9 100.0% -1.70[9.05, 5.649]
Total (95% Cl) 9 9 100.0% -1.70[-9.05, 5.65] —*—
Heterogeneity: Mot applicable =0 a0 o 1 -0

Testfor overall effect: Z=0.45 (P = 0.65)

Favours amantadine Fawours placebn
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UPDRS Il

Amantadine Placeho Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
da Silva-Junior 2005 163 8.3 9 187 53 9 100.0% -2.40[9.39, 4.549] ——
Total (95% Cl) 9 9 100.0% -2.40[-9.39,4.509]

Heterogeneity. Mot applicable

—-*-—

I
-20

1

}
10

o _ 0 0 20
Testfor averall effect: £= 067 (F = 0.50) Favours amantadine Favours placeho
Ropinirole vs. Rotigotine
Any AEs
Ropinirole Rotigotine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Mizuno 2014 130 167 149 168 100.0% 0.88 [0.80, 0.97]
Total (95% Cl) 167 168 100.0%  0.88[0.80, 0.97] A
Total events 130 1449
oo st o 00 b s a
estfor overall effect: Z= 2.63 (F = 0.009) Favours ropinirole  Favours rotigatine
SAEs
Ropinirole Rotigotine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Wizuno 2014 a 167 7168 100.0% 0.72[0.23 2.27]
Total (95% CI) 167 168 100.0%  0.72[0.23, 2.22] —en
Total events ] T
Heterogeneity: Mot applicable Df1 sz DTS i é 1'EI

Test far overall effect: Z=047 (P=0.57)

Favours ropinirole  Favours rotigotine
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AE discontinuation

Ropinirole Rotigotine Risk Ratio

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

Mizuno 2014 13 167 13 168 100.0% 1.01 [0.48, 210]

Total (95% CI) 167 168 100.0% 1.01 [0.48, 2.10]

Total events 13 13

Heterogeneity: Mot applicahle 501 DIE EIIS ] é é 1DI
Testfor overall effect Z=0.02 (F = 0.38) Favours ropinirole  Favours rotigotine
Hallucinations

Ropinirole Rotigotine Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

Mizuno 2014 G 167 3 168 100.0% 2.01 [0.81, 7.91]

Total (95% CI) 167 168 100.0%  2.01[0.51, 7.91] ————
Total events G 3

Heterogeneity: Mot applicakle D=1 E|=2 EI:5 é é 1:EI
Testfor overall effect Z=1.00 (F = 0.32) Favours ropinirole  Favours rotigotine

Dyskinesia
Ropinirole Rotigotine Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

Mizuno 2014 23 167 27 168 100.0% 0.86[0.51,1.43]
Total (95% CI) 167 168 100.0%  0.86[0.51, 1.43]
Total events 23 2T
Heterogeneity: Mot applicakle X 012 E|=5 ] é % 1D=
Testfor overall effect Z=0.58 (F = 0.58) Favours ropinirale  Favours rotigotine
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Ropinirole vs. Bromocriptine

Hallucinations
Ropinirole Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events  Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% Cl
Clarke 2001 (B 6 163 g 166 100.0% 076 [0.27, 2.119]
Total (95% Cl) 163 166 100.0%  0.76 [0.27, 2.15] ————
Total events 3] a
Heterogeneity: Mot applicakle ) t } 1 }
o _ 01 nz ns ? b 10
Testfor overall effect: Z=10.51 (F = 0.61) Favours ropinirale  Favours hromocriptine
Dyskinesia
Ropinirole Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Fvents  Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% Cl
Clarke 2001 (B) 14 164 10 174 100.0% 1.44 [0.6E, 3.16]
Total (95% Cly 169 174 100.0% 1.44 [0L66, 3.16] ——aal——
Total events 14 10
Heterogeneity: Mot applicable f f t I ! |
o _ 0.1 0.z 0.5 2 g 10
Testfor overall effect: Z=0.81 (P = 0.36) Favours ropinirale  Favours hromocriptine
Pramipexole vs. Bromocriptine
Dyskinesia
Pramipexole  Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
‘Cochrane 2010 7 114 1 108 10.4% B.B3I[0.83 53.01)] u
Mizuna 2003 16 102 ] 105 89.6% 1.83[0.85, 3.95] .
Total (95% CI) 216 213 100.0%  2.33[1.14, 4.74] —eaii—
Total events 23 10
ity Chiz= = = CRF= I } } t } |
Heterogeneity, Chi*= 1.3, df=1 {P=0.258); F= 26% 0 0= o' 3 : 10

Testfor overall effect Z=233 (P =001

Favours pramipexole Favours hromocriptine
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SAEs

Pramipexole

Bromocriptine

Risk Ratio Risk Ratio

Study or Subgroup  Ewents  Total Events  Total Weight M.H, Fixed, 95% CI M-H, Fixxed, 95% CI

Mizuno 2003 3 102 0 104 100.0% 7.14[0.37,136.43]

Total (95% CI} 102 104 100.0% 7.14[0.37, 136.43] —— i —
Total events 3 0

Heterogeneity: Mot applicable 1 f f f
Testfor overall effect Z=1.31 (F=018) 0.005 0.1 n 200

AE discontinuation

Favours pramipexole  Fawours bromocripting

Pramipexole  Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Mizuno 2003 g 102 12 105 100.0% 0.69 [0.29,1.61]
Total {95% Cly 102 1056 100.0%  0.69[0.29, 1.61] —
Total events g 12
Heterogeneity: Mot applicable f f t f I |
e _ 01 02 05 2 ] 10
Testfor overall effect 2= 0.87 (P = 0.39) Favours pramipexale  Favours bromacriptine
Pramipexole  Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Mizuno 2003 ar 102 95 105 100.0% 0.94 [0.84,1.04] —
Total {95% Cly 102 105 100.0%  0.94 [0.85, 1.04] e .2
Total events a7 93
Heterogeneity: Mot applicable I t 1 |
Test far overall effect =114 (P = 0.26) 0.5 or 1.5 z

Favours pramipexole  Favours bramocripting
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Hallucinations
Pramipexole  Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Mizuro 2003 14 102 16 105 100.0% 0.80 [0.46,1.749]
Total {95% Cly 102 105 100.0%  0.90 [0.46, 1.75]
Total events 14 16
Heterogeneity: Mot applicable I t 1 T ! !
Testfor averall effect Z=0.31 (P=0.78) 01 0z 05 ! : 5

Favours pramipexole  Favours bromocriptine

Rotigotine vs. Pramipexole

Any AEs

Rotigotine Pramipexole Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Foewe 2007 141 204 140 202 100.0% 1.00[0.88,1.14]
Total (95% CI) 204 202 100.0% 1.00 [0.88, 1.14]
Total events 141 140
Heterogeneity: Mat applicable f t T t
Testfor overall effect: Z=0.04 (P =097} 0.5 0.7 1 15

Fawours rofigntine  Favours pramipexole

Dyskinesia
Rotigotine Pramipexole Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% Cl
Foewe 2007 24 204 31 201 100.0% 0.76 [0.46,1.25] —
Total (95% Cl 204 201 100.0%  0.76 [0.46, 1.25] -~
Total events 24 N
Heterogeneity: Mot applicable f f f I f
Test for overall effect, Z=1.07 (F=0.28) 0.1 0.2 0.5 ‘ 5

Favours rotigotine  Favours pramipexale
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Hallucinations
Rotigotine Pramipexole Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Poewe 2007 10 204 14 201 100.0% 0.70[0.32,1.59]
Total (95% CI) 204 201 100.0%  0.F0[0.32, 1.55] —een———
Total events 10 14
Heterogeneity: Mot applicable ) } } } } |
T B D1 0z 0a 2 5 10
Testfor overall efiect: Z=0.87 (F = 0.38) Fawours rotigotine  Favours pramipexole
AE discontinuation
Rotigotine Pramipexole Risk Ratio Risk Ratio
Study or Subgroup  Events Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Poewe 2007 11 204 14 202 100.0% 0.77 [0.36, 1.66] —
Total (95% Cl) 205 202 100.0%  0.77[0.36, 1.66] —etli——
Total events 11 14
Heterogeneity: Mot applicable f f f I ! i
SR _ 01 02 s 2 5 10
Testior overall effect: Z= 0.86 (F = 1.51) Favours rotigotine  Favours pramipexole
Pramipexole vs. Pergolide
Any AEs
Pramipexole Pergolide Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rektorova 2003 13 22 14 19 100.0% 0.80[0.52,1.24] —
Total (95% CI) 22 19 100.0% 0.80[0.52, 1.24] .
Total events 13 14
Heterogeneity: Mat applicable f f f t f {
Testfor averall effect Z=088 {(FP=0.32) 01 0.2 05 : 5 1o

Favours pramipexole Favours pergolide
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AE discontinuation

Pramipexole Pergolide Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rektorova 2003 3 22 2 19 100.0% 1.30[0.24, 6.96]
Total {95% Cl) 22 19 100.0% 1.30 [0.24, 6.96] e ——
Total events 3 2
e 070 b i
estfor overall effect 2= 0.30 (F = 10.78) Fawours pramipexole  Fawvours pergalide
Cabergoline vs. Bromocriptine
Hallucinations
Cabergoline Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Fvents  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Clarke 2001 (&) a3 520 41 528 100.0% 1.31[0.89,1.94] ]
Total (95% Clj 520 528 100.0%  1.31[0.89, 1.94] ——enli———
Tatal events 53 41
Heterageneity: Mot applicable DIS DI? 1:5 é
Test for overall effect 2=1.37 (P =0.17) Favours cabergoling  Favours bramocriptine
Dyskinesia
Cabergoline Bromocriptine Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Fvents  Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Clarke 2001 (A) BB a20 45 528 100.0% 1.49[1.04,213]
Total (95% Cl) 520 528 1000% 1.49[1.04,213] et ——
Tatal events BB 45
Heterogeneity: Mot applicable DIS DIT 155 é

Testfaraverall effect: £= 217 (P =0.03)

Favours cabergoling  Favours bromoctiptine
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Dopamine Agonists vs. COMTIs
UPDRS I

Dopamine agonists COMTIs Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Deane 2004 -0 34 74 -09 42 72 49.8% 0.80[0.44, 2.04]
Deuschl 2007 -25 349 69 -245 34 69 60.2% 0.00[1.24,1.24]
Total (95% CI) 143 141 100.0% O0.40[-0.48, 1.27]

Heterogeneaity: Chi®= 080, df=1 (P=0.37), F= 0% t

7= - 2 ]
Testfor overall effect 2= 0.89 (P = 0.37) Favours dopamine agonists  Favours COMTIs

bt

UPDRS 1l

Dopamine agonists COMTIs Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Deane 2004 -3.3 8.6 74 -31 85 72 500% -0.20[-2.497,2.57]
Deuschl 2007 -6.3 74 69  -63 BT 69 500% 0.00[277,277]
Total {95% Cl) 143 141 100.0% -0.10 [-2.06, 1.86]

Heterogeneity: Chi=0.01, df=1 {P=0.92); F=0%

MR ] !

Testfor overall effect 2= 0.10 (F = 0.92) Favours dopamine agonists  Favours COMTIs

Off time

Dopamine agonists COMTIs Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight I, Fized, 95% CI IV, Fixed, 95% Cl
Deane 2004 24 38 74 3 4 72 30.5% -0.60[1.90,070] = '
Deugchl 2007 -1.7 2.4 64 1.8 27 71 E9.5% 0.10[0.76, 0.96]
Total (95% Cl) 138 143 100.0% -0.11[-0.83, 0.60]

Heterageneity: Chi®=0.78, df=1 (P =0.38), F= 0% f t T

! M 2 1 i) 1
Testfor overall effect 2= 0.31 (F=10.78) Favours dopaine agonists  Favours COMTIs

107



Error! No text of specified style in document.

PDQ-39

Dopamine agonists COMTIs Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
Deuschl 2007 -B.3 10 B5  -34 103 BE 100.0% -2.90[6.38 0.58] —
Total (95% CIj 65 66 100.0% -2.90[-6.38, 0.58] —*-
Heterogeneity: Mot applicable i_1 P 15 p t 0
Testfor overall effect Z=1.64 (F=0.10) Favours dopamine agonists  Favours COMTIs
Cabergoline vs. Entacapone
Any AEs
Cabergoline Entacapone Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% Cl
Deuschl 2007 42 74 44 82 100.0% 0.93[0.74,1.32]
Total (95% Cly 79 82 100.0% 0.99[0.74,1.32]
Total events 42 44

ity i I } 1 } |
R N

estfor overall effect 2= 0.08 (F = 0.93) Fawours cabergoline Favours entacapone
Cabergoline Entacapone Risk Ratio Risk Ratio

Study or Subgroup  Events Total Ewents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
Deuschl 2007 3 7g 6 82 100.0% 0.62[0.13, 2.00] —
Total (95% CI) i g2 100.0%  0.52[0.13, 2.00] =i
Total events 3 G
Heterogeneity: Mot applicable D.'D1 0!1 1-0 1ﬁD

Testfor overall effect 2= 095 (F=0.34)

Favours cabergaline Favours entacapone
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AE discontinuation

Cabergoline Entacapone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewents Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% CI
Deuschl 2007 11 79 ¥ 82 100.0% 1.63 [0.67, 4.00] —
Total (95% Cl) Fi 82 100.0% 1.63 [0.67, 4.00] ——aei——
Total events 11 7
Heterogeneity: Mot applicable I t f f f
. _ 0.1 0.z 0.5 2 g 10
Testfor overall effect Z=1.07 (F = 0.28) Fawours cabergoline Fawours entacapone
Hallucinations
Cabergoline Entacapone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
Deuschl 2007 3 74 3 822 100.0% 1.04[0.22, 4.99]
Total (95% CI) i 82 100.0% 1.04 [0.22, 4.00]
Total events 3 3
o . I | Il ]
Heterogeneity: Mot applicable 'D.D:S sz 1' é QD'

Testfor overall effect 2= 0.05 (P = 0.96)

Bromocriptine vs. Tolcapone

Favours cabergaline Favours entacapone

Dyskinesia
Bromocriptine Tolcapone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% Cl
Deane 2004 28 74 ar T2 100.0% 0.74[0.81,1.08] I~
Total {95% Cli 71 72 100.0%  0.74 [0.51, 1.06] ——eagl—
Total events 28 ar
Heterogeneity: Mot applicable 0!5 D!? 1!5 ﬁ

Testfor overall effect Z=1.63 (F=0.10

Favours bramocriptine  Favours tolcapone
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Hallucinations

Bromocriptine Tolcapone Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
Deane 2004 7 74 1 2 100.0% 6.81[0.86,53.99]
Total (95% CIy 74 72 100.0% 6.81[0.86,53.98] e —
Total events 7 1
Heterogeneity: Mot applicable ; t f t
e B 0.01 01 10 100
Testfor overall effect Z=1.62 (= 0.07) Fawours bromoctipting  Fawours tolcapone
Pergolide vs. Tolcapone
Dyskinesia
Pergolide Tolcapone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Deane 2004 25 102 34 71 100.0% 0.51[0.34,0.78]
Total {(95% CIy 102 71 1000%  0.51[0.34,0.78] et
Total events 24 34
Heterageneity: Mot applicable :D > E|=5 é 5:
Testfor overall effect 2= 3.14 (P = 0.002) Favours pergalide  Favours talcapone
AE discontinuation
Pergolide Tolcapone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Deane 2004 15 102 5 101 100.0% 297112, 7.87]
Total (95% Cl) 102 101 100.0% 297 [1.12,7.87] et
Total events 18 ]
Heterogeneity: Mot applicahle Elf1 sz EITS i :'5 1'E|

Testfor overall effect; Z= 219 (P =0.03)

Favours pergalide  Favours tolcapone
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Entacapone vs. Tolcapone

Any AEs

Entacapone Tolcapone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ESS 2007 40 7a 43 75 100.0% 093 [0.70,1.24]
Total (95% Cly 7h 75 100.0%  0.93[0.70, 1.24] e ——
Total events 40 43
S R R
estfor overall effect 2= 0.43 (P = 0.62) Favours entacapone Favours tolcapone
SAEs
Entacapone Tolcapone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ESS 2007 1 7a B 75 100.0% 017 [0.02,1.35]
Total (95% Cly 7h 75 1000%  0.17 [0.02, 1.35] e — -
Total events 1 G
S ey R i CLC
estfor overall effect 2= 1.68 (F = 0.09) Favours entacapone Favours tolcapone
AE discontinuation
Entacapone Tolcapone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ESS 2007 1 7a 0 TS 1000% 300[012 7249
Total (95% Cl) 75 75 100.0% 3.00 [0.12, 72.49] —e R ———
Total events 1 1]
Heterogeneity: Mot applicable 'D.DDS D!1 1-0 =00

Testfor overall effect. £2= 068 (F=0.50)

Favours entacapone Favours tolcapone
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Dyskinesia
Entacapone Tolcapone Risk Ratio Risk Ratio
Study or Subgroup  FEvents Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
ESS 2007 22 75 23 75 100.0% 0.96 [0.58, 1.56]
Total (95% Cly 74 75 100.0%  0.96 [0.59, 1.56]
Total events 22 23

Heterogeneity: Mot applicable

05 1 2

o _ 0z i
Testfor overall effect: 2= 0.18 (F = 0.86) Fawours entacapone  Favours tolcapone
Hallucinations
Entacapone Tolcapone Risk Ratio Risk Ratio

Study or Subgroup  Evenis Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

ESS 2007 3 Ta a Ta 100.0% 7.00(00.37,133.29]

Total (95% CIj 7a 75 100.0% 7.00[0.37,133.22] —— e ——
Total events 3 a

Heterogeneity: Mat applicable t f f t
Testfor averall effect: Z=1.29 (P =020} 0.005 01 1o 200

Favours entacapone  Favours tolcapone
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Network meta-analyses
Efficacy outcomes by drug classes

Off time (hours) — FE model

Treatment MD 95%-Cl

Flacebo 0.00

COMTIs — -0.81 [1.071, -0.60]

MAOEIS —i— -0.93 [-1.24, -062]

Dopamine agonists — 146 169 -1.23]
| | | | |

215 -1 05 00 05

Quantifying heterogeneity/inconsistency:
taut2 =0.0914; 1"2 =47.7%
Test of heterogeneity/inconsistency:
Q d.f.p.value
9.55 5 0.089

Differences between treatments — mean and 95% confidence interval

Treatment B Placebo COMTIs MAOBIs Dopamine agonists
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Placebo N/A

COMTIs -0.81 N/A
(-1.01, -0.60)

MAOBIs -0.93 -0.12 N/A
(-1.25, -0.62) (-0.50, 0.25)

Dopamine agonists -1.46 -0.65 -0.53 N/A
(-1.69, -1.23) (-0.96, -0.35) (-0.92, -0.14)
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UPDRS Il (ADL) — RE model

Treatment

Flacebo
COMTIs ——
Dopamine agonists —
Amantadine
MACEIS
| I I I
-4 -3 -2 -1

Quantifying heterogeneity/inconsistency:

taut2 = 0.2352; 12 = 50.9%
Test of heterogeneity/inconsistency:
Q d.f. p.value

24.45 12 0.0176

MD 95%-ClI

0.00
-1.47
-1.62
-1.70
-1.85

-2.12,-0.81
-2.05-1.149
911 571
-3.07,-063

M ee—
—_— e —

Differences between treatments — mean and 95% confidence interval

Treatment B
Placebo
COMTIs

Dopamine agonists

Amantadine

Placebo

N/A

-1.47

(-2.12, -0.81)
-1.62

(-2.05, -1.19)
-1.70

(-9.11, 5.71)

COMTIs

N/A

-0.15

(-0.85, 0.54)
-0.23

(-7.67, 7.20)
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Dopamine agonists

N/A

-0.08
(-7.50, 7.34)

Amantadine

N/A

MAOBIs
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MAOBIs -1.85 -0.38 -0.23 -0.15 N/A
(-3.07, -0.63) (-1.77, 1.00) (-1.52, 1.06) (-7.66, 7.36)
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UPDRS Il (motor) — RE model

Treatment MD 95%-Cl

Flacebo 0.00

Amantadine = -240 973 4.93]

MAOBIs = -243 [[4.18; -0.68]

COMTIs : -3.00 456, -1.44]

Dopamineg agonists ——————— -3.86 [4.94 -2 99]
| T T I T

Quantifying heterogeneity/inconsistency:
taut2 = 1.2468; 12 = 58.2%
Test of heterogeneity/inconsistency:
Q d.f. p.value
28.71 12 0.0044

Differences between treatments — mean and 95% confidence interval

Treatment B Placebo Amantadine MAOBIs COMTIs Dopamine
agonists
Placebo N/A
Amantadine -2.40 N/A
(-9.73, 4.93)
MAOBIs -2.43 -0.03 N/A
(-4.18, -0.68) (-7.56, 7.50)
COMTIs -3.00 -0.60 -0.57 N/A
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(4.56, -1.44) (-8.09, 6.89) (-2.91,1.77)
Dopamine agonists  -3.96 -1.56 -1.53 -0.96 N/A
(-4.94, -2.99) (-8.95, 5.83) (-3.53, 0.47) (-2.60, 0.67)
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PDQ-39 — RE model

Treatment MD 95%-ClI

COMTIs : 239 [[329 8086]

Flacebo 0.00

Dopamine agonists : 150 481, 1.81]
— T T T 1

4 -2 0 204 68 10

Quantifying heterogeneity/inconsistency:
taut2 =4.7260; 12 = 65.1%
Test of heterogeneity/inconsistency:

Q d.f. p.value

572 2 0.0572

Differences between treatments — mean and 95% confidence interval

Treatment B COMTIs Placebo Dopamine agonists
COMTIs N/A
Placebo -2.39 N/A
(-8.06, 3.29)
Dopamine agonists -3.89 -1.50 N/A
(-8.90, 1.13) (-4.81, 1.81)
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Dyskinesia — RE model

Treatment RR 95%-ClI
Selegiline 0.88 [0.36; 2.19]
Flacebo 1.00

Fasagiline 115 [040; 3.32]
Eromocriptine T 148 [094; 2 33]
Cabergoline ; 166 [091;, 3.04]
Fergolide : 1.88 [1.01; 349]
Entacapone 224 [1.32; 3.80]
Fopinirale — . 231 [143;, 3.72]
Rotigotine — 244 [151;, 357
Framipexole — 247 [164; 3.73]
Tolcapone —— 258 [155 4.19]

| | | |

03 05 1 2 S

Quantifying heterogeneity/inconsistency:
taut2 = 0.1426; 1"2 =62.1%

Test of heterogeneity/inconsistency:

Q d.f. p.value

58 22 <0.0001
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Treatment RR 95%-ClI
MACEIS =' 098 [051,187]
Flacebo 1.00

Dopamine agonists . 202 162 252

COMTIs — . 264 [1.88 364

[ I I I
03 05 1 2z 3
Quantifying heterogeneity/inconsistency:
taur2 = 0.0992; I"2 = 63.7%
Test of heterogeneity/inconsistency:
Q d.f. p.value
60.58 22 <0.0001

Differences between treatments — relative risk and 95% confidence interval

Treatment B MAOBIs Placebo Dopamine agonists COMTIs

MAOBIs N/A

Placebo 1.02 N/A
(0.53, 1.95)

Dopamine agonists 2.06 2.02 N/A
(1.04, 4.08) (1.62, 2.52)

COMTIs 2.69 2.64 1.30 N/A
(1.30, 5.57) (1.88, 3.69) (0.92, 1.85)
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Hallucinations — FE model

Treatment RR 95%-ClI
Flacebo 1.00
Entacapons — 127 [0.79 2.06]
Fasadgiline ; 165 [040; 6.83]
Tolcapone N G — 180 [094; 347]
iZabergaoline = 186 [0.75 454
Eromocriptine — 231 [149;, 357]
Fergolide — 234 [151, 363]
Rotigatine — & 254 [146, 443]
Framipexole N 201 [199 3.70]
Selegiline = 276 [0.30; 25 60]
Ropinirole —— 361 [184;, 7.09
I I I I
025 05 1 2 10

Quantifying heterogeneity/inconsistency:
taut2 = 0.2206; 12 = 40.2%
Test of heterogeneity/inconsistency:

Q d.f. p.alue

28.42 17 0.0403
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Treatment

Flacebo
COMTIs
MAOBIsS

Dopaming agonists

Quantifying heterogeneity/inconsistency:

RR  95%-Cl

B 147 [0.99 2.17]

192 [058 6.34]

"R 354 [1.97 3.28]
| [ [ |
025 05 1 2 10

tau*2 = 0.1407; 12 = 31.9%

Test of heterogeneity/inconsistency:
Q d.f. p.value

26.41 18 0.0907

Differences between treatments — relative risk and 95% confidence interval

Treatment B

Placebo
COMTIs

MAOBIs

Dopamine agonists

Placebo COMTIs
N/A

1.47 N/A

(0.99, 2.17)

1.92 1.31

(0.58, 6.34) (0.37, 4.60)
2.54 1.73

(1.97, 3.28)

(1.10, 2.73)

MAOBIs

N/A

1.33
(0.39, 4.51)

Dopamine agonists

N/A
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Mortality — FE model

Treatment

Fopinirole

Cabergoline
Entacapone — 1

Fergolide
Flacebo

Fotigotine

I I I I
0.01 01 051 2

Quantifying heterogeneity/inconsistency:
tau*2 < 0.0001; 1"2 = 100%

Test of heterogeneity/inconsistency:

Q d.f. p.value

0 0 <0.0001

I I
10 30

RR 95%-ClI

029 [0.03 277
033 [001 772
040 [009 179
049 [0.05 541
100

134 [0.06 27 69]

—_
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Treatment RR 95%-ClI
COMTIs | 040 [00%9; 1.79]
Dopamine agonists ' 046 [0.13; 1.73]
Flacebo 1.00
| I |
0.05 05 1 2

Quantifying heterogeneity/inconsistency:
tau*2 <0.0001; 12 = 100%

Test of heterogeneity/inconsistency:

Q d.f. p.value

0 0 <0.0001.

Differences between treatments — relative risk and 95% confidence interval

Treatment B COMTIs Dopamine agonists Placebo
COMTIs N/A
Dopamine agonists 1.15 N/A
(0.16, 8.33)
Placebo 2.47 2.15 N/A
(0.56, 10.92) (0.58, 7.98)
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Serious adverse events — FE model

Treatment RR 95%-ClI
Eromocriptines = 019 [0.01; 4.08]
Cabergoline = 047 [0.10; 2.34]
Faotigotine — T 070 [0.37 1.34]
Fopinirole . 090 (054 1.52]
Entacapone —— 091 [0.39;, 2.14]
Flacebo 1.00

Fasadgiline 105 [0.07 16.60]
Framipexole —— 133 [058 320
Seleqgiline : 400 [0.571, 31.10]
Tolcapone = 549 [057 5247

| | I I 1

0.0 01 0451 2 1020
Quantifying heterogeneity/inconsistency:
tau*2 < 0.0001; 12 = 0%
Test of heterogeneity/inconsistency:
Q d.f.p.value

575 8 0.675
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Treatment RR 95%-ClI

Dopamine agonists - 087 [060; 1.27]

Flacebo 1.00

COMTIS —f— 109 [052 224]

MADEIlS = 249 [048; 1290
I I I I [

0.01 01 051 2 1020
Quantifying heterogeneity/inconsistency:
taur2 < 0.0001; I"2 = 0%
Test of heterogeneity/inconsistency:
Q d.f. p.value
8.03 11 0.7104

Differences between treatments — relative risk and 95% confidence interval

Treatment B Dopamine agonists Placebo COMTIs MAOBIs

Dopamine agonists N/A

Placebo 1.15 N/A
(0.78, 1.68)

COMTIs 1.25 1.09 N/A
(0.58, 2.69) (0.52, 2.25)

MAOBIs 2.86 2.49 2.29 N/A
(0.53, 15.47) (0.48, 12.90) (0.38, 13.85)
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Any adverse event — FE model

Treatment

Flacebo

Selegiline —

Fasadgiline
Framipexole
Fopinirole
Faotigotine
Eromocriptine
Cabergoline
Tolcapone
Entacapone

Fergolide

RR  95%-Cl
1.00

105 [087: 1.27]
105 [0.92;1.21]
108 [1.03 1.14]
109 [1.03 1.16]
112 [1.06 1.18]
116 [1.08; 1.27]
118 [1.05 1.34]
123 [1121.34]
124 [1.16 1.33]
135 [0.87; 2.10]

I
0.75

Quantifying heterogeneity/inconsistency:

tau*2 =0.0028; I"2 =31.2%

Test of heterogeneity/inconsistency:

Q d.f. p.alue

26.16 18 0.0961

1

I
1.5

I
25
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Treatment RR 95%-ClI
Flacebo 1.00
MAOEIS o 105 084 117]
Diopamine agonists . 141 [1.071.14]
COMTIs — 123 117 1.31]
| | |
0.7% 1 15 2

Quantifying heterogeneity/inconsistency:
taur2 = 0.0002; I"2 = 3.6%
Test of heterogeneity/inconsistency:
Q d.f. p.value
20.75 20 0.412

Differences between treatments — relative risk and 95% confidence interval

Treatment B Placebo MAOBIs Dopamine agonists COMTIs

Placebo N/A

MAOBIs 1.05 N/A
(0.94, 1.17)

Dopamine agonists 1.11 1.05 N/A
(1.07, 1.14) (0.94, 1.18)

COMTIs 1.23 1.17 1.12 N/A
(1.17, 1.31) (1.04, 1.33) (1.05, 1.19)
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Adverse event discontinuations — FE model

Treatment

Fasagiline
Faotigotine —
Framipexole —
Flacebo

Eromacriptine —
Fopinirale —

Selediline

Tolcapone —

Entacapone

Cabergoline
Fergolide

I I
025 05 1

Quantifying heterogeneity/inconsistency:

tau*2 <0.0001; 1"2 = 0%
Test of heterogeneity/inconsistency:
Q d.f. p.value

17.85 20 0.597

RR  958%-Ci

060 [0.28 1.28]
086 [063 1.16]
087 [068 1.17]
1.00

102 [072 145]
1.09 [079; 149]
117 [0.29; 467]
125 [0.78; 2.01]
142 [1.10; 1.83]
173 [0.89; 3.36]
232 [1.26 4.26]
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Treatment RR 95%-ClI
MAODEIS = 070 [036; 1.37]
Flacebo 1.00
Dopamine agonists - 1.03 [0.88 1.20]
COMTIS — 128 [1.03 1.60]
| | |
0.25 05 1 2

Quantifying heterogeneity/inconsistency:
taut2 = 0.0444; 1"2 = 27.4%
Test of heterogeneity/inconsistency:
Q d.f. p.value
30.3 22 0.1114

Differences between treatments — relative risk and 95% confidence interval

Treatment B MAOBIs Placebo Dopamine agonists COMTIs

MAOBIs N/A

Placebo 1.43 N/A
(0.73, 2.80)

Dopamine agonists 1.47 1.03 N/A
(0.74, 2.93) (0.88, 1.20)

COMTIs 1.84 1.28 1.25 N/A
(0.91, 3.72) (1.03, 1.60) (0.97, 1.62)
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E.3 Pharmacological management of non-motor symptoms
E.3.1 Daytime hypersomnolence

Effectiveness of modafinil compared to placebo to treat daytime hypersomnolence

Epworth sleepiness scale (ESS)

4 studies: RCT Serious' Serious? Not serious  Not serious 53 51 MD -2.01 (-3.08, -0.94) LOW

Ondo
(2008)

Lou (2009)
Hogl (2003)
Adler
(2002)

4 studies: RCT Serious' Not serious  Not serious  Serious® 45 46 RR 1.55 (0.99, 2.39) LOW
Ondo

(2008)

Lou (2009)

Hogl (2003)

Adler

(2002)

'Serious risk of bias as assessed by NICE RCT quality checklist; 2Considerable between study heterogeneity (#>40%); 3Non-significant result
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E.3.2 Nocturnal akinesia

Effect of Rotigotine on UPDRS-IIl motor score

Trenkwalder RCT Not N/A? Not Serious* 166 80 -3.55 (-5.37 to -1.73) MOD
2010 serious’ serious®

Effect of Rotigotine on sleep quality (PDSS Il total score)

Trenkwalder RCT Not N/A? Not Not serious 166 80 -4.26 (-6.08 to -2.45) HIGH
2010 serious’ serious®

Effect of Rotigotine on nocturnal akinesia, dystonia, and cramps (NADCS total score)

Trenkwalder RCT Not N/A? Not Not serious 166 80 -0.41 (-0.79 to -0.04) HIGH
2010 serious’ serious®

Effect of Rotigotine on number of nocturias

Trenkwalder RCT Not N/A2 Not Serious® 166 80 -0.02 (-0.29 to 0.25) MOD
2010 serious’ serious®

Effect of Rotigotine on non-motor symptoms (NMS scale)

Trenkwalder RCT Not N/A2 Not Not serious 166 80 -6.65 (-11.99 to -1.31) HIGH
2010 serious’ serious®

Effect of Rotigotine on activities of daily life (UPDRS -II)

Trenkwalder RCT Not N/A? Not Not 166 80 -1.49 (-2.32 to -0.65) HIGH
2010 serious’ serious® serious®

Effect of Rotigotine on health-related quality of life (PDQ-8)

Trenkwalder RCT Not N/A? Not Not 166 80 -5.74 (-8.74 to -2.75) HIGH
2010 serious’ serious® serious’

"Low risk of bias as assessed by NICE RCT quality checklist; 2N/A: Not applicable, only 1 study contributed to this analysis; 3No serious indirectness, population as
was as specified in the review protocol; “Cl cross MID: between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006); 5Non-significant results; ®Cl do not
cross MID of 3 points (Schrag et al., 2006); ’Cl do not cross MID of 1.6 points (Peto et al., 2001)
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Rotigotine effects on early morning motor function and sleep in Parkinson’s disease

Adverse events

Adverse events: Rotigotine vs. placebo

Trenkwalder RCT Not N/A? Not Not serious 166 80 1.27 (1.04 to 1.55) HIGH
2010 serious’ serious?®

"Low risk of bias as assessed by NICE RCT quality checklist; 2N/A: Not applicable, only 1 study contributed to this analysis; 3No serious indirectness, population as
was as specified in the review protocol

Standard-release compared with controlled-release co-beneldopa

Adverse events
Madopar Study Group 1989  RCT Not serious’ N/A? Not serious® Not serious 31 32 High

"Low risk of bias as assessed by NICE RCT quality checklist; 2N/A: Not applicable, only 1 study contributed to this analysis; 3No serious indirectness,
population as was as specified in the review protocol

Nocturnal disability

Madopar Study Group RCT Not serious’  N/A? Not serious® Serious* No significant Moderate
1989 difference*

Early morning disability
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Madopar Study Group RCT Not serious!  N/A? Not serious?® Serious* No significant Moderate
1989 difference*

"Low risk of bias as assessed by NICE RCT quality checklist; 2N/A: Not applicable, only 1 study contributed to this analysis; 3No serious indirectness,
population as was as specified in the review protocol; *Study reported the results to be non-significant. No numerical data was provided to confirm.
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E.3.3 Orthostatic hypotension

Droxidopa for Orthostatic Hypotension

Adverse events

Total number of adverse events

2 studies: RCT Serious' Serious? Not serious  Serious?® 111 111 0.99 (0.51, 1.94)
Hauser 2014

Hauser 2015

Very low

Serious risk of bias as assessed by NICE RCT quality checklist; 2Serious inconsistency: I = 40% (Cochrane handbook); 3Non-significant results

Falls and Fall-related injuries

Total number of patients experiencing fall related AEs

2 studies: RCT Serious' Not serious Not serious  Serious? 111 111 0.56 (0.29, 1.07)
Hauser 2014

Hauser 2015

Low

'Serious risk of bias as assessed by NICE RCT quality checklist; 2Non-significant results
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OHQ composite decrease

Week 1

2 studies: RCT Serious' Not serious  Not serious  Not serious 111 111 -0.88 (-1.65, -0.11) Moderate
Hauser 2014

Hauser 2015

Week 2

2 studies: RCT Serious' Not serious  Not serious  Serious? 111 111 -0.52 (-1.09, 0.05) Low
Hauser 2014
Hauser 2015

Week 8

2 studies: RCT Serious' Not serious  Not serious  Serious? 111 111 -0.18 (-0.78,0.42) Low
Hauser 2014
Hauser 2015

Serious risk of bias as assessed by NICE RCT quality checklist; 2Non-significant results

Mean change in Standing Systolic BP

Week 1

2 studies: RCT Serious' Not serious  Not serious  Not serious 111 111 7.34 (2.23,12.44) Moderate
Hauser 2014

Hauser 2015

Week 8
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2 studies: Serious’ Not serious  Not serious  Serious? 3.16 (-1.80, 8.12)
Hauser 2014
Hauser 2015

'Serious risk of bias as assessed by NICE RCT quality checklist; 2Non-significant results

Domperidone vs. Fludrocortisone for Orthostatic Hypotension

Adverse events

Patients recording Adverse Events

1 study: RCT Very N/A? Not serious  Serious® 13 13 0.73(0.15, 3.47) Very Low
Schoffer 2007 Serious’

"Very serious risk of bias as assessed by NICE RCT quality checklist; 2N/A: only 1 study contributed to the analysis; 3Non-significant results
Blood pressure
Supine blood pressure: mm/Hg

1 study: RCT Very N/A? Not serious  Serious?® 13 13 -4 (-23.6 to 15.64) Very Low
Schoffer 2007 Serious’

"Wery serious risk of bias as assessed by NICE RCT quality checklist; 2N/A: only 1 study contributed to the analysis; 3Non-significant results

138



Error! No text of specified style in document.

Autonomic function

COMPASS:0D
1 study: RCT Very N/A? Not serious  Serious® 13 13 -1 (-2.96 to 0.96) Very Low
Schoffer 2007 Serious’

"Very serious risk of bias as assessed by NICE RCT quality checklist; 2N/A: only 1 study contributed to the analysis; 3Non-significant results
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E.3.4 Psychotic symptoms (hallucinations and delusions)

GRADE profile for network meta-analyses
UPDRS Motor

Change in UPDRS motor score
8 Serious' Not serious Not serious Serious? LOW

1 Downgrade 1 level: Limitations in the design or execution of the study
2 Downgrade 1 level: no interventions had a median rank of 1 [1 to £ n/3]

BPRS total

Change in hallucination score

7 Serious’ Not serious? Not serious® Not serious MODERAT
E

1 Downgrade 1 level: Limitations in the design or execution of the study
2 Assessed based on residual deviance, deviance information criterion and tau2 (tau2<0.5)
3 Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

BPRS Hallucination

Change in hallucination score

3 Serious' Not serious? Not serious® Not serious MODERAT
E

1 Downgrade 1 level: Limitations in the design or execution of the study

2 Assessed based on residual deviance, deviance information criterion and tau2 (tau2<0.5)

3 Considered not serious as population, interventions, comparator and outcomes are as defined in protocol
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Hallucination — BPRS, NPI, Baylor PD Hallucination, Structured interview for hallucinations in PD

Change in hallucination score

5 Serious' Not serious? Not serious® Serious* LOW
1 Downgrade 1 level: Limitations in the design or execution of the study

2 Assessed based on residual deviance, deviance information criterion and tau2 (tau2<0.5)

3 Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

4 Downgrade 1 level: no interventions had a median rank of 1 [1 to £ n/3]

Positive symptoms — SAPS, Positive PANSS, BPRS Positive

Change in positive symptom score

4 Serious’ Not serious? Not serious® Not serious MODERAT
E

1 Downgrade 1 level: Limitations in the design or execution of the study
2 Assessed based on residual deviance, deviance information criterion and tau2 (tau2<0.5)
3 Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

Treatment discontinuation due to adverse events

The rate of an adverse event occurring

8 Serious' Not serious? Not serious® Serious* LOW
1 Downgrade 1 level: Limitations in the design or execution of the study

2 Assessed based on residual deviance, deviance information criterion and tau2 (tau2<0.5)

3 Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

4 Downgrade 1 level: no interventions had a median rank of 1 [1 to + n/3]

Adverse events — Estimate of rate

Adverse events (Ratio)

141



Error! No text of specified style in document.

Serious’ Not serious? Not serious? Not serious*

1 Downgrade 1 level: Limitations in the design or execution of the study

2 Assessed based on residual deviance, deviance information criterion and tau2 (tau2<0.5)

3 Considered not serious as population, interventions, comparator and outcomes are as defined in protocol
4 Downgrade 1 level: no interventions had a median rank of 1 [1 to £ n/3]

Network meta-analyses

Adverse events (rate)

o Placebo
e Clozapine
e Olanzapine
o Quetiapine

Size of nodes is proportional to total number of participants randomised to receive the treatment in question across the evidence-base. Width of connecting lines is
proportional to number of trialHevel comparisons available. Arrowheads indicate direction of effect in pairwise data (a > b denotes a is more effective than b) — filled
arrowheads show comparisons where one option is significantly superior (p<0.05); outlined arrowheads show direction of trend where effect does not reach statistical
significance.
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Adverse events (rate) — evidence network

Adverse events (rate) — input data

Morgante et al. (2004) - 0.23yr 5/1722 3/1701
Ondo et al. (2002) - 0.17yr 12/735 17/1029

Fernandez et al. (2009) - 0.19yr 11/538.125 9/430.5
Ondo et al. (2005) - 0.23yr 14/756 23/1596
Nichols et al. (2013) - 0.08yr 5/224 15/280

Rate data: numerators represent numbers of AEs; denominators are patient-days of exposure

Adverse events (rate) — relative effectiveness of all pairwise combinations

N/A N/A N/A

Placebo

Clozapine 1.55 (0.31, 9.31) N/A N/A
Olanzapine 1.43 (0.82, 2.69) 0.92 (0.14, 5.29) N/A
Quetiapine 0.86 (0.50, 1.53) 0.57 (0.10, 2.58) 0.60 (0.27, 1.35)

Values given are hazard ratios.

The segment below and to the left of the shaded diagonal is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment
effects (row versus column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals.
Because it is not easily possible to pool dichotomous and rate data and derive analogous estimates of hazard ratios from a single frequentist analysis of
direct data only, the segment above and to the right of the shaded diagonal is left blank
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Quetiapine ”
Olanzapine =
Clozapine L
m NMA 0.25 0.5 1 2 4 8 16
O Direct pairwise Hazard Ratio -v- Placebo

Values less than 1 favour the comparator treatment; values greater than 1 favour placebo. Error bars are 95% credible intervals. Direct pairwise estimates are drawn from
inconsistency model.

Adverse events (rate) — relative effect of all options versus common comparator

Adverse events (rate) — rankings for each comparator

Placebo 0.234 2(1,3)
Clozapine 0.201 4(1,4)
Olanzapine 0.042 3(1,4)
Quetiapine 0.523 1(1,3)
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0.6 Placebo 0.6 Clozapine 06 - Olanzapine
0.4
0.2
0.0
1 2 3 4 1 2 3 4

0.6 Quetiapine

1 2 3 4

Histograms show probability that each treatment is ranked in each position relative to the other treatments in the network.

Adverse events (rate) — rank probability histograms

Adverse events (rate) — model fit statistics

10.42 51.721 43.711 59.732
(compared to 10 datapoints)
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Adverse events (rate) — notes
e Count (Poisson; log link); fixed effects
¢ 50000 burn-ins; 10000 recorded iterations

Treatment discontinuation due to AEs

o Placebo
Q Clozapine
o Olanzapine
o Quetiapine

Size of nodes is proportional to total number of participants randomised to receive the treatment in question across the evidence-base. Width of connecting lines is
proportional to number of trial-1evel comparisons available. Arrowheads indicate direction of effect in pairwise data (a > b denotes a is more effective than b) — filled
arrowheads show comparisons where one option is significantly superior (p<0.05); outlined arrowheads show direction of trend where effect does not reach statistical
significance.

Treatment discontinuation due to AEs — evidence network

Treatment discontinuation due to AEs - input data

Morgante et al. (2004) 3/23 2/22
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Friedman (1999) 3/30 3/30

Pollak et al. (2004) 2/28 2/32

Fernandez et al. (2009) 1/8 4/8
Breier et al. (2002) — Europe 1/28 8/49

Breier et al. (2002) — USA 1/42 10/41

Nichols et al. (2013) 0/9 7/14

Shotbolt et al. (2009) 3/13 3/11

Treatment discontinuation due to AEs - relative effectiveness of all pairwise combinations

Placebo 0.94 (0.26, 3.45) 10.14 (2.67, 38.50) 2.40 (0.58, 9.87)
Clozapine 1.33 (0.41, 4.49) - 0.67 (0.10, 4.43)
Olanzapine 15.70 (4.01, 116.30) 12.25 (1.86, 116.70) -

Quetiapine 1.74 (0.51, 6.29) 1.32(0.33, 5.52) 0.11(0.01,0.73)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects
(row versus column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The
segment above and to the right of the shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus
row). Numbers in parentheses are 95% confidence intervals.
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Quetiapine ] )
Olanzapine 2} L
Clozapine 2 u
H NMA 025 05 1 2 4 8 16 32 64 128
O Direct pairwise Odds Ratio -v- Placebo

Values less than 1 favour placebo; values greater than 1 favour the comparator treatment. Solid error bars are 95% credible intervals; dashed error bars are 95% confidence
interval.

Treatment discontinuation due to AEs - relative effect of all options versus common comparator

Treatment discontinuation due to AEs — rankings for each comparator

Placebo 0.589 1(1,3)
Clozapine 0.280 2(1,3)
Olanzapine 0.000 4(4,4)
Quetiapine 0.132 3(1,3)
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10 Placebo 10 Clozapine 10 - Olanzapine
0.8 -
0.6 -
0.4 -
0.2 4
0.0 T T T
1 2 3 4 1 2 3 4
10 - Quetiapine
0.8 4
0.6 -
0.4 -
0.2 -
0.0
1 2 3 4
Histograms show probability that each treatment is ranked in each position relative to the other treatments in the network.

Treatment discontinuation due to AEs — rank probability histograms

Treatment discontinuation due to AEs — model fit statistics

15.52 56.334 45.307 11.028 67.362
(compared to 16 datapoints)
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Treatment discontinuation due to AEs — notes
¢ Dichotomous synchronic (binomial; logit link); fixed effects
e 50000 burn-ins; 10000 recorded iterations

UPDRS Il (motor) score

o Placebo
9 Clozapine
o Olanzapine
o Quetiapine

Size of nodes is proportional to total number of participants randomised to receive the treatment in question across the evidence-base. Width of connecting lines is
proportional to number of trial{evel comparisons available. Arrowheads indicate direction of effect in pairwise data (a > b denotes a is more effective than b) — filled
arrowheads show comparisons where one option is significantly superior (p<0.05); outlined arrowheads show direction of trend where effect does not reach statistical
significance.

UPDRS Il (motor) score — evidence network
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UPDRS Ill (motor) score — input data

Morgante et al. (2004) -1.30 (9.30) 1.00 (11.00)
Friedman (1999) -1.80 (6.00) -3.60 (9.50)

Pollak et al. (2004) -3.00 (8.10) -3.50 (7.70)

Fernandez et al. (2009) 2.83 (7.46) -5.74 (6.84)

Breier et al. (2002) — Europe -0.30 (5.00) 2.70 (6.00)

Breier et al. (2002) — USA -0.20 (4.30) 2.60 (6.00)

Nichols et al. (2013) 1.00 (12.18) 0.80 (12.86)

Shotbolt et al. (2009) 1.10 (14.69) -3.00 (13.47)

Values are mean change from baseline to follow up (SD)

UPDRS lll (motor) score — relative effectiveness of all pairwise combinations

Placebo -1.09 (-4.06, 1.88) 2.81(1.16, 4.46) -7.32(-13.28, -1.37)
Clozapine -1.98 (-4.80, 0.78) - 2.30 (-4.01,8.61)
Olanzapine 2.82 (1.17, 4.44) 4.80 (1.62, 8.07) -

Quetiapine -3.75 (-8.22, 0.70) -1.75 (-6.29, 2.74) -6.58 (-11.32, -1.83)

Values given are weighted mean differences.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects
(row versus column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The
segment above and to the right of the shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus
row). Numbers in parentheses are 95% confidence intervals.
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Quetiapine 4 ) =
Olanzapine
Clozapine i P
m NMA -10 -8 -6 -4 -2 0 2 4 6

O Direct pairwise Mean Difference -v- Placebo

Values greater than 0 favour placebo; values less than 0 favour the comparator treatment. Solid error bars are 95% credible intervals; dashed error bars are 95% confidence
interval.

UPDRS il (motor) score — relative effect of all options versus common comparator

UPDRS Il (motor) score — rankings for each comparator

Placebo 0.009 3 (2,3)
Clozapine 0.219 2(1,3)
Olanzapine 0.000 4(4,4)
Quetiapine 0.772 1(1,3)
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10 - Placebo 10 - Clozapine 10 - Olanzapine
0.8 0.8 4 0.8 -
0.6 4 0.6 0.6 -
0.4 - 0.4 - 0.4 -
0.2 - 0.2 0.2 4
0.0 4 0.0 0.0 T T v
1 2 3 4 1 2 3 4 1 2 3 4
10 Quetiapine
0.8
0.6
0.4
0.2
0.0
1 2 3 4
Histograms show probability that each treatment is ranked in each position relative to the other treatments in the network.

UPDRS Ill (motor) score — rank probability histograms

UPDRS Ill (motor) score — model fit statistics

15.25 64.259 53.29 10.969 75.228
(compared to 16 datapoints)
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UPDRS lll (motor) score — notes
e Continuous (normal; identity link); fixed effects
¢ 50000 burn-ins; 10000 recorded iterations

BPRS hallucinations

o Placebo

e Olanzapine
e Quetiapine

Size of nodes is proportional to total number of participants randomised to receive the treatment in question across the evidence-base. Width of connecting lines is
proportional to number of trial-evel comparisons available. Arrowheads indicate direction of effect in pairwise data (a > b denotes a is more effective than b) — filled
arrowheads show comparisons where one option is significantly superior (p<0.05); outlined arrowheads show direction of trend where effect does not reach statistical

significance.

BPRS hallucinations — evidence network

BPRS hallucinations - input data

Fernandez et al. (2009) -0.04 (0.82) -1.32 (1.13)
Breier et al. (2002) — Europe -1.40 (1.50) -1.00 (1.50)
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Breier et al. (2002) — USA -0.90 (1.40) -0.70 (1.60)
Values are mean change from baseline to follow up (SD)

BPRS hallucinations - relative effectiveness of all pairwise combinations

Placebo 0.29 (-0.18,0.77) -1.28 (-2.25, -0.31)
Olanzapine 0.29(-0.19, 0.77) -
Quetiapine -1.28 (-2.26, -0.31) -1.58 (-2.65, -0.48)

Values given are weighted mean differences.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects
(row versus column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The
segment above and to the right of the shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus
row). Numbers in parentheses are 95% confidence intervals.

Quetiapine 5
Olanzapine o
A4
m NMA -2.5 -2 -1.5 -1 -0.5 0 0.5 1
O Direct pairwise Mean Difference -v- Placebo

Values greater than 0 favour placebo; values less than 0 favour the comparator treatment. Solid error bars are 95% credible intervals; dashed error bars are 95% confidence
interval.

BPRS hallucinations - relative effect of all options versus common comparator

155



Error! No text of specified style in document.

BPRS hallucinations — rankings for each comparator

Placebo 0.005 2(2,3)
Olanzapine 0.001 3(2,3)
Quetiapine 0.994 1(1,1)

10 - Placebo 10 - Olanzapine 10 Quetiapine

0.8 - 0.8 - 0.8

0.6 - 0.6 4 0.6

0.4 4 0.4 - 0.4

0.2 4 0.2 - 0.2

0.0 - 0.0 - 0.0

1 2 3 1 2 3 1 2 3

Histograms show probability that each treatment is ranked in each position relative to the other treatments in the network.

BPRS hallucinations — rank probability histograms

BPRS hallucinations — model fit statistics

5.17 0.446 -4.555 5.446
(compared to 6 datapoints)

BPRS hallucinations — notes
o Continuous (normal; identity link); fixed effects
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‘ * 50000 burn-ins; 10000 recorded iterations

BPRS total

o Placebo
G Clozapine
o Olanzapine
o Quetiapine

Size of nodes is proportional to total number of participants randomised to receive the treatment in question across the evidence-base. Width of connecting lines is
proportional to number of trial{evel comparisons available. Arrowheads indicate direction of effect in pairwise data (a > b denotes a is more effective than b) — filled
arrowheads show comparisons where one option is significantly superior (p<0.05); outlined arrowheads show direction of trend where effect does not reach statistical
significance.

BPRS total — evidence network
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BPRS total — input data

Morgante et al. (2004) -10.70 (3.60) 1.60 (4.20)
Friedman (1999) -2.60 (6.75) -9.30 (7.79)

Fernandez et al. (2009) -0.28 (7.63) -1.00 (6.97)
Breier et al. (2002) -5.50 (8.30) -4.30 (8.30)

Breier et al. (2002) -3.10 (5.90) -2.70 (8.30)

Shotbolt et al. (2009) -2.50 (6.40) -4.20 (6.10)
Rabey (2007) -4.50 (2.90) -4.20 (6.00)

BPRS total — relative effectiveness of all pairwise combinations

Placebo -6.70 (-10.59, -2.81) 0.71(-1.73, 3.15) -0.58 (-3.66, 2.50)
Clozapine -9.78 (-12.52, -7.00) - 12.30 (9.88, 14.72)
Olanzapine 0.71(-1.72, 3.19) 10.49 (6.79, 14.19) -

Quetiapine 1.33 (-1.21, 3.92) 11.12 (8.91, 13.30) 0.62 (-2.90, 4.19)

Values given are hazard ratios.

The segment below and to the left of the shaded diagonal is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus
column). The point estimate reflects the mean of the postenior distribution, and numbers in parentheses are 95% credible intervals. Because it is not easily possible to pool
dichotomous and rate data and derive analogous estimates of hazard ratios from a single frequentist analysis of direct data only, the segment above and to the right of the
shaded diagonal is left blank
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Quetiapine o L
Olanzapine 5
Clozapine i o
H NMA -14 -12 -10 -8 -6 -4 -2 0 2 4
O Direct pairwise Mean Difference -v- Placebo

Values less than 1 favour the comparator treatment; values greater than 1 favour placebo. Error bars are 95% credible intervals. Direct pairwise estimates are drawn from
inconsistency model.

BPRS total — relative effect of all options versus common comparator

BPRS total — rankings for each comparator

Placebo 0.000 2(2,4)
Clozapine 1.000 1(1,1)
Olanzapine 0.000 3(2,4)
Quetiapine 0.000 4(2,4)
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10 - Placebo 10 Clozapine 10 - Olanzapine
0.8 4 0.8 0.8 -
0.6 4 0.6 0.6 -
0.4 - 0.4 0.4
0.2 < 0.2 0.2 4
0.0 - 0.0 0.0 4
1 2 3 4 1 2 3 4 1 2 3 4
10 - Quetiapine
0.8 4
0.6 4
0.4 -
0.2 4
0.0 4
1 2 3 4

Histograms show probability that each treatment is ranked in each position relative to the other treatments in the network.

BPRS total — rank probability histograms

BPRS total — model fit statistics

15.3 51.777 41.735 10.042 61.819
(compared to 14 datapoints)
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BPRS total — notes
e Continuous (normal; identity link); fixed effects
¢ 50000 burn-ins; 10000 recorded iterations

Network meta-analyses (pooling across outcomes)

Hallucinations

0 Placebo

6 Olanzapine
e Quetiapine

Size of nodes is proportional to total number of participants randomised to receive the treatment in question across the evidence-base. Width of connecting lines is
proportional to number of trial{evel comparisons available. Arrowheads indicate direction of effect in pairwise data (a > b denotes a is more effective than b) — filled
arrowheads show comparisons where one option is significantly superior (p<0.05); outlined arrowheads show direction of trend where effect does not reach statistical
significance.

Hallucinations (multiple scales pooled) — evidence network
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Hallucinations (multiple scales pooled) — input data

Ondo et al. (2002) Bespoke interview -2.80 (4.18) -3.50 (5.94)
Fernandez et al. (2009) BPRS hallucination -0.04 (0.82) -1.32 (1.13)
Breier et al. (2002) — Europe NPS hallucination -2.70 (3.60) -2.70 (3.30)
Breier et al. (2002) — USA NPS hallucination -2.50 (2.70) -2.10 (4.30)
Shotbolt et al. (2009) Baylor PD hallucination -2.50 (5.11) -3.30 (2.81)

Values are mean change from baseline to follow up (SD)

Hallucinations (multiple scales pooled) — relative effectiveness of all pairwise combinations

Placebo 0.03 (-0.26, 0.32) -0.58 (-1.23, 0.07)
Olanzapine 0.03 (-0.26, 0.32) -
Quetiapine -0.61 (-1.25, 0.04) -0.65 (-1.34, 0.07)

Values given are standardised mean differences.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects
(row versus column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The
segment above and to the right of the shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus
row). Numbers in parentheses are 95% confidence intervals.

Quetiapine -G

Olanzapine |!
E NMA -1.5 -1 -0.5 0 0.5
O Direct pairwise Standardised Mean Difference -v- Placebo

Values greater than 0 favour placebo; values less than 0 favour the comparator treatment. Solid error bars are 95% credible intervals; dashed error bars are 95% confidence
interval.
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Hallucinations (multiple scales pooled) — relative effect of all options versus common comparator

Hallucinations (multiple scales pooled) — rankings for each comparator

Placebo 0.021 2(2,3)

Olanzapine 0.030 3(1,3)

Quetiapine 0.949 1(1,2)
10 - Placebo 10 - Olanzapine 10 Quetiapine

0.8 - 0.8

0.4
0.2
0.0

04 -
0.2 4
0.0

Hallucinations (multiple scales pooled) — rank probability histograms

Hallucinations (multiple scales pooled) — model fit statistics

5.22 3.703 1.721 1.981 5.684
(compared to 5 datapoints)
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Hallucinations (multiple scales pooled) — notes
e Continuous SMD (normal; identity link); fixed effects
¢ 50000 burn-ins; 10000 recorded iterations

Positive symptoms

0 Placebo
e Clozapine
e Olanzapine

Size of nodes is proportional to total number of participants randomised to receive the treatment in question across the evidence-base. Width of connecting lines is
proportional to number of trial-evel comparisons available. Arrowheads indicate direction of effect in pairwise data (a > b denotes a is more effective than b) — filled
arrowheads show comparisons where one option is significantly superior (p<0.05); outlined arrowheads show direction of trend where effect does not reach statistical

significance.

Positive symptoms (multiple scales pooled) — evidence network

Positive symptoms (multiple scales pooled) — input data

Friedman (1999) SAPS -3.80 (9.87) -11.80 (10.39)
Pollak et al. (2004) Positive PANSS -0.80 (2.80) -5.60 (3.90)
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Breier et al. (2002) — Europe BPRS Positive -2.90 (3.40) -2.30 (4.10)
Breier et al. (2002) — USA BPRS Positive -1.60 (3.90) -1.70 (3.50)
Values are mean change from baseline to follow up (SD)

Positive symptoms (multiple scales pooled) — relative effectiveness of all pairwise combinations

Placebo -1.09 (-1.48, -0.69) 0.06 (-0.26, 0.37)
Clozapine -1.11 (-1.50, -0.71) -
Olanzapine 0.06 (-0.25, 0.37) 1.16 (0.66, 1.67)

Values given are standardised mean differences.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects
(row versus column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The
segment above and to the right of the shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus
row). Numbers in parentheses are 95% confidence intervals.

Olanzapine T
A4
Clozapine %
E NMA -1.5 -1 -0.5 0 0.5
O Direct pairwise Standardised Mean Difference -v- Placebo

Values greater than 0 favour placebo; values less than 0 favour the comparator treatment. Solid error bars are 95% credible intervals; dashed error bars are 95% confidence
interval.

Positive symptoms (multiple scales pooled) — relative effect of all options versus common comparator
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Positive symptoms (multiple scales pooled) — rankings for each comparator

Placebo 0.000 2(2,3)
Clozapine 1.000 1(1,1)
Olanzapine 0.000 3 (2,3)

10 - Placebo 10 Clozapine 10 - Olanzapine

0.8 - 0.8

0.6 4 0.6

0.4 - 04

0.2 - 0.2

0.0 o 0.0

1 2 3 1 2 3

Positive symptoms (multiple scales pooled) — rank probability histograms

Positive symptoms (multiple scales pooled) — model fit statistics

4.624 1.071 -0.91 1.981 3.053
(compared to 4 datapoints)

Positive symptoms (multiple scales pooled) — notes
e Continuous SMD (normal; identity link); fixed effects
¢ 50000 burn-ins; 10000 recorded iterations
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BPRS psychosis

Experimental Control Mean Difference Mean Difference
Studhy or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl

20.1.1 Olanzapine
Michols MJ et al, 2013 778 4487 £ g 44

1000% -025[-4.831,4.31]
100.0% -0.25[-4.81, 4.31]

=Rl

Subtotal (95% CI) 9

Heterageneity: Mat applicable
Test for overall effect F =011 (F=0.491)

Total (95% CI) g 9 100.0% -0.25[-4.81, 4.31]
Heterogeneity: Mot applicable

-7 0 2

=t

J S

Test for overall effect Z=011(P=049"7) i Expetimental  Cantral
Test for subgroup differences: Mot applicable
BPRS psychosis — Clozapine vs. Quetiapine

Clozapine Quetiapine Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fized, 95% CI
Morgante L etal, 2004 8o 2 20 84 15 20 1000% 0A0[1.00,1.20]
Total (95% CI 20 20 100.0% 0.10[-1.00,1.20]
Heterogeneity, Mot applicable I—E I“I : 4
Testfor overall effect: £=0.18 (P = [.86)

Clozapine Cuetiapine
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BPRS hallucination
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
20.1.1 Quetiapine

Fernandez HH et al., 2009 -1.32 113 g -0.04 082 g 19.4% -1.28[2.25-0.31] =

Subtotal {(95% CI) 8 8 194% -1.28[-2.25,-0.31] —
Heterogeneity: Mot applicahle

Testfor overall effect Z= 2489 (P=0.010)

20.1.2 Olanzapine

Breier A et al, 2002 EU -1 14 49 14 1.4 28 37.4%  0.40[-0.30,1.10] —
EBreier A etal, 2002 US 07 1k 41 08 14 42 43.3%  0.20[-0.45, 0.84] ——
Subtotal {(95% CI) 90 ¥0 80.6% 0.29[-0.18,0.77] e
Heterogeneity, ChF= 017, df=1 {P=0.68), F= 0%

Testfor overall effect Z=1.21(P=0.23)

Total (95% CI) LI 78 100.0% -0.01[-0.44,0.41] -?-

Heterogeneity: Chi*=8.35 df=2 (F=002%; F=76%
Test for overall effect Z£=0.05 (P = 0.498)

Testfor subgroup differences: Chi*= 818, df=1 (P=0.004), = 87.8%
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Structured interview for hallucinations in PD

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

20.1.1 Olanzapine

Ondo W et al., 2002 85 68 16 111 4.7 11 100.0% -1.60[5.94, 2.74] l
Subtotal (95% CI) 16 11 100.0% -1.60[-5.94, 2.74]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.72 (F=0.47)

Total {95% CI) 16 11 100.0% -1.60 [-5.94, 2.74] ——*——

Heterageneity: Mot applicable '4 R 5 %
Test for overall effect, Z=0.72 (P =0.47) Experimental  Control
Test for subgroup differences: Mot applicable

Baylor PD hallucination

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight N, Fixed, 95% CI IV, Fizxed, 95% Cl

Jon -

20.1.1 Quetiapine

Shotholt P etal, 2009 8.3 24 11 94 44 13 1000% -1.10[-4.27, 2.07] l
Subtotal (95% CI) 11 13 100.0% -1.10 [-4.27, 2.07]

Heterogeneity: Mot applicable
Testfor overall effect £ = 0.638 (P = 0.40)

Total (95% CIj 1 13 100.0% -1.10[-4.27, 2.07] ——*——

Heterogeneity: Mot applicable ) 5 5 3
Test for averall effect: £= 0.68 (P = 0.50) Expetimental Contral
Testfor subgroup differences: Mot applicable
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NPI hallucination

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight N, Fixed, 95% CI I, Fixed, 95% CI
20.1.1 Olanzapine
Breier A etal, 2002 EUJ =27 3.3 49 27 36 28 477% 0.00[1.62,1.62]
Breier A et al, 2002 US 21 4.3 41 -2A5 2T 42 523% 0.40[1.14,1.499] L
Subtotal (959% CI) a0 0 100.0% 0.21[-0.91, 1.33]

Heterogeneity, Chif=012, df=1(F=073; F=0%
Testfor overall effect: Z=037 (P=0.71)

Total {95% CI) on 70 100.0% 0.21[-0.91, 1.33]
Heterageneity, Chif= 012, df=1{P=0.73); F= 0% 5_2 51 ] .
Test for overall effect £=0.37 (P=0.71)

, ’ Experimental Control
Test far subgroup differences: Mat applicahle

BPRS positive
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight N, Fixed, 95% Cl I, Fixed, 95% CI
20.1.1 Olanzapine
EreierAetal, 2002 EL -2.3 441 49 29 3.4 28 46.6% 0.60[1.10,2.30] i
EBreierAetal, 2002 U5 1.7 34 41 16 3.9 42 a3.4% -010[1.65,1.49] :
Subtotal {95% CI) a0 70 100.0% 0.23[-0.94, 1.39]

Heterageneity: Chif=0.349, df=1 (P = 0.96); F=0%
Testfor averall effect £= 038 (F=0.70)

Total (95% CI) 21 70 1000% 0.23[-0.94, 1.39] —-?—-
Heterogeneity, Chi®=0.35, df=1 (P = 0.56); F= 0% 52 I’I i ,i )
Testfor overall effect Z=0.38(F =070 |

: ’ Experimental Contro
Test for subgroup differences: Mot applicable
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PANSS positive

Experimental Control
Studhy or Subgroup Mean SD Total Mean SD Total

Mean Difference
Weight I, Fixed, 95% Cl

Mean Difference
I, Fixed, 95% Cl

20.1.1 Clozapine

Follak P etal., 2004 -aF 24 32 -08 218 28
Subtotal (95% Cl) 32 28

Heterogeneity: Mot applicahle
Testfor averall effect: £=5.52 (F = 0.00001)

Total (95% Cl) 32 28
Heterogeneity: Mot applicakle

100.0% -4.80[-6.50 -3.10]
100.0% -4.80 [-6.50, -3.10]

100.0% -4.80 [-6.50, -3.10]

-

4 -2 0 2

4
Testfor overall effect: £= 5.2 (F = 0.00001) Experimental  Control
Testfor subgroup differences: Mot applicable
SAPS
Experimental Control Mean Difference Mean Difference

Stuiy or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fixed, 95% CI

20.1.1 Clozapine

Friedman et al., 1999 -11.8 10,3923 27 -3.8 9.87IEH 27 100.0% -8.00[-13.41,-2.84)] l

Subtotal (95% CI) 27 27 100.0% -8.00[-13.41,-2.59]

Heterogeneity: Mot applicable

Test for overall effect: = 2.80 (F = 0.004)

Total (95% CI) 27 27 100.0% -8.00[-13.41,-2.50] ——

Heterogeneity: Mot applicakle I ! I I
Test for averall effect Z= 2.90 (P = 0.004) -0 2 0 5 1o

Test far subgroup differences: Mot applicable
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NPI delusions

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight N, Fixed, 95% CI IV, Fixed, 95% CI

20.1.1 Olanzapine

Breier Aetal, 2002 EU 11 34 49 -2 28 28 56.8% 0800445 2.29]

Breier Aetal, 2002 115 -0.7 33 41 1.7 38 47 432% 1.00[-0.455, 2.59]

Heterogeneity: Chi*=0.01, df =1 (P =0.92; F= 0%
Testfor averall effect £=1.81 (P =0.07)

Total (95% CI) 90 70 100.0% 0.94[-D.08, 1.95]
Heterogeneity: Chi®=0.01, df =1 (P =092, F= 0%

L

i
Subtotal (95% Cl) o0 0 100.0% 0.94 [-0.08, 1.96] '-*-_
—*—

g 1

2 1 2

Testfor averall effect £=1.81 (P =0.07) Experimental Cantrol

Testfor subgroup differences: Mot applicahle
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UPDRS motor
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total YWeight I, Fixed, 95% CI I, Fixed, 95% CI
20.1.1 Quetiapine

Fernandez HH et al, 20049 -5.74 K84 g 283 746 8 G3.3% -BAF¥[15.58,-1.56) * L

Shotholt P et al, 2009 282 123 11 301 104 13 3BT%R  -1890[11.11, F.31] L

Subtotal (95% CI) 19 21 100.0% -6.12 [-11.70,-0.54] —s—
Heterageneity: Chi*=1.28, df=1 (F=0.26); F= 22%

Test for overall effect: £= 215 (P =0.03)

20.1.2 Olanz apine

Breier Aetal, 2002 EL 27 4] 49  -0.3 ] 28 439% 3.00[0.40, 5.40] —i—
BreierAetal, 2002 US 26 fi 41 -0.2 43 42 A4 2% 2.80[0.45, 5.08] —i—
Michaols MJ et al, 2013 302 13349 g 3 13049 g 1.8% -0.70[12.83,11.53] 4

Subtotal (95% CI) o9 79 100.0% 2.82[1.17, 4.48] e o
Heterogeneity: Chi*=0.34, df= 2 (F=0.84); F= 0%

Test for overall effect: £=3.34 (P = 0.0008)

20.1.3 Clozapine

Friedman et al, 19584 -36 94 28 -1.8 28 454% -1.80 [-6.20, 2.60] L

Pollak P et al., 2004 -34 vy 32 -3 a.1 28 A4 6% -0.80 [-4.81, 3.51] =

Subtotal (95% CI) a¥ 53 100.0% -1.09 [-4.06, 1.88]

Heterogeneity: Chif= 018, df=1 (F=067); F= 0%

Testfor overall effect: =072 (F=0.47)

-10 -5 0 5 10

Testfor subgroup differences: Chi*=12.52, df= 2 (P =0.002), F=34.0%

173

Experimental

Contraol



Error! No text of specified style in document.

UPDRS motor — Clozapine vs. Quetiapine

Mean Difference
Weight IV, Fixed, 95% Cl

Mean Difference
I, Fixed, 95% Cl

Clozapine Cluetiapine
Study or Subgroup Mean 5D Total Mean 5D Total
20.4.4 Clozapine vs. Quetiapine
Morgante L et al., 2004 ag.F 9.2 20 a4 11 20
Subtotal (95% CI) 20 20
Heterageneity: Mat applicakle
Test for overall effect: £=0.84 (P = 0.40)
Total {95% CI) 20 20

Heterogeneity: Mot applicahle
Test for overall effect: £=0.84 (F = 0.40)
Test for subgroup differences: Mot applicable

100.0% 2.70[3.58, 8.959]
100.0% 2.70[-3.58, 8.98]

100.0% 2.70[-3.58, 8.08]
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Treatment discontinuation due to AEs

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
20.1.1 Quetiapine
Fernandez HH et al., 2009 4 a 1 g 5.4% 7.00[0.A7, 86.32 *
Ondo WG etal., 2005 1] 21 1] 10 Mot estimahle
Shothalt P etal., 20049 3 11 3 13 21.8% 1.259[0.20, 7.96] =
Subtotal (95% CIy 10 31 26.8% 2.10 [0.58, 9.87] —ee———
Total events 7 4
Heterogeneity: Chif=117, di=1 (P =0.28), F=15%
Test for overall effect: 2=1.21 (P = 0.22)
20.1.2 Olanzapine
Breier A etal, 2002 EU a 44 1 28 11.4% a.27 [0.62, 44.54] 2
Breier Aetal, 2002 US 10 41 1 42 2.0% 13.23[1.61,108.86] *
Michaols MJ et al, 2013 7 14 1] E| 32% 19.001[0893, 388.77) *
Ondo WG etal., 2002 1] 18 1] 12 Mot estimahle
Subtotal (95% Cl) 122 01 227% 10.03 [2.64, 38.13] —ee i ——
Total events 25 2
Heterageneity: Chif=0.59, df= 2 (P =0.79); F=0%
Test for overall effect: £=3.39 (P =0.0007)
20.1.3 Clozapine
Friedman et al., 1999 3 an 3 0 29.0% 1.00[0.14, 5.40] T
Follak P etal., 2004 2 3z 2 28 21.8% Q.87 [0.11, 6.549] =
Subtotal (95% Cl) 62 8  50.5% 0.94 [D.26, 3.45] ——*——
Total events A A
Heterogeneity: Chif=0.01, df=1 (P =082 F=0%
Test for overall effect: 2= 0.09 (P = 0.93)
Total (95% CI) 224 180 100.0% 3.40[1.67, 6.91] —oali—

Total events

ar

11

Heterogeneity: ChifF=8.21, df=6(P =022, F=27%
Test for overall effect: 2= 3.38 (P =0.0007)
Testfor subgroup differences: Chi*=6.26, df=2 (P =004), F=68.0%
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Treatment discontinuation due to AEs — Clozapine vs. Quetiapine

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fizxed, 95% Cl M-H, Fixed, 95% CI
20.5.4 Clozapine vs. Quetiapine
Morgante L et al., 2004 3 23 2 22 100.0% 1.60[0.23, 9.9/ I
Subtotal (95% CI) 23 22 100.0% 1.50 [0.23, 9.96]
Total events 3 2
Heterogeneity: Mot applicable
Test for overall effect: Z=042 (P=0.67)
Total (95% CI) 23 22 100.0% 1.50[0.23, 9.95] e —
Total events 3 2
Heterogeneity: Mot applicable 'III.1 sz III!E ﬁ é 1D'

Test for overall effect: Z=042 (F=0.67)

Test for subgroup differences: Mot applicable
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Adverse events (rate)

Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratio] SE Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
20.2.1 Quetiapine
Cndo WG et al., 2005 -0.25078 032338979 39.3% 0.78[0.40 1.51] L
Fernandez HH et al., 20049 0022473 0449467 224% 1.02[042 247
Subtotal (95% CI) 61.7% 0.86[0.51, 1.446] —6—
Heterogeneity: Chi*=0.24, df=1 (P=063) F=0%
Test for overall effect. F= 0486 (P = 0.58)
20.2.2 Olanzapine
Michols mMd et al., 2013 0.are468 0516398 17.0% 2.40[0.87, 6.60] ® *
Cndo WG et al., 2002 0962811 0460566 21.3% 2.62[1.06, 6.46] +
Subtotal (95% CI) 38.3% 2.52[1.28, 4.94] -~ ——
Heterogeneity: Chi*=0.02, df=1 (P=0.90% F=0%
Test for overall effect £=2.69 (P = 0.007)
Total {95% Cl) 100.0% 1.30[0.85, 1.97] ——aaliie—
Heterogeneity: Chi*= 6.30, df= 3 (P = 0103 F= 52% IIII 2 IIIIE % 55

Testfor overall effect F=122(P=022%

Test for subgroup differences; Chi*= 6.05, dfi=1 (P =001}, F=83.45%
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Adverse events (rate) — Clozapine vs. Quetiapine

Hate Ratio Hate Ratio
Study or Subgroup log[Rate Ratio] SE Weight Y, Fizxed, 95% CI I, Fixed, 95% CI
20.6.4 Clozapine vs. Quetiapine
Morgante L et al,, 2004 0498556 0730297 100.0% 1.65[0.39, 6.849] I
Subtotal (95% Cl) 100.0% 1.65 [0.39, 6.89]
Heterogeneity: Mot applicahle
Test for averall effect: Z=0.68 (P = 0.49)
Total (95% CI) 100.0% 1.65 [0.39, 6.89] e —
Heterogeneity; Mot applicahle IIIIE IIIIE é é
Test for overall effect £= 068 (P = 0.49) ' Clnzapine Quetiapine

Test for subgroup differences: Mot applicahle
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Mortality
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
20.1.1 Quetiapine
Fernandez HH et al., 20049 1] g 1] g Mot estimahble
Cndao WG et al, 2005 1] 21 2 10 B5.2% 0.08[0.00,1.82] # L
Shotholt P etal, 20049 1] 11 a 13 Mot estimable
Subtotal {95% CIy 40 31 65.2% 0.08[0.00, 1.82] —s——
Total events 1] 2

Heterogeneity: Mot applicable
Testfor overall effect: F=1458(F=011)

20.1.2 Olanzapine

Michols mMd etal, 2013 1] 14 1 8 348% 0.20[0.01,5.39] L

Ondo WG et al, 2002 0 18 1] 12 mat estimahle

Subtotal (95% CI) 32 21 31.8% 0.20 [0.01, 5.35] ——e N ———
Total events 1] 1

Heterogeneity: Mot applicable
Testfor overall effect £= 097 (F =0.33)

Total (95% CI) 72 52 100.0%  0.12 [0.01, 1.14] ——e

Total events 1] 3

0.005 0.1 10
Experimental Control

Heterogeneity: Chif=015, df=1{(P=070); F=0%
Test for overall effect: £=1.85 (P = 0.06)
Testfor subgroup differences: Chi*=01%,df=1 (P=0.70), F=0%
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BPRS Psychosis - Olanzapine

Average Cl score change
1 study: RCT  Serious’ N/A? Not serious®  Serious* 9 9 -0.25 (-4.81, 4.31)

LOW

Nichols et al., 2013

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

BPRS Psychosis - Clozapine vs. Quetiapine

Average ClI score change
1 study: RCT  Serious’ N/A2 Not serious®  serious* 20 20 0.1(-1,1.2)

LOW

Morgante et al., 2004

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

BPRS Hallucination — Quetiapine

Average Cl score change

1 study: RCT  Serious' N/A? Not serious® Serious® 8 8 -1.28 (-2.25, -0.31)
LOW
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Fernandez et al., 2009

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol

4 Non-significant results
5 Serious imprecision: Cl cross MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

8 Very small sample size

BPRS Hallucination — Olanzapine

Average Cl score change

2 studies: RCT  Serious' Not serious  Not Serious* 90 70 0.29 (-0.18, 0.77)
serious?® LOW
Breier et al., 2002 — EU
study
Breier et al., 2002 — US
study

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

NPI hallucination — Olanzapine

Average Cl score change
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2 studies: RCT Serious' Notserious Not Serious* 70 0.21(-0.91, 1.33)
serious?® LOW
Breier et al., 2002 — EU
study
Breier et al., 2002 — US
study

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Baylor PD Hallucination — Quetiapine

Average ClI score change
1 study: RCT  Serious’ N/A? Not serious®  Serious* 11 13 -1.1 (4.27, 2.07)

LOW

Shotbolt et al., 2009

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Structured interview for hallucinations in PD — Olanzapine

Average Cl score change

1 study: RCT  Serious’ N/A? Not Serious* 16 11 -1.6 (-5.94, 2.74)
serious® LOW
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Ondo et al., 2002

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

BPRS Positive — Olanzapine

Average Cl score change

2 studies: RCT  Serious' Not serious Not Serious* 90 70 0.23 (-0.94, 1.39)
serious?® LOW
Breier et al., 2002 — EU
study
Breier et al., 2002 — US
study

! Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Positive PANSS - Clozapine

Average Cl score change
1 study: RCT  Serious’ N/A? Not serious® Not serious 32 28 -4.8 (6.5, -3.1)

MODERAT

Pollak et al., 2004 E
1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
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SAPS - Clozapine

Average Cl score change

1 study: RCT  Serious’ N/A? Not serious®  Serious* 27 27 -8 (-13.41, - 2.59)
LOW

Friedman et al., 1999

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

NPI Delusions — Olanzapine

Average ClI score change

2 studies: RCT  Serious' Not serious Not Serious* 90 70 0.94 (-0.08, 1.96)
serious?® LOW
Breier et al., 2002 — EU
study
Breier et al., 2002 — US
study

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

UPDRS Motor — Quetiapine
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UPDRS Motor - Quetiapine (Better indicated by lower values)
2 studies: RCT Serious' Not serious Not serious®  Serious® 19 21 -6.12 (-11.7, - 0.54)

LOW

Fernandez et al., 2009

Shotbolt et al., 2009

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol

4 Non-significant results

5 Serious imprecision: Cl cross MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

UPDRS Motor - Olanzapine

Average ClI score change

3 studies: RCT  Serious' Not serious Not Serious® 99 79 2.82(1.17,4.48)
serious?® LOW
Breier A et al., 2002 - EU
study
Breier A et al., 2002 — US
study

Nichols et al., 2013

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol

4 Non-significant results

5 Serious imprecision: Cl cross MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

UPDRS Motor — Clozapine
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Average Cl score change
2 studies: RCT  Serious' Not serious Not serious®  Serious® 57 53 -1.09 (-4.06, 1.88)

LOW

Friedman et al., 1999

Pollak et al., 2004

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol

4 Non-significant results

5 Serious imprecision: Cl cross MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

UPDRS Motor - Clozapine vs. Quetiapine
Average Cl score change
1 study: RCT  Serious’ N/A? Not serious®  Serious® 20 20 2.7 (-3.58, 8.98)

LOW
Morgante et al., 2004

Dropouts due to AEs — Quetiapine

Dropouts due to AEs

3 studies: RCT  Serious' Not serious Not serious® Serious* 7/40 4/31 2.4 (0.58,
9.87) LOW

Fernandez et al.,
2009

Ondo et al., 2005
Shotbolt et al., 2005
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1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Dropouts due to AEs — Olanzapine

Dropouts due to AEs

4 studies: RCT  Serious’ Not serious Not Not 25/122 2/91 10.03 (2.64, MODERA
serious?® serious 38.13) TE

Breier et al., 2002 —

EU

Breier et al., 2002 —

us

Nichols et al., 2013
Ondo et al., 2002

1 Serious risk of bias as assessed by NICE RCT quality checklist
2 N/A; Not applicable, only 1 study contributed to this analysis
3 No serious indirectness, population was as specified in review protocol

Dropouts due to AEs — Clozapine

Dropouts due to AEs
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2 studies: RCT Serious’ Not serious Serious* 5/62 5/58 0.94 (0.26 to 3.45)
serlous3 LOW

Friedman et al.,
1999

Pollak et al., 2014

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Dropouts due to AEs - Clozapine vs. Quetiapine

Dropouts due to AEs

1 study: RCT  Serious' N/A? Not Serious* 3/23 2/22 1.5 (0.23, 9.96)
serious® LOW

Morgante et al.,
2004

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Adverse event - Estimate of rate — Quetiapine

The rate of an adverse event occurring
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2 studies: Serious’ Not serious Not serious?® Serious* 0.86 (0.51,
1.46) LOW

Fernandez
et al.,
2009
Ondo et
al., 2005

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Adverse event - Estimate of rate — Olanzapine

The rate of an adverse event occurring

2 studies: RCT  Serious’ Not serious® Not serious®  Not serious 31 21 2.52(1.28, MODERAT
4.94) E

Nichols et al., 2013
Ondo et al., 2002

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Adverse event - Estimate of rate - Clozapine vs. Quetiapine
The rate of an adverse event occurring

1 study: RCT Serious' N/A? Not serious®  Serious* 23 22 1.65 (0.39, LOW
6.89)
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Morgante et al., 2004

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Mortality - Quetiapine

Mortality
3 studies: RCT  Serious' N/A2 Not Serious*  0/40 2/31 OR 0.08 (0, 1.82) LOW
serious?®

Fernandez et al.,
2009

Ondo et al., 2005
Shotbolt et al., 2009

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

Mortality — Olanzapine

Mortality - Olanzapine

2 studies: RCT Serious' N/AZ2 Not Serious* 0/32 1/21 OR 0.2 (0.01, 5.35) LOW
serious?®
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Nichols et al.,
2013

Ondo et al., 2002

1 Serious risk of bias as assessed by NICE RCT quality checklist

2 N/A; Not applicable, only 1 study contributed to this analysis

3 No serious indirectness, population was as specified in review protocol
4 Non-significant results

E.3.5 REM sleep disorder behaviour

Rivastigmine effects on RBD sleep disorder in Parkinson’s disease

Frequency of RBD episodes
Di Giacomo RCT Serious’ NA2 Not serious  Serious?® 12 12 2.5 (0.0to0 4.5) LOW
2012

"Very serious risk of bias as assessed by NICE RCT quality checklist; 2N/A: only 1 study contributed to the analysis; 3Study number is very small

Rivastigmine for the treatment of RBD sleep disorder: Serious adverse events

Adverse events leading to study discontinuation in rivastigmine group

Di Giacomo RCT Serious’ NAZ? Not serious  Serious® 12 12 2 LOW
2012

Adverse events leading to study discontinuation in placebo group
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Di Giacomo Serious’ Not serious  Serious®
2012

"Very serious risk of bias as assessed by NICE RCT quality checklist; 2N/A: only 1 study contributed to the analysis; 3Study number is very small
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E.3.6 Thermoregulatory dysfunction

None
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Pharmacological management of dementia associated with Parkinson’s disease

Parkinson’s disease dementia — cholinesterase inhibitors

PDD - cholinesterase inhibitor vs. placebo: adverse events

Any adverse events — cholinesterase inhibitors (probability of experiencing 21; follow-up 10 to 24 weeks; lower is better); see Figure 1 for forest plot

41-4 RCT  notserious not serious not serious  notserious  609/774 268/384 RR1.12(1.04 to 1.21) 84 more per 1000 (from 28 more to 147 more)
(78.7%) (69.8%)

Any adverse events — donepezil (probability of experiencing 21; follow-up 10 to 24 weeks; lower is better)

3124 RCT  notserious not serious not serious  serious® 306/412 141/205 RR 1.07 (0.96 to 1.19) 48 more per 1000 (from 28 fewer to 131 more)
(74.3%) (68.8%)

Any adverse events — rivastigmine (probability of experiencing 21; follow-up 24 weeks; lower is better)

13 RCT  notserious NA not serious  not serious  303/362 127/179 RR1.18 (1.06 to 1.31) 128 more per 1000 (from 43 more to 220 more)
(83.7%) (70.9%)

Serious adverse events — cholinesterase inhibitors (probability of experiencing 21; follow-up 24 weeks; lower is better); see Figure 2 for forest plot

223 RCT  notserious serious® not serious  serious® 114/739 48/352 RR1.13 (0.82 to 1.54) 18 more per 1000 (from 25 fewer to 74 more)
(15.4%) (13.6%)

Serious adverse events — donepezil (probability of experiencing 21; follow-up 24 weeks; lower is better)

12 RCT  notserious NA not serious  serious® 67/377 22/173 RR 1.4 (0.89to0 2.18) 51 more per 1000 (from 14 fewer to 150 more)
(17.8%) (12.7%)

Serious adverse events — rivastigmine (probability of experiencing 21; follow-up 24 weeks; lower is better)

13 RCT  notserious NA not serious  serious® 47/362 26/179 RRO0.89 (0.57 to 1.39) 16 fewer per 1000 (from 62 fewer to 57 more)
(13%) (14.5%)

Adverse events requiring treatment withdrawal — cholinesterase inhibitors (probability of experiencing; follow-up 24 weeks; lower is better); see Figure 3 for forest plot

313 RCT  notserious not serious not serious  notserious  122/753 33/364 RR1.76 (1.23 to 2.53) 69 more per 1000 (from 21 more to 139 more)
(16.2%) (9.1%)

Adverse events requiring treatment withdrawal — donepezil (probability of experiencing; follow-up 24 weeks)

212 RCT  notserious not serious not serious  serious® 60/391 19/185 RR 1.46 (0.91 to 2.35) 47 more per 1000 (from 9 fewer to 139 more)
(15.3%) (10.3%)

Adverse events requiring treatment withdrawal — rivastigmine (probability of experiencing; follow-up 24 weeks)

13 RCT  notserious NA not serious  not serious 62/362 14/179 RR2.19(1.26 to 3.8) 93 more per 1000 (from 20 more to 219 more)
(17.1%) (7.8%)

Hallucinations — cholinesterase inhibitors (probability of experiencing; follow-up 24 weeks; lower is better); see Figure 4 for forest plot

223 RCT  notserious not serious not serious  not serious 35/739 31/352 RR0.54 (0.34 to 0.86) 41 fewer per 1000 (from 12 fewer to 58 fewer)
(4.7%) (8.8%)

Hallucinations — donepezil (probability of experiencing; follow-up 24 weeks; lower is better)
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RCT  not serious not serious  serious® 18/377 14/173 RR0.59 (0.3 to 1.16) 33 fewer per 1000 (from 57 fewer to 13 more) @DP0

(4.8%) (8.1%) MODERATE

Hallucinations — rivastigmine (probability of experiencing; follow-up 24 weeks; lower is better)

13 RCT  notserious NA not serious  not serious 17/362 17/179 RR 0.49 (0.26 to 0.95) 48 fewer per 1000 (from 5 fewer to 70 fewer) ODOD
(4.7%) (9.5%) HIGH

1 Aarsland 2002

2 Dubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg)

3 Emre 2004

4 Ravina 2005

5 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference
62 > 40% between studies

PDD - rivastigmine patches vs. rivastigmine capsules: adverse events

Any adverse events (probability of experiencing 21; follow-up 76 weeks; lower is better)

11 RCT  serious? N/A not serious  not serious 263/288 274/294 RR 0.98 (0.93 to 19 fewer per 1000 (from 65 fewer to 28 @®®00
(91.3%) (93.2%) 1.03) more) LOW

Serious adverse events (probability of experiencing 21; follow-up 76 weeks; lower is better)

1 RCT  serious? N/A not serious  serious® 83/288 87/294 RR 0.97 (0.76 to 9 fewer per 1000 (from 71 fewer to 74  ®®00
(28.8%) (29.6%) 1.25) more) LOW

Adverse events requiring treatment withdrawal (probability of experiencing; follow-up 76 weeks; lower is better)

1 RCT  serious? N/A not serious  serious® 71/288 80/294 RR 0.91 (0.69 to 24 fewer per 1000 (from 84 fewer to 52  ®®00
(24.7%) (27.2%) 1.19) more) LOW

Hallucinations (probability of experiencing ; follow-up 76 weeks)

11 RCT  serious? N/A not serious  serious® 25/288 20/294 RR 1.28 (0.73 to 19 more per 1000 (from 18 fewer to 85 @®®00
(8.7%) (6.8%) 2.25) more) LOW

"Emre 2014

2 Open-abel study

3 Data are consistent with appreciable hamm, appreciable benefit or no difference
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Cholinesterase inhibitor Placeho Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Donepezil
Aarsland 2002 12 14 ] 12 2.7% 1.14 [0.77,1.64] T
Dubois 2012 283 T 123 173 472% 1.06 [0.94,1.18]
Ravina 2005 11 M £] 20 2 6% 116 [0.62, 2.149] %
Subtotal (95% CI) 412 205  52.5% 1.07 [0.96, 1.19]
Total events 306 141

Heterogeneity, Chi*=0.22, df= 2 (P=0.89); F=0%
Testfor overall effect Z=116 (P =024

1.1.2 Rivastiomine

Emre 2004 303 362 127 178 475% 1.18 [1.06,1.31] |
Subtotal (95% CI) 362 179 47.5% 1.18[1.06, 1.31] L
Total events 303 127
Heterogeneity: Mot applicahle
Test for overall effect £=23.11 (P =0.002)
Total (95% CI) 774 384 100.0% 1.12[1.04, 1.21] Ld
Total events 609 268
i - _ _ R = I I : :
Heterogeneity Chi®= 2.06, df=3 (P =056 F= 0% 005 02 : 0

Test for overall effect 2= 297 (P =0003)

. . Favours medication Favours placebo
Test for subgroup differences; ChiF=1.78, df=1 (P=018), F=43.9%

PDD - cholinesterase inhibitor vs placebo: any adverse events (proportion of participants experiencing 21) — forest plot

[Insert footer here] 196 of 379



Error! No text of specified style in document.

Cholinesterase inhibitor

Study or Subgroup Bvents

Placebo
Total Events Total

Risk Ratio

Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CIl

1.2.1 Donepezil

Dubois 2012 BT
Subtotal (95% CI)

Total events 67
Heterogeneity: Mat applicahle
Testfor overall effect: Z=147(P=014

1.2.2 Rivastigmine

Ermre 2004 47
Subtotal (95% CI)

Total events ar
Heterogeneity; kot applicahle
Testtor overall effect: 7= 049 (F =062

Total (95% CI)
Total events 114

Heterogeneity: Chi*=1.94, df=1 (P =016 F=48%

Testfor aoverall effect: =075 (P =045

ary
377

362
362

739

22

22

26

26

43

173
173

1749
179

352

46.4%
46.4%

53.6%
53.6%

100.0%

Test for suboroup diferences: Chi®=1.93, df=1 (P=0.16), F=48.3%

1.40[0.58, 2.18]
1.40[0.89, 2.18]

0.89 [0.57,1.39]
0.89 [0.57, 1.39]

1.13[0.82, 1.54]

-

-——

-

>

0.05

0.2
Favours medicatiorn

N Favours placeho

PDD - cholinesterase inhibitor vs placebo: serious adverse events (proportion of participants experiencing 21) — forest plot

[Insert footer here]

197 of 379



Error! No text of specified style in document.

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.3.1 Donepexzil
Aarsland 2002 2 14 i 12 1.2% 4.33[0.23,82.31] *
Dubois 2012 a8 FT 18 173 &7.58% 1.40 [0.86, 2.28] ——
Subtotal (95% CI) ki) | 185 58.7% 1.46 [0.91, 2.35] et
Total events fl 149

Heterogeneity: Chi®=0.55, df=1 (P = 0.46), F=0%
Testfor overall effect Z=1.55 (F=0123)

1.3.2 Rivastigmine

Emre 2004 62 362 14 179 41.3% 2.19[1.26, 3.80] —i—
Subtotal (95% CI) 362 179 41.3% 2.19[1.26, 3.80] ""'
Total events G2 14

Heterogeneity: Mot applicable
Test for overall effect: 2= 2.79 (F = 0.005)

Total (95% CI) 753 364 100.0% 1.76 [1.23, 2.53] -

Total events 122 33

?et?;ngenemrl:l C;I ?‘12?13 g;:F?EPnznﬂn.;D); F=0% Nos 02 t =0
BSLIOr overall 8 EE,' =3.08 T ) Favours medication Favours placebo

Testfor subgroup differences: Chf=118, dfi= 1 (FP=0.28), F=157%

PDD - cholinesterase inhibitor vs placebo: adverse events requiring treatment withdrawal (proportion of participants experiencing)
forest plot
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Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 Donepezil
Dubois 2012 18 3rT 14 173 458% 0.59[0.30,1.16] ——
Subtotal (95% CI) 37T 173 458% 0.59 [0.30, 1.16] e i
Total events 18 14

Heterogeneity: Mot applicable
Test for averall effect Z=1483(F =013

1.4.2 Rivastigmine

Emre 2004 17 362 17 179 54.2% 0.49 [0.26, 0.95] ——
Subtotal (95% CI) 362 179 542% 0.49 [0.26, 0.95] e
Total events 17 17

Heterogeneity: Mot applicable
Test for averall effect Z=213 (P =0.03)

Total (95% CI) 739 352 100.0% 0.54 [0.34, 0.86] -l
Total events 35 M
. H- —_ —_ LR — 1 ] ] ]
_I:etlta]rfngenmhrl.l C;I ¥3142 glf:l-rj EF'D-DEI.QTU, F=0% "0 02 L o0
estfor overall effect Z= 2.6 (7 = 0.003) Favours medication Favours placeho

Test for subdroup diferences: Chit=014, df=1 (P=0711, F= 0%

PDD - cholinesterase inhibitor vs placebo: hallucinations (proportion of participants experiencing) — forest plot
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PDD - cholinesterase inhibitor vs. placebo: cognitive function

MMSE - cholinesterase inhibitors (follow-up 10 to 24 weeks; range of scores: 0-30; higher is better); see Figure 5 for forest plot

41-4 RCT not serious not serious not serious not serious 752 367 1.36 higher (0.95 to 1.77 higher) DODD
HIGH

MMSE - donepezil (follow-up 10 to 24 weeks; range of scores: 0-30; higher is better)

Silat RCT not serious not serious not serious not serious 417 201 1.58 higher (1.06 to 2.1 higher) OODD
HIGH

MMSE - rivastigmine (follow-up 24 weeks; range of scores: 0-30; higher is better)

13 RCT not serious N/A not serious not serious 335 166 1 higher (0.33 to 1.67 higher) DDDD
HIGH

ADAS-cog — cholinesterase inhibitors (follow-up 10 to 24 weeks; range of scores: 0-70; lower is better); see Figure 6 for forest plot

3124 RCT not serious not serious not serious not serious 689 346 2.28 lower (3.40 to 1.15 lower) DDDD
HIGH

ADAS-cog — donepezil (follow-up 10 to 24 weeks; range of scores: 0-70; lower is better)

224 RCT not serious not serious not serious serious® 360 185 1.5 lower (3.28 lower to 0.27 higher) ODD0

MODERATE

ADAS-cog - rivastigmine (follow-up 24 weeks; range of scores: 0-70; lower is better)

13 RCT not serious N/A not serious not serious 329 161 2.8 lower (4.26 to 1.34 lower) ODOD
HIGH

MDRS (total score) — cholinesterase inhibitors (follow-up 10 to 24 weeks; range of scores: 0-144; higher is better)® see Figure 7 for forest plot

234 RCT not serious not serious not serious very serious®’ 35 31 3.39 higher (4.06 lower to 10.84 higher) @@00
LOW

MDRS (total score) — donepezil (follow-up 10 weeks; range of scores: 0-144; higher is better)

14 RCT not serious N/A not serious very serious®”’ 19 19 0.2 lower (11.44 lower to 11.04 higher) @®00
LOW

MDRS (total score) — rivastigmine (follow-up 24 weeks; range of scores: 0-144; higher is better)®

13 RCT serious’ N/A not serious serious® 16 12 6.21 higher (3.75 lower to 16.17 higher) @®00
LOW

Clock drawing test — rivastigmine (follow-up 24 weeks; range of scores: 0-10; higher is better)

13 RCT serious’ N/A not serious serious® 49 30 1.1 higher (0.01 lower to 2.21 higher) @®00
LOW

D-KEFS verbal fluency test (total score) —rrivastigmine (follow-up 24 weeks; measured by number of correct responses; higher is better)

13 RCT not serious N/A not serious not serious 258 144 2.8 higher (1.47 to 4.13 higher) OODD
HIGH

D-KEFS verbal fluency test (letter fluency) — donepezil (follow-up 24 weeks; higher is better)

12 RCT not serious N/A not serious not serious 307 152 2.83 higher (0.95 to 4.71 higher) OODD
HIGH

D-KEFS verbal fluency test (category fluency) — donepezil (follow-up 24 weeks; higher is better)
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not serious not serious not serious 307 152 3.93 higher (2.05 to 5.81 higher) DO
HIGH

D-KEFS verbal fluency test (category switching) — donepezil (follow-up 24 weeks; higher is better)

12 RCT not serious N/A not serious serious® 307 152 1.09 higher (0.79 lower to 2.97 higher) SDD0
MODERATE

CDR - rivastigmine (follow-up 24 weeks; measured with: milliseconds; lower is better)

13 RCT not serious N/A not serious serious® 328 158 173.7 lower (471.23 lower to 123.83 higher) SeleTe)
MODERATE

BTA — donepezil (follow-up 24 weeks; range of scores: 0-20; higher is better)

12 RCT serious? N/A not serious not serious 221 111 0.88 higher (0.4 to 1.37 higher) DDD0
MODERATE

1 Aarsland 2002

2 Dubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg). Mean and standard deviation calculated from data reported in paper
3 Emre 2004

4 Ravina 2005

5 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference

6 Data from Emre 2004 reported in a secondary publication (Dujardin 2006)

7 Small numbers of participants in the analysis

8 Data available for only a small proportion of all participants for this outcome
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PDD - rivastigmine patches vs. rivastigmine capsules: cognitive outcomes

MDRS (total score) (follow-up 24 weeks; range of scores 0-144; higher is better)

11 RCT  serious? N/A not serious  serious® 273 273 2.1 lower (4.27 lower to 0.07 higher) @00
LOW
MDRS (total score) (follow-up 76 weeks; range of scores 0-144; higher is better)
11 RCT  serious? N/A not serious not serious 273 273 5.3 lower (8.17 to 2.43 lower) ®DDO
MODERATE
" Emre 2014
2 Open-label study
3 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference
Cholinesterase inhibitor Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

1.5.1 Donepezil

Aarsland 2002 228 T 12 21 4] 12 14% 1.80[1.72,5.32] —

Dubois 2012 22974 3.0049 386 21427 30089 170 AT 4%  1.55[1.00,2.08] . 3

Ravina 2004 2445 3.2 14 224 37 14 358% 2.00[-0.20,4.20] T

Subtotal (95% CI) 417 201 62.3% 1.58[1.06, 2.10] &

Heterogeneity ChF=017, df =2 (FP=092; F=0%
Test for overall effect: Z=5.93 (P = 0.000013

1.5.2 Rivastigmine

Etmre 2004 n.g 3.8 335 -n.2 35 1BB 3FF%  1.00[0.33,1.67] -
Subtotal (95% CI) 335 166 37.7% 1.00[0.33, 1.67] L 2
Heterogeneity: Mot applicahle

Test for overall effect: £=2.92 (P =0.003)

Total (95% Cl) 752 367 100.0% 1.36 [0.95, 1.77] ]

Heterogeneity, Chif=1.95, df= 3 (P = 0.58); IF= 0% KD 55 1 é 1IZII
Test for overall effect £=6.48 (P = 0.00001) Favours placebo  Favours medication
Testfor subdgroup differences: Chif=1.78, df=1 (P =0.18), F= 43.8%

PDD - cholinesterase inhibitor vs placebo: MMSE - forest plot
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Cholinesterase inhibitor Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
1.6.1 Donepezil
Duhaois 2012 1977 10165 341 222 10165 166 357% -1.45[334, 044 —
Ravina 2005 22.4 6.9 19 244 9.4 14 4.6% -1.90[7.14, 3.34]
Subtotal (95% CI) 360 185 40.3% -1.50[-3.28, 0.27] il
Heterogeneity: Chi®=0.03, df=1 {F=087); F=0%
Testfor averall effect Z=166 (P=0.10)
1.6.2 Rivastigmine
Ermre 2004 -21 8.2 329 07 7A 161 A9.7% -280[-4.26,-1.34] ——
Subtotal (95% Cl) 329 161 59.7% -2.80[-4.26,-1.34] -
Heterogeneity, Mot applicable
Testfor averall effect £= 376 (F=0.0002
Total (95% CI) 689 346 100.0% -2.28[-3.40,-1.15] L

s 2 —- - 12— I | 1 |
Heterogeneity, Chi®=1.24,df= 2 (F =043}, F=0% |_1 0 -'5 b é 1D'

Test far averall effect: 7= 396 (F = 0.0001)

Testfor subgroup differences: Chit=1.23, df=1 (P=027) F=186%

PDD - cholinesterase inhibitor vs placebo: ADAS-cog — forest plot

Cholinesterase inhibitor

Placebo

Mean Difference

Favours medication Favours placeho

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

1.7.1 Donepezil

Ravina 2005 108.3 1713 19 1085 1832 19 440% -0.20[11.44,11.04]

Subtotal (95% CI) 19 19 44.0% -0.20[-11.44, 11.04]

Heterogeneity: Mot applicable

Testfor owerall effect, £=0.03 (P =0.97)

1.7.2 Rivastigmine

Emre 2004 ] 12.99 16 -0.42 13.54 12 560% B2 [-3.75,16.17] ——
Subtotal (95% CI) 16 12 56.0%  6.21[-3.75, 16.17] —eaii——
Heterogeneaity: Mot applicahle

Testfor averall effect £=1.22 (P=0224

Total (95% CI) 35 31 100.0%  3.39 [-4.06, 10.84] -’-—
Heterogeneity: Chi*=0.70, df=1 (P = 0.40); F= 0% —2=IZI —1=D 3 1: 2=|:|
Testfor averall Eﬁe':_t Z£=10.29 (Pz_ 0.37) Favours placebo  Favours medication
Test for subgroup differences: Chif=0.70, df=1 (P =040}, F= 0%

PDD - cholinesterase inhibitor vs placebo: MDRS (total score) — forest plot
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PDD - cholinesterase inhibitor vs. placebo: global assessment

Global function — cholinesterase inhibitors (follow-up 10 to 24 weeks; measured with: CIBIC+, ADCS-CGIC or CGIC; range of scores: 1-7; lower is better); see Figure 8 for forest plot
41-4 RCT not serious not serious not serious not serious 707 366 SMD 0.3 lower (0.42 to 0.17 lower) DODD
HIGH

Global response — cholinesterase inhibitors (at least minimal improvement; follow-up 10 to 24 weeks; measured with: CIBIC+ or ADCS-CGIC; higher is better); see Figure 9 for forest
plot

313 RCT not serious not serious not serious not serious 294/688 119/347 RR 1.24 (1.05 to 1.47) OODD
(42.7%) (34.3%) 82 more per 1000 (from 17 more to 161 more) HIGH

Global response — donepezil (at least minimal improvement; follow-up 10 to 24 weeks; measured with: CIBIC+; higher is better)

212 RCT not serious not serious not serious serious® 160/359 70/182 RR 1.15 (0.92 to 1.42) SIEIST0)

(44.6%) (38.5%) 58 more per 1000 (from 31 fewer to 162 more) = MODERATE
Global response - rivastigmine (at least minimal improvement; follow-up 24 weeks; measured with: ADCS-CGIC; higher is better)

13 RCT not serious N/A not serious not serious 134/329 49/165 RR 1.37 (1.05 to 1.79) DDOD
(40.7%) (29.7%) 110 more per 1000 (from 15 more to 235 more) HIGH
CIBIC+ — donepezil (follow-up 10 to 24 weeks; range of scores: 1-7; lower is better); see Figure 10 for forest plot
212 RCT not serious serious® not serious serious® 359 182 MD 0.43 lower (0.93 lower to 0.08 higher) @®00
LOW
CGIC - donepezil (follow-up 10 weeks; range of scores: 1-7; lower is better)
14 RCT not serious N/A not serious very 19 19 MD 0.37 lower (0.89 lower to 0.15 higher) @®00
serious®’ LOW
UPDRS (total score) — donepezil (follow-up 10 weeks; range of scores: 0-199; lower is better)
14 RCT not serious N/A not serious very 21 20 MD 2.3 lower (15.77 lower to 11.17 higher) @200
serious®’8 LOW
ADCS-CGIC - rivastigmine (follow-up 24 weeks; range of scores: 1-7; lower is better)
13 RCT not serious N/A not serious not serious 329 165 MD 0.5 lower (0.77 to 0.23 lower) DODD
HIGH
! Aarsland 2002

2 Dubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg). Mean and standard deviation calculate d from data reported in paper
3 Emre 2004

4 Ravina 2005

5 At a 95% confidence level, data are consistent with appreciable hamm, appreciable benefit or no difference
6/2>40% between studies

7 Data from a single very small study

8Cl cross MID of 7.3 points (Schrag et al., 2006)
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Cholinesterase inhibitor Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.15.1 Donepezil
Aarsland 2002 2.3 n4 12 41 08 12 2.3% -0.91 [-1.76, -0.06]
Dubois 2012 364 1.2 347 39 127 170 48.0% -0.20[-0.39,-0.02
Ravina 2005 3158 0.rv 19 385 085 14 3.9% -0.45-1.09, 0.20] ——
Subtotal (95% CI) 378 201 54.2% -0.25[-0.42, -0.08] L

Heterogeneity, Chif= 290, df= 2 (P=023),F=31%
Test for overall effect: £= 2.84 (F = 0.005)

1.15.2 Rivastigmine

Ermre 2004 18 1.4 324 43 145 165 458% -0.35 [-0.54,-0.16] L

Subtotal (95% CI) 329 165 45.8% -0.35[-0.54, -0.16] [ ]

Heterogeneity: Mot applicable

Testfor overall effect. £= 3.62 (P =0.0003)

Total (95% CI) 707 366 100.0% -0.30[-0.42, -0.17] 4

Heterogeneity, Chi®= 3.46, df= 3 {P=0.33); F=13% 14 I2 5 é i
Testfor overall effect: Z= 454 (F = 0.00001) Favours medication Favours placebo

Testfor subgroup differences: Chi*= 056, df=1 (P = 0.46), F= 0%

PDD - cholinesterase inhibitor vs placebo: global function (different measures)
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Cholinesterase inhibitor Placeho Risk Ratio Risk Ratio
Study or Subgroup Events Total Pvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.16.1 Donepezil
Aarsland 2002 ] 12 2 12 1.3% 260060, 10.46]
Dubois 2012 155 47 68 170 57E6E% 1.12[0.90,1.349) t
Subtotal (95% Cly 359 182 58.8% 1.15[0.92, 1.42]
Total events 160 in

Heterogeneity: Chi*=1.20,df=1{F=027)F=16%
Testfor overall effect: £=1.24 (F=0.21)

1.16.2 Rivastigmine

Emre 2004 134 329 48 165 41.2% 1.37 [1.09,1.74)] ——
Subtotal (95% Cly 329 165 41.2% 1.37 [1.05, 1.79] <4
Total events 134 a4

Heterogeneity: Mot applicable
Testfor overall effect: £=2.31 (F=0.02)

Total (95% CI) 688 347 100.0% 1.24[1.05, 1.47] L 3

Total events 294 119

;!ehta;ngenem,rl:l C;I T;fﬁz g;:PQEP;DEI.BH; F=15% 05 02 L 20
estioroverall EC_' =249 T ) Favours placebo  Favours medication

Testfor subgroup differences: Chi*=1.04, df=1 {(P=0.31), F= 4.0%

PDD - cholinesterase inhibitor vs placebo: global response (at least minimal improvement) — forest plot

Cholinesterase inhibitor Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% Cl IV, Random, 95% CI
1.17.1 Donepezil
Aarsland 2002 3.3 04 12 41 0.8 12 323%  -080[-1.48,-012 ——
Dubois 2012 365 1.2 347 39 1.27 170 BY.7%  -0.25[-0.48,-00%] [ ]
Subtotal (95% CI) 359 182 100.0%  -0.43[-0.93, 0.08] P

Heterogeneity: Tau?= 0.08; Chi*= 225, df=1 (FP=013; F=56%
Testfor overall effect: Z=1.66 (P =010)

Total (95% CI) 359 182 100.0% -0.43[-0.93, 0.08] e
Heterogeneity: Tau®= 0.08; Chi®= 225, df=1 (F=013; F=56%
Testfor overall effect. Z=1.66 (P =010}

Testfor subgroup differences; Mot applicable

4 2 0 % 4
Favours medication Favours placebo

PDD - cholinesterase inhibitor (donepezil) vs placebo: CIBIC+ — forest plot
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PDD - cholinesterase inhibitor vs. placebo: activities of daily living

ADL - cholinesterase inhibitors (follow-up 24 weeks; measured with: ADCS-ADL or DAD; higher is better); see Figure 11 for forest plot

212 RCT not serious not serious not serious not serious 684 335 SMD 0.18 higher (0.05 to 0.31 higher) OOOD
HIGH

DAD - donepezil (follow-up 24 weeks; range of scores 0-100; higher is better)

11 RCT not serious N/A not serious serious® 351 170 MD 2.26 higher (0.38 lower to 4.89 higher)  ®®®0

MODERATE

ADCS-ADL - rivastigmine (follow-up 24 weeks; range of scores: 0-78; higher is better)

12 RCT not serious N/A not serious not serious 333 165 MD 2.5 higher (0.43 to 4.57 higher) oD
HIGH

" Dubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg). Mean and standard deviation calculate d from data reported in paper
2 Emre 2004

3 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference

PDD - rivastigmine patches vs. rivastigmine capsules: activities of daily living

ADCS-ADL (follow-up 24 weeks; range of scores: 0-78; higher is better)

11 RCT  serious? N/A not serious serious?® 270 273 0.9 lower (2.67 lower to 0.87 higher) ®D00
LOW
ADCS-ADL (follow-up 76 weeks; range of scores: 0-78; higher is better)
11 RCT  serious? N/A not serious not serious 270 273 3.4 lower (5.84 to 0.96 lower) @DD0
MODERATE
" Emre 2014
2 Open-label study

3 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference
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Favours placeho Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fixed, 95% CI
1.21.1 Donepezil
Duhois 2012 0 14386 351 -2.26 14386 170 51.0% 016 [F0.03 0.34] i
Subtotal (95% Cly 351 170 51.0% 0.16 [-0.03, 0.34] .
Heterogeneity; Mot applicable
Testfor overall effect; £=1.68 (F = 0.09)
1.21.2 Rivastigmine
Emre 2004 -1.1 126 333 -36 103 1658 49.0% 0.21 [0.02, 0.40] ——
Subtotal (95% Cly 333 165 49.0% 0.21[0.02, 0.40] <
Heterogeneity; Mot applicable
Testfor overall effect; £=2.20(F=0.03)
Total {(95% CI) 684 335 100.0% 0.18 [0.05, 0.31] &
Heterogeneity: Chi*= 016, df=1 (P = 0.69); F= 0% 5_2 51 ! 15

Testfor overall effect: £=2.74 (F = 0.006)
Testfor subgroup differences: Chif= 016, df=1 (F = 0.69), F= 0%

Fawours placebo  Fawours medication

PDD - cholinesterase inhibitor vs placebo: ADL (different measures) — forest plot
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PDD - cholinesterase inhibitor vs. placebo: other non-cognitive outcomes

NPI-10 item — cholinesterase inhibitors (follow-up 24 weeks; range of scores: 0-120; lower is better); see Figure 12 for forest plot

212 RCT not serious?® not serious not serious not serious 688 336 1.67 lower (3.01 to 0.32 lower) COOD
HIGH

NPI-10 item — donepezil (follow-up 24 weeks; range of scores: 0-120; lower is better)

11 RCT not serious?® N/A not serious serious* 354 170 1.34 lower (3.23 lower to 0.54 higher) SCTe)

MODERATE

NPI-10 item — rivastigmine (follow-up 24 weeks; range of scores: 0-120; lower is better)

12 RCT not serious N/A not serious not serious 334 166 2.00 lower (3.91 to 0.09 lower) DDDD
HIGH

UPDRS Il — donepezil (follow-up 10 weeks; lower is better); see Figure 13 for forest plot

256 RCT serious’ not serious not serious serious*8 33 32 1.5 lower (7.87 lower to 4.87 higher) @®00
LOW

" Dubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg). Mean and standard deviation calculate d from data reported in paper

2 Emre 2004

3 Data for this outcome not reported in Aarsland 2002. This represents a very small proportion of the total participants in the analysis, therefore quality assessment not
downgraded

4 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference

5 Aarsland 2002

6 Ravina 2005

"Data for this outcome not reported in 2 large RCTs (Dubois 2012 and Emre 2004). Papers stated no significant difference between groups

8Cl cross MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

PDD - rivastigmine patches vs. rivastigmine capsules: other non-cognitive outcomes

NPI-10 item (follow-up 24 weeks; range of scores: 0-120; lower is better)

11 RCT  serious? N/A not serious  serious® 273 273 1.6 higher (0.13 lower to 3.33 higher) @®00
LOW

NPI-10 item (follow-up 76 weeks; range of scores: 0-120; lower is better)

11 RCT  serious? N/A not serious not serious 273 273 2.3 lower (4.3 to 0.3 lower) SEleTe)
MODERATE

UPDRS il (follow-up 76 weeks; lower is better)

11 RCT  serious? N/A not serious not serious* 175 183 0 higher (2.04 lower to 2.04 higher) ®DD0
MODERATE

"Emre 2014

2 Open-label study

3 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference
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4CI do not cross MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

Cholinesterase inhibitor Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
1.26.1 Donepezil
Dubois 2012 11.711 10.32 354 13055 1032 170 a06%  -1.34[-3.23, 054] —r
Subtotal (95% CI) 354 170 50.6% -1.34 [-3.23, 0.54] <
Heterogeneity: Mot applicable
Testfor overall effect. Z=1.40(F =0.16)
1.26.2 Rivastigmine
Emre 2004 -2 10 334 0 104 166 494% -2.00[-3.91,-0.09] —
Subtotal (95% CI) 34 166  49.4% -2.00[-3.91,-0.09] -3
Heterageneity: Mot applicable
Testfor overall effect £= 205 (F=0.04
Total (95% CI) G688 336 100.0% -1.67[-3.01,-0.32] &»
Heterogeneity, Chi*= 023, df=1 {F=063), F=0% '-2I:| -1'I:| g 1'I:| 20-

Testfor overall effect 2= 243 (F=0.01)

Test for subgroun differences: Chif=023,df=1 (P =

063, F=0%

PDD - cholinesterase inhibitor vs placebo: NPI-10 item — forest plot

Mean Difference
IV, Fixed, 95% Cl

Favours medication Favours placebo

Mean Difference
I, Fixed, 95% CI

Cholinesterase inhibitor Placeho
Study or Subgroup Mean SD Total Mean SD Total Weight
1.27.1 Donepezil
Aarsland 2002 1.8 1464 12 381 841 12 41.89%
Favina 2004 40.3 13.6 21 4048 137 20 581%
Subtotal (95% CI) 33 32 100.0%
Heterogeneity: Chi*=0.22, df=1(F=064) F=0%
Testfor overall effect: 2= 0,46 (F = 0.64)
Total (95% CI) 33 32 100.0%

Heterogeneity, Chi®=0.22, df=1 {F = 0.64) F=0%
Testfor overall effect: 2= 0,46 (P = 0.64)
Test for subgroup differences: Mot applicable

-330[13.14, B.54]

-0.20[-8.56, 8.16]
-1.50 [-7.87, 4.87]

-1.50 [-7.87, 4.87]

PDD - cholinesterase inhibitor vs placebo: UPDRS Illl — forest plot
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Parkinsons disease dementia — memantine

PDD — memantine vs. placebo: adverse events

Any adverse events (probability of experiencing 21; follow-up 16 to 24 weeks, lower is better); see Figure 14 for forest plot

21:2 RCT  not serious not serious not serious  serious® 34/73 35/72 RR0.97 (0.69 to 1.37) 15 fewer per 1000 (from 151 fewer to 180 more) ®PP0
(46.6%) (48.6%) MODERATE

Serious adverse events (probability of experiencing 21; follow-up 16 to 24 weeks, lower is better); see Figure 15 for forest plot

212 RCT  notserious not serious not serious  very serious®#* 9/73 8/72 RR1.09 (0.451t02.67) 10 more per 1000 (from 61 fewer to 186 more) @®@D00
(12.3%) (11.1%) LOW

Adverse events requiring treatment withdrawal (probability of experiencing; follow-up 24 weeks, lower is better)

11 RCT  notserious NA not serious  very serious®* 6/62 5/58 RR 1.12 (0.36 to 3.48) 10 more per 1000 (from 55 fewer to 214 more) @D00
(9.7%) (8.6%) LOW

" Emre 2010; data reported for PDD population only; study also included people with DLB

2 | eroi 2009; not clear if adverse event data reported at end of active treatment (16 weeks) or end of drug withdrawal phase (22 weeks)
3 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference

4 Very small numbers of events
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Memantine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Emre 2010 28 62 26 A8 TTI2% 1.01 [0.68, 1.50]
Leroi 2004 B 11 ] 14 22.8% 0.8a[0.44, 1.649] — &
Total (95% CI) 73 72 100.0%  0.97 [0.69, 1.37] -l
Total events KF! L]
Heterogeneity: Chi*= 019, df=1 (P = 0.66); F= 0% 05 0 : o0

Testfor overall effect =017 (F=0.87)

PDD - memantine vs placebo: any adverse events (proportion of participants experiencing 21) — forest plot

Favours medication Favours placebo

Memantine Placeho Risk Ratio Risk Ratio
Study or Subgroup  Ewents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Emre 2010 a B2 7 58 89.2% 1.07 [0.41, 2.76]
Leroi 2009 1 11 1 14 108% 1.27[0.08,1814]
Total (95% CI) 73 72 100.0% 1.09 [0.45, 2.67] ——et
Total events g a
Heterageneity, Chif=0.01, df=1 (P = 0.90%; F= 0% 05 0a L -0

Test for averall effect Z=019 {F = 0.85)

PDD - memantine vs placebo: serious adverse events (proportion of participants experiencing 21) — forest plot
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PDD — memantine vs. placebo: cognitive function

MMSE (follow-up 16 weeks; range of scores: 0-30; higher is better)

11 RCT not serious N/A not serious very serious?? 10 14 1 lower (6.01 lower to 4.01 higher) @D00
LOW
Clock drawing test (follow-up 24 weeks; range of scores: 0-10; higher is better)
14 RCT not serious N/A not serious serious? 57 56 3.1 higher (6.94 lower to 13.14 higher) OO0
MODERATE

' Leroi 2009; data reported for end of drug treatment phase (16 weeks)

2 At a 95% confidence level, data are consistent with appreciable benefit, appreciable harm or no difference
3 Very small numbers of participants in the study

4 Emre 2010; data reported for PDD population only; study also included people with DLB

PDD — memantine vs. placebo: global assessment

ADCS-CGIC (follow-up 24 weeks; range of scores: 1-7; lower is better)

11 RCT not serious N/A not serious serious? 60 56 MD 0.2 lower (0.69 lower to 0.29 higher) @DD0
MODERATE
CIBIC+ (at least minimal improvement; follow-up 16 weeks; higher is better)
13 RCT not serious N/A not serious very serious?+# 6/10 6/14 RR 1.4 (0.64 to 3.08) @D00
(60%) (42.9%) 171 more per 1000 (from 154 fewer to 891 more) LOW

" Emre 2010; data reported for PDD population only; study also included people with DLB

2 At a 95% confidence level, data are consistent with appreciable benefit, appreciable harm or no difference
3 Leroi 2009; data reported for end of drug treatment phase (16 weeks)

4 Data from a single very small study

PDD — memantine vs. placebo: activities of daily living

ADCS-ADL (follow-up 24 weeks; measured with: 23-item score; higher is better)

11 RCT not serious N/A not serious serious? 60 56 0.8 higher (3.22 lower to 4.82 higher) OO0
MODERATE

" Emre 2010; data reported for PDD population only; study also included people with DLB
2 At a 95% confidence level, data are consistent with appreciable benefit, appreciable hamm or no difference
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PDD — memantine vs. placebo: carer-reported outcomes

ZBI (follow-up 16 to 24 weeks; lower is better)?; see Figure 16 for forest plot

223 RCT not serious

not serious

not serious

serious*

" Data from Leroi 2009 reported in a secondary publication (Leroi 2014)
2 | eroi 2009; data reported for end of drug treatment phase (16 weeks)
3 Emre 2010; data reported for PDD population only; study also included people with DLB
4 At a 95% confidence level, data are consistent with appreciable benefit, appreciable hamm or no difference

71

70

3.4 lower (7.21 lower to 0.42 higher)

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CIl
Emre 2010 -0.5 12.0003 g0 24 119491 56 TE4%  -2.00[-7.26,1.46] —l
Lerni 2009 295 8.4 11 344 114 14 236% -500[-12.84, 284 =
Total (95% CI) T 70 100.0% -3.40[-7.21,0.42] -
Heterogeneity, Chi*=0.21, df=1 (P = 0.65); F=0% 0 10 g e o0

Test for overall effect Z=1.75 (P =003

PDD - memantine vs placebo: ZBI - forest plot
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PDD — memantine vs. placebo: other non-cognitive outcomes

NPI 12-item (follow-up 24 weeks; range of scores: 0-144; lower is better)

11 RCT not serious N/A not serious serious?® 60 56 MD 1.50 lower (6.35 lower to 3.35 higher) SleTe)
MODERATE

NPI 10-item (follow-up 16 weeks; range of scores: 0-120; lower is better)

12 RCT not serious N/A not serious very serious®# 10 14 MD 2.00 lower (11.64 lower to 7.64 higher) ®@®00

LOW

UPDRS Il (follow-up 16 to 24 weeks; lower is better); see Figure 17 for forest plot

212 RCT not serious not serious not serious serious?5 70 70 MD 0.88 higher (2.35 lower to 4.1 higher) SDD0
MODERATE

" Emre 2010; data reported for PDD population only; study also included people with DLB

2 | eroi 2009; data reported for end of drug treatment phase (16 weeks)

3 At a 95% confidence level, data are consistent with appreciable benefit, appreciable ham or no difference
4 Data from a single very small study

5Cl cross MID between 3.25 (Horvath et al 2015) and 5 points (Schrag et al., 2006)

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight N, Fixed, 95% Cl I, Fixed, 95% CI
Emre 2010 1.5 H9B67TH a0 1 100821 56 B0.2% 0.50[3.10,4.10]
Leroi 2004 243 8.8 1m 219 9.1 14 19.8% 2.40[-4.84, 9.64]
Total (95% CI) 0 70 100.0% 088 [-2.35, 4.10]

Heterogeneity; ChiF= 0.21, df= 1 (P = 0.65); F= 0%
Testfor overall efiect Z= 0.53 (P = 0.59)

=20 10 0 10 20
Favours medication Favours placebo

PDD - memantine vs placebo: UPDRS Il - forest plot

Dementia with Lewy bodies — cholinesterase inhibitors

DLB - cholinesterase inhibitor vs. placebo: adverse events

Any adverse events — cholinesterase inhibitors (probability of experiencing 21; follow-up 12 to 20 weeks); ); see Figure 18 for forest plot
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RCT  notserious not serious not serious  serious* 201/260 101/141 RR1.11 (0.98 to 1.25) 79 more per 1000 (from 14 fewer to 179 more) @DP0
(77.3%) (71.6%) MODERATE
Any adverse events — donepezil (probability of experiencing 21; follow-up 12 weeks)
212 RCT  notserious not serious not serious  serious* 147/201 55/80 RR1.05 (0.88 to 1.25) 34 more per 1000 (from 83 fewer to 172 more) DDD0
(73.1%) (68.8%) MODERATE
Any adverse events — rivastigmine (probability of experiencing 21; follow-up 20 weeks)
13 RCT  notserious NA not serious  not serious 54/59  46/61 RR1.21(1.03 to 1.43) 158 more per 1000 (from 23 more to 324 more) DODDD
(91.5%) (75.4%) HIGH
Serious adverse events — cholinesterase inhibitors (probability of experiencing 21; follow-up 12 to 20 weeks); ); see Figure 19 for forest plot
Sl RCT  notserious not serious not serious  serious* 23/260 15/141 RR0.98 (0.53 to 1.82) 2 fewer per 1000 (from 51 fewer to 89 more) @DDO
(8.8%) (10.9%) MODERATE
Serious adverse events — donepezil (probability of experiencing 21; follow-up 12 weeks)
212 RCT  notserious not serious not serious  serious* 13/201 7/80 RR 0.73 (0.3 to 1.81) 24 fewer per 1000 (from 61 fewer to 71 more) OO0
(6.5%) (8.8%) MODERATE
Serious adverse events — rivastigmine (probability of experiencing 21; follow-up 20 weeks)
13 RCT  notserious NA not serious  serious* 10/59 8/61 RR 1.29 (0.55 to 3.05) 38 more per 1000 (from 59 fewer to 269 more) @PD0
(16.9%) (13.1%) MODERATE
Adverse events requiring treatment withdrawal — cholinesterase inhibitors (probability of experiencing; follow-up 12 to 20 weeks) ); see Figure 20 for forest plot
Sl RCT  notserious not serious not serious  serious* 25/260 16/141 RR 0.9 (0.49 to 1.63) 11 fewer per 1000 (from 58 fewer to 71 more) @P®0
(9.6%) (11.3%) MODERATE
Adverse events requiring treatment withdrawal — donepezil (probability of experiencing; follow-up 12 weeks)
212 RCT  notserious not serious not serious  serious* 18/201 9/80 RRO0.82(0.39to 1.74) 20 fewer per 1000 (from 69 fewer to 83 more) @0
(9%) (11.3%) MODERATE
Adverse events requiring treatment withdrawal — rivastigmine (probability of experiencing; follow-up 20 weeks)
13 RCT  notserious NA not serious  serious* 7/59 7/61 RR 1.03 (0.39 to 2.77) 3 more per 1000 (from 70 fewer to 203 more) @DP0
(11.9%) (11.5%) MODERATE

! Ikeda 2015, data for 2 active treatment groups were combined (donepezil 5mg and 10mg)

2 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)

3 McKeith 2000

4 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference
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Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.1.1 Donepezil
lkeda 2015 B4 Q6 ) 46 34.0% 0.99[0.77, 1.26]
Mori 2012 83 105 24 34 294% 1120088, 1.42]
Subtotal (95% CI) 201 80 63.3% 1.05 [0.88, 1.25]
Total events 147 a5
Heterogeneity: Chif=051, df=1 {(F=043); F=0%
Test for averall effect: £=0.56 (P = 0.58)
4.1.2 Rivastigmine
Mekeith 2000 54 a4 46 61 36.7% 1.21[1.03,1.43] i
Subtotal (95% CI) 59 61 36.7% 1.21[1.03, 1.43] L2
Tatal events a4 46
Heterogeneity: Bot applicable
Testfor averall effect: £= 233 (P=0.02)
Total (95% CI) 260 141 100.0% 1.11[0.98, 1.25] »
Tatal events 201 101
Heterogeneity: Chif=2.00, df= 2 {(F=037); F=0% 'D.EIE IZITE é 2IZI'

Testfor overall effect: Z=1.67 (F=010)

. . Favours medication Favours placebo
Testfor subgroup differences: Chi*=1.44, df=1 (P=023, F=308%

DLB - cholinesterase inhibitor vs placebo: any adverse events (proportion of participants experiencing 21) — forest plot
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Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
4.2.1 Donepezil
Ikeda 2014 g 4 5 46 38.3% 048015, 1.47] i
Mori 2012 a 104 2 3 171 % 1.30[0.28, 5.81] =
Subtotal (95% CI) 201 80 55.4% 0.73 [0.30, 1.81] —u——
Tatal events 13 7

Heterogeneity: Chif=1.04, df=1 {(F=031); F= 4%
Testfor averall effect: £= 068 (P = 0.80)

4.2.2 Rivastigmine
hickeith 2000 10 a4 & A1 44 6% 1.29[0.55, 3.098] —
Subtotal (95% CI) 59 61 44.6% 1.29 [0.55, 3.05] —aniiine-—
Total events 10 a
Heteroneneity: Mot applicable
Testfor overall effect: £= 0.9 (P = 0.8R)

-

Total (95% Cl) 260 141 100.0% 0.98 [0.53, 1.82]
Total events 23 14
. . - - = 1 1
?etf;ngenem,rl.l C;I ?;?ED gg-§£PD-QDS.38), F= 0% 'IZI.IZIE sz : EIZII
BsLior overall 8 EC_' =0.06¢ T ) Favours medication Favours placeho
Testfor subgroup differences: Chi= 080, df=1 (P =037, F=0%

DLB - cholinesterase inhibitor vs placebo: serious adverse events (proportion of participants experiencing 21) — forest plot
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Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
4.3.1 Donepezil
|lkeda 2014 11 =[] ] 45 34.3% 1.05[0.39, 2.86]
Mari 2012 7 105 4 4 307% 0Aa7[018,1.82
Subtotal (95% CI) 201 80 65.0% 0.82[0.39, 1.74]
Total events 18 9

Heterogeneity: Chif= 063, df=1{F=043; F=0%
Testfor averall effect: £=0.51 (P =0.61)

4.3.2 Rivastigmine

Mckeith 2000 7 a4 7 61 35.0% 1.03[0.39,277]
Subtotal (95% CI) 59 61 35.0% 1.03 [0.39, 2.77]
Total events 7 T

Heterogeneity: Mot applicable
Test for averall effect: £=0.07 (P = 0.94)

I i

Total (95% CI) 260 141 100.0% 0.90 [0.49, 1.63]

Tatal events kil 16

?etf;ngenemrlil C;I Tgfﬂﬂ g;:SEPnz?g.EE!); [F=0% 'D.IZIE sz é 20
BSLIOr overall 8 EE_' =0.36¢( T ) Favours medication Favours placeho

Testfar subgroup differences: Chi*=013, df=1(P=072), F=0%

DLB - cholinesterase inhibitor vs placebo: adverse events requiring treatment withdrawal (proportion of participants experiencing) —
forest plot
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DLB - cholinesterase inhibitor vs. placebo: cognitive function

MMSE - cholinesterase inhibitors (follow-up 12 to 20 weeks; range of scores: 0-30; higher is better); see Figure 21 for forest plot

Bl RCT not serious serious* not serious not serious 256 136 1.77 higher (1.06 to 2.47 higher) OO0
MODERATE

MMSE - donepezil (follow-up 12 weeks; range of scores: 0-30; higher is better)

2138 RCT not serious serious* not serious not serious 197 75 1.91 higher (1.11 to 2.71 higher) OO0
MODERATE

MMSE - rivastigmine (follow-up 20 weeks; range of scores: 0-30; higher is better)

12 RCT not serious N/A not serious serious® 59 61 1.24 higher (0.28 lower to 2.76 higher) ®DD0
MODERATE

! Ikeda 2015; data for 2 active treatment groups were combined (donepezil 5mg and 10mg)

2 McKeith 2000; data for this outcome taken from a Cochrane review; data not reported in published paper
3 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)

42 >40% between studies

5 At a 95% confidence level, data are consistent with appreciable benefit, appreciable ham or no difference

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
4.4.1 Donepezil
lkeda 2015 1.7 315877 a4 0.6 3 44 41.8% 1.22[012 2.31] —i—
Mari 2012 2,299 34938 103 -04 27 3 36T% 2.70[1.83, 3.87] ——
Subtotal (95% Cl) 197 75 785% 1.91[1.11, 2.71] &

Heterogeneity: Chi®= 3.30, df=1 {(F=0.07); F=70%
Test for overall effect: 2= 4.69 (P = 0.00001)

4.4.2 Rivastigmine
hekaith 2000 Q.67 4.26 58 -057 4.26 61 21.5% 1.24 [-0.28, 2.76] T
Subtotal (95% CI) 59 61 21.5% 1.24[-0.28, 2.76] -

Heterogeneity: Mot applicable
Testfor overall effect =153 (F=011)

Total (95% CI) 256 136 100.0% 1.77 [1.06, 2.47] &

Heterogeneity, Chif= 3.89, di= 2 (P = 0.14); F= 49% |_1 m 55 1 é 1E|I
Test far overall effect: £=4.90(F = 0.00001) Favours placebo  Favours medication

Test far subgroup differences: Chi®= 0,58, df=1 (P = 0.45), F= 0%

DLB - cholinesterase inhibitor vs placebo: MMSE - forest plot
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DLB - cholinesterase inhibitor vs. placebo: global assessment

CIBIC+ — donepezil (follow-up 12 weeks; range of scores: 1-7; lower is better)’

12 RCT not serious N/A not serious not serious 91 30 MD 1.17 lower (1.66 to 0.68 lower) OODD
HIGH

CIBIC+ — donepezil (at least minimal improvement; follow-up 12 weeks; higher is better)
12 RCT not serious N/A not serious not serious 62/91 10/30 RR 2.04 (1.21 to 3.46) ODOD
(68.1%) (33.3%) 347 more per 1000 (from 70 more to 820 more) HIGH

" Mean and SD calculated from data presented in paper
2 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)

DLB - cholinesterase inhibitor vs. placebo: carer-reported outcomes

ZBI - donepezil (follow-up 12 weeks; lower is better); see Figure 22 for forest plot

212 RCT not serious not serious not serious not serious 191 77 4.49 lower (7.64 to 1.34 lower) DPDD
HIGH

! lkeda 2015; data for 2 active treatment groups were combined (donepezil 5mg and 10mg)
2 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI M, Fixed, 95% CI
4.7.1 Donepezil
Ikeda 2015 -2.8562 122368 96 -01 12 16 53.8% -2 T7B[-7.05, 1.54] —
Mori 2012 -2.3116 141638 95 42 104 M 4B.2% -6.451[-11.15,-1.87] —i—
Subtotal (95% CI) 191 77 100.0% -4.49[-7.64,-1.34] -

Heterogeneity: Chi*=1.36, df=1 (P = 0.24); F= 26%
Testfor overall effect £= 2.79 (F = 0.004)

Total (95% CI) 191 ' 77 100.0% -4.49[7.64,-1.34] N
Heterageneity Chis= 1,36, df= 1 (F = 0.24); F= 26% . F : :
Test for averall effect Z= 2.78 (P = 0.005) 20 -10 0 10 20

) ) Favours medication Favours placebo
Testfor subgroup differences: Mot applicable

DLB - cholinesterase inhibitor (donepezil) vs placebo: ZBI — forest plot

[Insert footer here] 221 of 379



Error! No text of specified style in document.

DLB - cholinesterase inhibitor vs. placebo: Other non-cognitive outcomes

NPI-10 item — cholinesterase inhibitors (follow-up 12 to 20 weeks; range of scores: 0-120; lower is better)'; see Figure 23 for forest plot
B2 RCT not serious serious® not serious serious® 243 129  2.06 lower (7.15 lower to 3.02 higher)

NPI-10 item — donepezil (follow-up 12 weeks; range of scores: 0-120; lower is better)’
224 RCT not serious serious® not serious serious® 196 76 1.54 lower (9.37 lower to 6.29 higher)

NPI-10 item - rivastigmine (follow-up 20 weeks; range of scores: 0-120; lower is better)
13 RCT not serious N/A not serious serious® 47 58 3.8 lower (9.25 lower to 1.65 higher)

NPI-4 item — cholinesterase inhibitors (follow-up 12 to 20 weeks; range of scores: 0-48; lower is better)’; see Figure 24 for forest plot
234 RCT not serious not serious not serious not serious 161 93 2.49 lower (4.64 to 0.33 lower)

NPI-4 item — donepezil (follow-up 12 weeks; range of scores: 0-48; lower is better)’
14 RCT not serious N/A not serious not serious 102 32 3.59 lower (6.93 to 0.25 lower)

NPI-4 item — rivastigmine (follow-up 20 weeks; range of scores: 0-48; lower is better)’
13 RCT not serious N/A not serious serious® 59 61 1.7 lower (4.52 lower to 1.12 higher)

NPI-2 item — donepezil (follow-up 12 weeks; range of scores: 0-24; lower is better)?; see Figure 25 for forest plot
224 RCT not serious serious® not serious serious® 196 76 2.3 lower (6.32 lower to 1.72 higher)

UPDRS Il - cholinesterase inhibitors (follow-up 12 weeks; lower is better)’; see Figure 26 for forest plot
224 RCT serious® not serious not serious not serious’™ 195 77 0.67 lower (2.08 lower to 0.73 higher)

UPDRS lIl - donepezil (follow-up 12 weeks; lower is better)’
224 RCT not serious not serious not serious not serious’™ 195 77 0.67 lower (2.08 lower to 0.73 higher)

" SD not reported for this outcome in lkeda 2015; calculated from SE reported in paper

2 [keda 2015; data for 2 active treatment groups were combined (donepezil 5mg and 10mg)

3 McKeith 2000

4 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)

%2 >40% between studies

6 At a 95% confidence level, data are consistent with appreciable benefit, appreciable harm or no difference
7 NPI 4-item consists of 4 NPI domains — hallucinations, delusions, dysphoria and apathy

8 NP| 2-item consists of 2 NPI domains — hallucinations and cognitive fluctuation

9 Data for outcome not presented in McKeith 2000. Study reported no significant difference between groups
0 Cl do not cross MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)
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Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% Cl I, Random, 95% Cl
4.8.1 Donepezil
keda 2014 -4, 4468 9E18 94 -4 995 44 41.0% 1.95[-1.687,5.48] —
hari 2012 -5.8088 153238 102 0.3 175 32 26.8% -B.11 [F12.86, 0.64] - &7
Subtotal (95% CI) 196 76 67.8% -1.54[-9.37,6.29] —ee i
Heterageneity, Tau®= 24.84; Chif=4.30, df=1 (P =0.04); F=77%
Test for overall effect =039 (P =070
4.8.2 Rivastigmine
tckeith 2000 -4 16.2 47 -1.2 107 83 31.2% -3.80[5.25,1.69] —
Subtotal (95% CI) 47 53 32.2%  -3.80[-9.25, 1.65] . —and
Heterogeneity: Mot applicable
Testfor overall effect Z=1.37 (F=0.17)
Total (95% CI) 243 129 100.0%  -2.06[-7.15, 3.02] *—

Heterogeneity: Tau==13.18; Chi®= 588, df= 2 (P =0.058); F= 6%

]
-10 ]

t
1m0

o7 - -20 20
Testfor overall effec.t. Z=0.781F B u.43) Favours medication Favours placeho
Test for subgroup differences: Chi®= 022, df=1 (P = 064), F= 0%
DLB - cholinesterase inhibitor vs placebo: NPI-10 item — forest plot
Cholinesterase inhibitor Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
4.9.1 Donepezil
hori 2012 -3B912 0 81471 102 -03 85 32 41.6% -3.89 693 -0.29] —i—
Subtotal (95% CI) 102 32  41.6% -3.59[-6.93,-0.25] e
Heterogeneity: Mot applicahle
Testfor averall effect £= 211 {FP=0.04)
4.9.2 Rivastigmine
Mclkeith 2000 -24 2.4 89  -08 7.3 A1 S8.4% -1.70[4.52,1.13)] —-
Subtotal (95% CI) 59 61 584% -1.70[-4.52,1.12] e
Heterogeneity: Mot applicahle
Testfor overall effect Z=118(F=0.24)
Total (95% CI) 161 93 100.0% -2.49 [-4.64, -0.33] -

it == —_ —_ R = : : : :
?eti;ogenemrl.l C;I ;3322 g;—;EPD—DDEAD), = 0% S0 10 b e 20

estioroverall e EC_' =2.76 T ) Favours medication Favours placebo

Testfor subgroup differences: Chif=0.72, df=1 (P =040, F= 0%
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DLB - cholinesterase inhibitor vs placebo: NPI-4 item — forest plot

Cholinesterase inhibitor Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.10.1 Donepezil
lkeda 2015 -232585 45291 94 -2 4.2 44 519%  -0.33[F1.87,1.27
Maori 2012 -3.3343 506849 102 11 a7 32 481% -443[-6.64, -2.23] ——
Subtotal (95% CI) 196 76 100.0% -2.30[-6.32, 1.72]

Heterageneity: Tau*= 7.40; Chi*=8.94, df=1 (P = 0.003); I*= 89%
Testfor overall effect. £=1.12 {F = 0.26)

Total (95% CI) 196 76 100.0% -2.30[-6.32, 1.72]
Heterogeneity, Tau®= 7.50; Chi*= 895, df=1 (P=0.003); F= 89%

Test for overall effect £=1.12 (F = 0.28)

Testfor subgroun differences: Mot applicable

-20 -10 0 10 20
Favours medication Favours placebo
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DLB - cholinesterase inhibitor (donepezil) vs placebo: NPI-2 item - forest plot

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
4.11.1 Donepezil
lkeda 2014 -0F281  B.2829 96  -09 BA 46 423% 027 [-1.89, 2.44)]
Mari 2012 -0 BRET  F.A098 ekt 0y 38 M OATT% 137 [3.22 0449
Subtotal (95% CI) 195 77 100.0% -0.67 [-2.08, 0.73]

Heterogeneity: Chi®=1.27 df=1{P=026),F=21%
Test for overall effect: £=0.94 (P =0.35)

Total (95% CI) 195 77 100.0% -0.67[-2.08,0.73]
Heterogeneity: Chi®=1.27, df=1{P=026), F=21%

Test for overall effect: £=0.94 (P =0.35)

Test for subagroup differences: Mot applicable

200 10 0 10 20
Favours medication Favours placebo

DLB - cholinesterase inhibitor (donepezil) vs placebo: UPDRS Il - forest plot

Dementia with Lewy bodies — memantine

DLB — memantine vs. placebo: adverse events

Any adverse events (probability of experiencing 21; follow-up 24 weeks)

1 RCT  notserious NA not serious  serious? 18/34 17/41 RR 1.28 (0.79 t0 2.07) 116 more per 1000 (from 87 fewer to 444 more) @DP0
(52.9%) (41.5%) MODERATE

Serious adverse events (probability of experiencing 21; follow-up 24 weeks)

11 RCT  notserious NA not serious  very serious?? 6/34 3/41 RR2.41(0.65t08.93) 103 more per 1000 (from 26 fewer to 580 more) @®00
(17.6%)  (7.3%) LOW

Adverse events requiring treatment withdrawal (probability of experiencing; follow-up 24 weeks)

11 RCT  notserious NA not serious  very serious?®? 5/34 7141 RR 0.86 (0.3 t0 2.47) 24 fewer per 1000 (from 120 fewer to 251 more) ®@D00
(14.7%)  (17.1%) LOW

" Emre 2010; data reported for DLB population only; study also included people with PDD
2 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference
3 Very small numbers of events
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DLB — memantine vs. placebo: cognitive outcomes

Clock drawing test (follow-up 24 weeks; range of scores: 0-10; higher is better)

11 RCT not serious N/A not serious serious? 33 43 1.3 higher (0.51 lower to 3.11 higher) OO0
MODERATE

" Emre 2010; data reported for DLB population only; study also included people with PDD
2 At a 95% confidence level, data are consistent with appreciable benefit, appreciable harm or no difference

DLB — memantine vs. placebo: global assessment

ADCS-CGIC (follow-up 24 weeks; lower is better)

11 RCT not serious N/A not serious serious? 33 41 0.6 lower (1.22 lower to 0.02 higher) SelTe)
MODERATE

" Emre 2010; data reported for DLB population only; study also included people with PDD
2 At a 95% confidence level, data are consistent with appreciable benefit, appreciable hamm or no difference

DLB — memantine vs. placebo: activities of daily living

ADCS-ADL (follow-up 24 weeks; range of scores: 0-78; higher is better)

11 RCT not serious N/A not serious serious? 33 41 1.6 higher (4.9 lower to 8.1 higher) @DD0
MODERATE

" Emre 2010; data reported for DLB population only; study also included people with PDD

2 Wide 95% confidence intervals, data are consistent with appreciable benefit, appreciable harm or no difference

DLB — memantine vs. placebo: carer-reported outcomes

ZBI (follow-up 24 weeks; lower is better)

11 RCT not serious N/A not serious serious? 33 41 1.4 lower (6.66 lower to 3.86 higher) OO0
MODERATE

" Emre 2010; data reported for DLB population only; study also included people with PDD
2 Wide 95% confidence intervals, data are consistent with appreciable benefit, appreciable harm or no difference
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DLB — memantine vs. placebo: other non-cognitive outcomes

NPI-12 item (follow-up 24 weeks; range of scores: 0-144; lower is better)

11 RCT not serious N/A not serious serious? 33 41 6 lower (12.23 lower to 0.23 higher) OO0
MODERATE

UPDRS Il (follow-up 24 weeks; lower is better)

11 RCT not serious N/A not serious serious?3 33 41 1.4 lower (5.52 lower to 2.72 higher) OO0
MODERATE

" Emre 2010; data reported for DLB population only; study also included people with PDD
2 Wide 95% confidence intervals, data are consistent with appreciable benefit, appreciable harm or no difference
3Cl cross the MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

Mixed population (PDD or DLB) — cholinesterase inhibitors

PDD/DLB - cholinesterase inhibitor vs. placebo: adverse events

Any adverse events — cholinesterase inhibitors (probability of experiencing 21; follow-up 10 to 24 weeks; lower is better); see Figure 27 for forest plot

7= RCT  notserious not serious not serious  not serious  810/1034 369/525 RR 1.12 (1.05 to 1.19) 84 more per 1000 (from 35 more to 134 more) SIS
(78.3%) (70.3%) HIGH

Any adverse events — donepezil (probability of experiencing 21; follow-up 10 to 24 weeks; lower is better)

512467 RCT  notserious not serious not serious  serious® 453/613 196/285 RR 1.06 (0.97 to 1.16) 41 more per 1000 (from 21 fewer to 110 more) @0
(73.9%) (68.8%) MODERATE

Any adverse events — rivastigmine (probability of experiencing 21; follow-up 20 to 24 weeks; lower is better)

25 RCT  notserious not serious not serious  notserious  357/421 173/240 RR1.19(1.09 to 1.3) 137 more per 1000 (from 65 more to 216 more) PP
(84.8%) (72.1%) HIGH

Serious adverse events — cholinesterase inhibitors (probability of experiencing 21; follow-up 12 to 24 weeks; lower is better); see Figure 28 for forest plot

(579 RCT  notserious not serious not serious  serious® 137/999 63/493 RR 1.10 (0.83 to 1.45) 13 more per 1000 (from 22 fewer to 58 more) @DD0
(13.7%) (12.8%) MODERATE

Serious adverse events — donepezil (probability of experiencing 21; follow-up 12 to 24 weeks; lower is better)

3248 RCT  notserious not serious not serious  serious® 80/578 29/253 RR1.23 (0.83 to 1.84) 26 more per 1000 (from 19 fewer to 96 more) ®DD0
(13.8%) (11.5%) MODERATE

Serious adverse events — rivastigmine (probability of experiencing 21; follow-up 20 to 24 weeks; lower is better)

235 RCT  notserious not serious not serious  serious® 57/421  34/240 RRO0.97 (0.65 to 1.43) 4 fewer per 1000 (from 50 fewer to 61 more) DDDO
(13.5%) (14.2%) MODERATE

Adverse events requiring treatment withdrawal — cholinesterase inhibitors (probability of experiencing; follow-up 10 to 24 weeks; lower is better); see Figure 29 for forest plot

6'-6 RCT  notserious not serious not serious  not serious  147/1013 49/505 RR 1.50 (1.10 to 2.04) 49 more per 1000 (from 10 more to 101 more) DDDD
(14.5%) (9.7%) HIGH
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Adverse events requiring treatment withdrawal — donepezil (probability of experiencing; follow-up 10 to 24 weeks; lower is better)

41246 RCT  notserious not serious not serious  serious® 78/592 28/265 RR1.25(0.84 to 1.87) 26 more per 1000 (from 17 fewer to 92 more) @DP0
(13.2%) (10.6%) MODERATE

Adverse events requiring treatment withdrawal — rivastigmine (probability of experiencing; follow-up 20 to 24 weeks; lower is better)

235 RCT  notserious not serious not serious  not serious 69/421 21/240 RR 1.88 (1.17 to 3.03) 77 more per 1000 (from 15 more to 178 more) OOOD
(16.4%)  (8.8%) HIGH

1 Aarsland 2002

iDubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg). Mean and standard deviation calculated from data reported in paper
Emre 2004

4 Ikeda 2015; data for 2 active treatment groups were combined (donepezil 5mg and 10mg)

5 McKeith 2000

6 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)

7 Ravina 2005

8 At a 95% confidence level, data are consistent with appreciable benefit, appreciable harm or no difference

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.1.1 PDD
Aarsland 2002 12 14 | 12 20% 114077, 1.65)] i
Cubois 2012 283 arT 123 173 351% 1.06[0.94, 1.18] -
Emre 2004 303 362 127 178 353% 1.18[1.06,1.31] =
Ravina 2004 11 21 g 20 1.9% 116062, 2.19] N
Subtotal (95% CI) 774 384 T4.3% 1.12 [1.04, 1.21] 1)
Total events B04 268

Heterngeneity: Chi®= 206, df=3 (F = 0.56); F= 0%
Test for overall effect: 7= 2 87 (P =0.003)

6.1.2 DLB

Ikeda 2014 fd ]3] ) 16 2.7% 0.99 [0.77,1.26] -
Mcleith 2000 a4 a4 46 A1 9.4% 1.21[1.03,1.43] -
Mari 2012 a3 105 24 4 7.5% 112 [0.88,1.43] T
Subtotal (95% CI) 260 141 25.7% 1.11[0.98, 1.25] »
Total events 2m 101

Heterogeneity: Chif=2.00, df=2 (F=0.37), F=0%

Test for overall effect: Z=1.67 (P =010}

Total (95% CI) 1034 525 100.0% 1.12[1.05, 1.19] L]
Total events a10 369

Heterageneity: Chi*=4.00, df= 6 (P = 0.68); F= 0% N s 02 t =0

Test for overall effect: #= 3.41 (P = 0.0007)

A ) Favours medication Favours placebo
Testfor subgroup differences: Chif= 0,01, df=1 (P = 0.80), F=0%
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PDD/DLB - cholinesterase inhibitor vs placebo: any adverse events (proportion of participants experiencing 21) — forest plot
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Cholinesterase inhibitor Placeho Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.2.1 PDD
Dubois 2012 A7 vy 22 173 36.48% 1.40[0.89, 2.18] &
Ermre 2004 47 362 26 179 421% 0.89 [0.87,1.349] —t
Subtotal (95% CI) 739 352 T8.6% 1.13[0.82, 1.54]
Total events 114 438

Heterogeneity, Chif=1.84, df=1 (P= 016}, F= 428%
Testfor owverall effect £=0.75 (P = 0.45)

6.2.2 DLB

Ilkeda 20145 q a6 q 46 3.2% 0.48[0.15,1.587]

Mclkeith 2000 10 a4 a 1 9.5% 1.29[0.55, 3.048] e I —
Mari 2012 a 105 2 34 37% 1.30[0.29, 5.81]

Subtotal (95% CI) 260 141 21.4%  0.98[0.53, 1.82] i
Total events 23 14

Heterogeneity Chif=1.82, df= 2 (F=0.38); F=0%

Testfor averall effect £=0.06 (P = 0.95)

Total (95% CI) 999 493 100.0% 1.10[0.83, 1.45] <

Total events 137 B3

Heterogeneity: Chit= 4.00, df= 4 (P = 0413 F= 0% =I:| 05 I:IIE é 2IZI=

Testfor averall effect £= 065 (P =052}

. . Favours medication Favours placebo
Testfor subgroup differences: Chi*=0145, df=1 (P =069, F=0%

PDD/DLB - cholinesterase inhibitor vs placebo: serious adverse events (proportion of participants experiencing 21) — forest plot
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Cholinesterase inhibitor Placeho Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.3.1 PDD
Aarsland 2002 2 14 0 12 0.8% 4.33[0.23,82.31] r
Cubois 2012 a8 T 19 173 401% 1.40 [0.86, 2.28] T
Emre 2004 62 362 14 179 288% 2.19[1.26, 3.80] ——
Subtotal (95% CI) 753 364 69.7% 1.76 [1.23, 2.53] L
Total events 122 33

Heterogeneity: Chif=1.81, df= 2 (P = 0.40);, F= 0%
Test for overall effect: Z=3.08 (P =0.002)

6.3.2DLB

Ikeda 2015 11 Q6 5 46 10.4% 1.05 [0.39, 2.86] L —
Meckeith 2000 7 a4 T 61 10.6% 1.03[0.29, 2.77] N
Maori 2012 T 108 4 34 93% 057018, 1.82]

Subtotal (95% CI) 260 141 30.3% 0.90 [0.49, 1.63] o
Total events 28 16

Heterageneity: Chi*=0.78, df= 2 (P = 0.68); F= 0%

Testfor averall effect Z=036(FP=072)

Total (95% CI) 1013 K05 100.0% 1.50 [1.10, 2.04] P
Total events 147 44

Heterogeneity: Chif=6.09, df=5 (P =0.30); F=18% 'D.DE sz é 2EI'

Test for overall effect: 7= 2 60 (P = 0.009)

. . Favours medication Favours placebo
Test for subgroup differences; Chi*= 3.681, df=1 (P=0.068), F=72.2%

PDD/DLB - cholinesterase inhibitor vs placebo: adverse events requiring treatment withdrawal (proportion of participants
experiencing) — forest plot
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PDD/DLB - cholinesterase inhibitor vs. placebo: cognitive outcomes

MMSE - cholinesterase inhibitors (follow-up 10 to 24 weeks; range of scores: 0-30; higher is better); see Figure 30 for forest plot

-7 RCT not serious not serious not serious not serious 1008 503 1.46 higher (1.11 to 1.82 higher) OOOD
HIGH

MMSE - donepezil (follow-up 10 to 24 weeks; range of scores: 0-30; higher is better)

512467 RCT not serious not serious not serious not serious 614 276 1.68 higher (1.24 to 2.11 higher) OOOD
HIGH

MMSE - rivastigmine (follow-up 20 to 24 weeks; range of scores: 0-30; higher is better)

235 RCT not serious not serious not serious not serious 394 227 1.04 higher (0.43 to 1.65 higher) oD
HIGH

! Aarsland 2002

2 Dubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg). Mean and standard deviation calculated from data reported in paper
3 Emre 2004

4 Ikeda 2015; data for 2 active treatment groups were combined (donepezil 5mg and 10mg)
5 McKeith 2000

6 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)
7 Ravina 2005
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Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Fixed, 95% CI IV, Fixed, 95% CI
6.4.1 PDD
Aarsland 2002 228 a7 12 2 4 12 1.0% 1.80[-1.72 533 -]
Dubois 2012 22874 3.0049 3BE 21427 3009 470 429% 1.55[1.00,2.08)] -
Emre 2004 0.8 38 335 -0.2 345 166 28.1% 1.00[0.33,1.67] -
Ravina 2005 245 3.2 19 225 ar 19 26% 2.00[-0.20,4.20] T
Subtotal (95% Cl) 752 367 T4.7% 1.36[0.95,1.77]
Heterogeneity: Chif=1.95, df= 3 (P =058}, F= 0%
Testfor overall effect: £= 648 (P = 0.00001)
6.4.2 DLB
Ikeda 2014 1.817 31477 54 0.a 3 44 10E% 1.22[012 2.31] —
Meckeith 2000 0.67 4.26 59  -0A7  4.26 61 54% 1.24[-0.28, 2.76] T
Moari 2012 2289 344988 103 -0.4 2.7 ch| 9.3% 2.70[1.53, 3.87] —_—
Subtotal (95% Cl) 256 136 25.3% 1.77 [1.06, 2.47] &
Heterogeneity, Chi*= 3.88, df=2 (F=0.14); F= 44%
Testfor overall effect: £=4.90 (P = 0.00001)
Total (95% CI) 1008 503 100.0% 1.46[1.11, 1.82] [ ]
Heterogeneity: Chi*= .78, di= 6 (P = 0.34); F=12% |_1 m 55 1 é 0

Testfor overall effect: Z= 8.06 {F = 0.000013
Testfor subgroup differences: Chi*= 094 df=1 {(F=033 F=0%

PDD/DLB - cholinesterase inhibitor vs placebo: MMSE - forest plot
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PDD/DLB - cholinesterase inhibitor vs. placebo: global assessment

Global function — cholinesterase inhibitors (follow-up 10 to 24 weeks; measured with: CIBIC+, ADCS-CGIC or CGIC; range of scores: 1-7; lower is better); see Figure 31 for forest plot

(5= RCT not serious serious® not serious not serious 798 396 SMD 0.48 lower (0.76 to 0.21 lower) SISIST0)
MODERATE

Global function — donepezil (follow-up 10 to 24 weeks; measured with: CIBIC+, ADCS-CGIC or CGIC; range of scores: 1-7; lower is better)

41.235 RCT not serious serious® not serious not serious 469 231 SMD 0.6 lower (1.08 to 0.11 lower) DDDO
MODERATE

Global response — cholinesterase inhibitors (at least minimal improvement; follow-up 10 to 24 weeks; measured with: CIBIC+ or ADCS-CGIC; higher is better); see Figure 32 for forest
plot

414 RCT not serious not serious not serious not serious 356/779  129/377 RR1.31 (1.12 to 1.54) DDOD
(45.7%) (34.2%) 106 more per 1000 (from 41 more to 185 more) HIGH

Global response — donepezil (at least minimal improvement; follow-up 10 to 24 weeks; measured with: CIBIC+ or ADCS-CGIC; higher is better)

3124 RCT not serious serious® not serious not serious 222/450  80/212 RR 1.27 (1.04 to 1.55) @DDO
(49.3%) (37.7%) 102 more per 1000 (from 15 more to 208 more) MODERATE

! Aarsland 2002

2 Dubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg). Mean and standard deviation calculated from data reported in paper
3 Emre 2004

4 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)

5 Ravina 2005

6 Heterogeneity >40% between studies
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Cholinesterase inhibitor 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
6.5.1 PDD

Aarsland 2002 33 049 12 11 ns 12 8.1% -0.91 [-1.76, -0.06]

Dubois 2012 165 1.2 347 39 127 170 30.6% -0.20 [-0.39,-0.02] b

Emre 2004 18 1.4 3249 43 1.5 165 304% -0.35 [-0.54, -0.16] il

Ravina 2005 3468 0r7 19 395 0.85 19 12.0% -0.45 [F1.09, 0.20] T
Subtotal (95% CI) 707 366 81.1% -0.30 [-0.45, -0.15] L ]
Heterogeneity: Tau®=0.00; Chi*= 346, df= 3 (P=0.33); F=13%

Test for overall effect: £=4.00 (P = 0.0001)

6.5.2 DLB

Mari 2012 30997 11512 91 427 1187 . 18.9% -1.00[-1.43,-0.587] —

Subtotal (95% CI) 91 30 18.9% -1.00 [-1.43, -0.57] 4
Heterogeneity: Mot applicable

Test for overall effect: Z=4.54 (P = 0.00001)

Total (95% CI) 798 396 100.0% -0.48[-0.76, -0.21] &
Heterogeneity; Tau?= 0.06; Chi*=12.87, di= 4 (P=0.01); F= 9% 54 52 ] é j‘

Test for overall effect: £=3.45 (P = 0.0006)

Testfor subgroup differences: Chi®=8.96, df=1 (P=0.003), F=838%

Favours medication Favours placeho

PDD/DLB - cholinesterase inhibitor vs placebo: global function (different measures) — forest plot

[Insert footer here]

235 of 379



Error! No text of specified style in document.

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
6.6.1 PDD
Aarsland 2002 q 12 2 12 1.2% 2.50[0.60,10.46]
Duhois 2012 155 347 62 170 52.6% 1.12[0.90,1.39] .
Emre 2004 124 329 49 165 37.6% 1.37 [1.08,1.79] ——
Subtotal (95% CI) 688 347 91.3% 1.24 [1.05, 1.47] &
Total events 2594 119

Heterogeneity: Chif= 2.35, df= 2 (P = 0.31); F= 15%
Testfor overall effect; Z=2.49 (P = 0.01)

6.6.2 DLB

Mori 2012 62 91 10 an B.7% 2.04 [1.21, 3.45] —_—
Subtotal (95% CI) 91 30 8.7%  2.04[1.21,3.46] e
Total events B2 10

Heterogeneity: Hot applicable
Test for averall effect Z= 267 (F=0.003)

Total (95% CI) 779 377 100.0% 1.31[1.12, 1.54] &

Total events 356 129

_I?et?;ngenemrlil C;I T;EDS g;:PSEPnzng.11DB); F=47% 'IZI.DE sz : ED'
BSLIOr overall 8 EC_' =3.29¢( T ) Favours placebo  Favours medication

Testfar subgroup differences: Chi*= 316, df=1 (P =008, F=68.4%

PDD/DLB - cholinesterase inhibitor vs placebo: global response (at least minimal improvement) — forest plot
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PDD/DLB - cholinesterase inhibitor vs. placebo: other non-cognitive outcomes

NPI-10 item — cholinesterase inhibitors (follow-up 12 to 24 weeks; range of scores: 0-120; lower is better)'; see Figure 33 for forest plot

(579 RCT not serious’ not serious not serious not serious 931 465 1.49 lower (2.69 to 0.29 lower) DODD
HIGH

NPI-10 item — donepezil (follow-up 12 to 24 weeks; range of scores: 0-120; lower is better)’

BZ80 RCT not serious’ serious® not serious serious® 550 246 0.92 lower (2.54 lower to 0.69 higher) @®00
LOW

NPI-10 item — rivastigmine (follow-up 20 to 24 weeks; range of scores: 0-120; lower is better)

235 RCT not serious not serious not serious not serious 381 219 2.2 lower (4 to 0.39 lower) DDDD
HIGH

UPDRS Il — donepezil (follow-up 24 weeks; lower is better); see Figure 34 for forest plot

4461011 RCT serious’2 not serious not serious not serious? 228 109 0.71 lower (2.09 lower to 0.66 higher) SIEIST0)

MODERATE

1 SD not reported for this outcome in lkeda 2015; calculated from SE reported in paper

2 Dubois 2012; data for 2 active treatment groups were combined (donepezil 5mg and 10mg). Mean and standard deviation calculate d from data reported in paper
3 Emre 2004

4 Ikeda 2015; data for 2 active treatment groups were combined (donepezil 5mg and 10mg)

5 McKeith 2000

6 Mori 2012; data for 3 active treatment groups were combined (donepezil 3mg, 5mg and 10mg)

7 Data for this outcome not reported in Aarsland 2002. This represents a very small proportion of the total participants in the analysis, therefore quality assessment not
downgraded

8 Heterogeneity > 40% between studies

9 At a 95% confidence level, data are consistent with appreciable benefit, appreciable harm or no difference

10 Aarsland 2002

1 Ravina 2005

2Data for outcome not reported in 3 large RCTs (Dubois 2012, Emre 2004 and McKeith 2000). Papers stated no significant difference between groups

3CI do not cross the MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)
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Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.8.1 PDD
Dubnis 2012 11.711 10.32 354 13085 1032 170 407%  -1.34[3.23, 0.44] —
Emra 2004 -2 10 334 0 104 166 396% -2.00[-32.91,-0.09] ——
Subtotal (95% Cl) 688 336 80.3% -1.67[-3.01,-0.32] &

Heterogeneity: Chi*= 023 df=1 (P=0E3); F=0%
Testfor overall effect: Z=243(P=001)

6.8.2 DLB

lkeda 2014 -4 4468 9618 94 -6.4 995 44 1M7%  1.95[1.587 5.48] T
ek eith 2000 -4 16.2 47 -1.2 107 53 449% -3.80[-9.25,1.649]

Mori 2012 -5.8088 153238 102 03 174 32 32% -6.11 [F12.86, 0.64] [ —
Subtotal (95% CI) 243 129 19.7% -0.77[-3.48, 1.94] -

Heterogeneity: Chi®= 588, df=2 (P = 0.08); F= 66%
Testfor overall effect Z=0456 (P =0.58)

Total (95% CI) 931 465 100.0% -1.49[-2.69,-0.29] 'S
Heterageneity Chit= 6 45 df= 4 (P= 017); F= 38% | : : |
Testfor overall effect Z= 2.43 (P = 0.02) 20 1 0 10 20

} ] Favours medication Favours placebo
Testfar subgroup differences: Chi*= 0.34, df=1 (P = 0.56), F= 0%

PDD/DLB - cholinesterase inhibitor vs placebo: NPI-10 item — forest plot

[Insert footer here] 238 of 379



Error! No text of specified style in document.

Cholinesterase inhibitor Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CIl
6.9.1 PDD
Aarsland 2002 .8 15.4 12 341 81 12 20% -330[13.14,6.54] -1
Ravina 2005 40.3 136 21408 137 20 27% -0.20[-8.56, 8.16] I E—
Subtotal (95% CI) 33 32 4.7% -1.50[-7.87, 4.87] e
Heterogeneity: Chi*=0.22, df=1 (P =0.64); F= 0%
Testfor overall effect: Z=0.46 (P = 0.64)
6.9.2 DLB
lkeda 2015 -06281 62924 96  -09 61 46 403% 027 [-1.89, 2.44]
Maori 2012 -0.6667 65093 44 ny 38 M aa1%  -1.37 [-3.22, 044 ?
Subtotal (95% CI) 195 7 953% -0.67[-2.08,0.73]
Heterogeneity: Chi*=1.27, df=1 (P =0.26% F=21%
Testfor overall effect: Z=0.94 (P =0.345)
Total (95% CI) 228 109 100.0% -0.71[-2.09, 0.66] q
Heterogeneity; Chi*=1.55 df=3 (P =067 F=0% —2'E| _1-0 ﬁ 1'E| 2-0

Testfor overall effect: Z=1.02 (P =0.31)
Testfor subgroun differences: Chif= 006, df=1 (P = 0800, F=0%

Favours medication Favours placebo

PDD/DLB - cholinesterase inhibitor vs placebo: UPDRS Il — forest plot

Mixed population (PDD or DLB) — memantine

PDD/DLB — memantine vs. placebo: adverse events

Any adverse events (probability of experiencing 21; follow-up 16 to 24 weeks; lower is better); see Figure 35 for forest plot

212 RCT  notserious not serious not serious  serious? 52/107 52/113 RR1.06 (0.8to 1.41) 28 more per 1000 (from 92 fewer to 189 more) @PP0
(48.6%) (46%) MODERATE

Serious adverse events (probability of experiencing 21; follow-up 16 to 24 weeks; lower is better); see Figure 36 for forest plot

212 RCT  notserious not serious not serious  serious® 15/107 11/113 RR1.43 (0.69 t0 2.97) 42 more per 1000 (from 30 fewer to 192 more) ®DD0

(14%) (9.7%) MODERATE

Adverse events requiring treatment withdrawal (probability of experiencing; follow-up 16 to 24 weeks; lower is better); see Figure 37 for forest plot

224 RCT  notserious not serious serious® serious® 18/130 21/137 RR0.91 (0.51t01.63) 14 fewer per 1000 (from 75 fewer to 97 more) @®@D00
(13.8%) (15.3%) LOW

" Emre 2010; data reported for total population (PDD and DLB)
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2 | eroi 2009; not clear if adverse event data reported at end of active treatment (16 weeks) or end of drug withdrawal phase (22 weeks)
3 At a 95% confidence level, data are consistent with appreciable harmm, appreciable benefit or no difference

4 Aarsland 2009

5 Both studies included people who were also taking a cholinesterase inhibitor

Memantine Placebo Risk Ratio Risk Ratio
Study or Subgroup  BEvents Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.1.1 PDD
Leroi 2004 f 11 49 14 15.8% .85 [0.44, 1.64] —
Subtotal (95% CI) 1 14  158%  0.85[0.44, 1.65] .
Total events G 4

Heterogeneity: Mot applicable
Test for overall effect: £= 048 (F=0.63)

7.1.2 DLB
Ernre 2010 46 OF 43 99 842%  110[0.81,1.50] t
Subtotal (95% CI) 96 99 84.2%  1.10 [0.81, 1.50]

Total events 46 43

Heterogeneity: Mot applicable
Test for overall effect: £= 063 (F=0.53)

Total (95% CI) 107 113 100.0% 1.06 [0.80, 1.41] i
Total events a2 a2
?etnta;ngenem.fl:l CQ Tgfﬂn g;:;EPD:EDTAB);I =0% N5 0= : -0

BsLIOroverall 8 E':_' =0.431 = ) Favours medication Favours placebo
Testfar subgroup differences: Chif= 049, df=1 (F= 048, F=0%

PDD/DLB — memantine vs placebo: any adverse events (proportion of participants experiencing 21) — forest plot
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Memantine Placebo Risk Ratio
Study or Subgroup  Bwents Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

7.2.1PDD

Lerai 2009 1 11 1 14 B.2% 1.27[0.09, 18.14]
Subtotal (95% CI) 1 14 8.2% 1.27[0.09, 18.14]
Total events 1 1

Heterogeneity: Mot applicable
Test far overall effect: £=0.18 (P = 0.86)

7.22DLB

Emre 2010 14 46 10 99 91.8% 1.44 [0.67, 3.09)]
Subtotal (95% CI) 96 99  91.8% 1.44 [0.67, 3.00]
Total events 14 10

Heterogeneity: Mot applicable
Test for aoverall effect: £=0.95 (P =0.34)

Total (95% CI) 107 113 100.0% 1.43[0.69, 2.97]
Total events 15 11

e ——

-

—api——

Heterogeneity: Chi®=0.01, df=1(F =043}, *=0% :

Testfor overall effect £= 096 (F=0.34)
Test for subaroup differences: Chif=0.01, df=1 (P=0.93), F=0%

0.05

0.2

5 20

Favours medication Favours placebo

PDD/DLB — memantine vs placebo: serious adverse events (proportion of participants experiencing 21) — forest plot
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Memantine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.3.1DLE
Ermre 2010 11 ]3] 12 99 A8.2% 0.95[0.44, 2.04]
Subtotal (95% CI) 96 99 582%  0.95[0.44, 2.04]
Total events 11 12

Heterogeneity: Baot applicable
Test far overall effect: £=0.14 (F=0.849)

7.3.2 Mixed

Aarsland 2004 7 34 4 I 41.8% 0.87 [0.36, 2.08] ——
Subtotal (95% CI) 34 3 41.8% 0.87 [0.36, 2.08] —eti——
Total events 7 4

Heterogeneity: Mot applicable
Testfar overall effect: £=0.31 (F=0.75)

Total (95% CI) 130 137 100.0% 0.91[0.51, 1.63] i
Total events 18 21
?etn:;ngenem.fl:l CQ Tg??ﬂ SZ:QEPD:?DE.BQ};I = 0% s 07 : o0

Bstioroverall & E':_' =0.311 = ) Favours medication Favours placebo
Test for subgroup differences: Chi*=0.02, df=1 (P=0.89, F=0%

PDD/DLB — memantine vs placebo: adverse events requiring treatment withdrawal (proportion of participants experiencing) — forest
plot
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PDD/DLB — memantine vs. placebo: cognitive outcomes

MMSE (follow-up 16 to 24 weeks; range of scores: 0-30; higher is better); see Figure 38 for forest plot

212 RCT not serious not serious serious?® serious?® 40 47 1.56 higher (0.17 lower to 3.28 higher) ®@D00
LOW

! Aarsland 2009

2 | eroi 2009; data reported for end of drug treatment phase (16 weeks)

3 Both studies included people who were also taking a cholinesterase inhibitor

4 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Fixed, 95% CI I, Fixed, 95% CI
7.4.1 PDD
Leroi 2004 1989 6.3 10 209 @ 14 11.8% -1.00[-6.01,4.01] =
Subtotal (95% CI) 10 14 11.8% -1.00[-6.01, 4.01] — e ——

Heterogeneity: Mot applicable
Testfor overall effect. £=0.39 (P =070}

7.4.2 Mixed

Aarsland 2009 1.4 32 a0 -0s 42 33 B82%  1.80[0.07, 3.73] t

Subtotal (95% CI) 30 33 88.2% 1.90[0.07, 3.73]

Heterogeneity, Mot applicable

Testfor overall effect: £= 2.03 (P = 0.04)

Total (95% CI) 40 47 100.0% 1.56 [-0.17, 3.28] il

Heterogeneity, Chi*=1.13, df=1 (P =029}, F=12% 0 T b : 10

Testfor overall effect: £=1.77 (P = 0.08)

) . Favours placebo  Favours medication
Testfor subgroup differences: ChiF=113, df=1 (P=023, F=11.8%

PDD/DLB — memantine vs placebo: MMSE - forest plot
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PDD/DLB — memantine vs. placebo: global assessment

Global function (follow-up 24 weeks; measured with: ADCS-CGIC or CGIC; range of scores: 1-7; lower is better); see Figure 39 for forest plot
0.27 lower (0.51 to 0.02 lower)

212 RCT not serious

" Aarsland 2009

2 Emre 2010; data reported for total population (PDD and DLB)

not serious

not serious

not serious

123 130

Memantine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
7.5.10LB
Ernre 2010 35 1.4567 93 38 1.4885 97 TAE% -0.20 [-0.449, 0.08]
Subtotal (95% CI) 93 97 75.6% -0.20 [-0.49, 0.08]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.39 (P =0.16)
7.5.2 Mixed
Aarsland 2009 3.5 15 ao 42 15 33 24.4% -0.46 [-0.96, 0.04] =
Subtotal (95% CI) 30 33 24.4% -0.46 [-0.96, 0.04] A
Heterogeneity: Mot applicable
Testfor overall effect Z=1.80(F=0.07)
Total (95% CI) 123 130 100.0% -0.27 [[0.51, -0.02] &
Heterogeneity; Chit= 0.77, df=1 (P = 0.38); F= 0% 54 52 1 é ji

Testfor overall effect Z=210(FP=0.04

Testfor subgroup differences: Chif= 077, df=1 (P=0.38), F=0%

Favours medication Favours placebo

PDD/DLB — memantine vs placebo: global function (different measures) — forest plot
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PDD/DLB — memantine vs. placebo: activities of daily living

~ Qualityassessmet ~ Noofpatents FEffct

~ Noofstudies  Design Risk ofbias Inconsistency Indirectness  Imprecision ~ Memantine Placebo  Standardised mean difference (95% CI)

ADL (follow-up 24 weeks; measured with: ADCS-ADL or DAD; higher is better); see Figure 40 for forest plot

212 RCT not serious not serious not serious serious® 123 130 0.13 higher (0.12 lower to 0.38 higher) SISIST0)
MODERATE

! Aarsland 2009

2 Emre 2010; data reported for total population (PDD and DLB)

3 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference

Memantine Placeho Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
7.6.1DLB
Ermre 2010 0 131101 893 -11 133865 97 75.3% 0.08 [-0.20, 0.37]
Subtotal (95% CI) 93 97 75.3% 0.08 [-0.20, 0.37]

Heterogeneity: Mot applicable
Testfor overall effect Z=057 (P=0.87)

7.6.2 Mixed
Aarsland 2009 -1 6.4 o -25 4.6 33 247% 0.27 [-0.23, 0.76] i
Subtotal (95% CI) 30 33 24.7% 0.27 [-0.23, 0.76] -

Heterogeneity: Mot applicable
Test for overall effect Z=1.06 (P = 0.249)

Total (95% CI) 123 130 100.0% 0.13[-0.12, 0.38] ?
Heterogeneity: Chi®= 040, df=1 (P= 043 F=0%

Testfar overall effect £=1.02 (P=0.31)

Test for subaroup differences: Chi®= 040, df=1 (P=0.831, F=0%

] l
-4 -2 0 2 1
Favours placebo Favours medication

PDD/DLB — memantine vs placebo: activities of daily living (different measures) — forest plot
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PDD/DLB — memantine vs. placebo: carer-reported outcomes

ZBI (follow-up 16 to 24 weeks; lower is better); see Figure 41 for forest plot

212 RCT not serious not serious not serious serious® 104 111 2.69 lower (5.99 lower to 0.6 higher) SICIST0)
MODERATE

" Emre 2010; data reported for total population (PDD and DLB)

2 eroi 2009; data reported for end of drug treatment phase (16 weeks)

3 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit or no difference

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
7.7.1PDD
Leroi 2004 285 2.5 11 3445 11.5 14 17.6% -5.00[-12.84, 2.84] — 1
Subtotal (95% CI) 1" 14  17.6% -5.00 [-12.84, 2.84] el

Heterogeneity: Mot applicable
Testfor aoverall effect £2=1.25{F =021}

7.7.2DLB
Emre 2010 -0.3 126246 43 1.9 1249004 97 B824%  -220[5.83,1.43] —-
Subtotal (95% CI) 93 97 B24% -2.20[-5.83, 1.43] e

Heterogeneity: Mot applicable
Testfor overall effect Z=1.19(P=0.23)

Total (95% Cl) 104 111 100.0% -2.69 [-5.99, 0.60] a4
Heterogenegity: Chif= 040, df=1{P=053; F=0%

Testfor overall effect Z=1.60(FP=011)

Testfor subgroup differences: Chif= 040, di=1 (FP=0453), F=0%

200 -10 0 10 20
Favours medication Favours placeho

PDD/DLB — memantine vs placebo: ZBI - forest plot
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PDD/DLB — memantine vs. placebo: other non-cognitive outcomes

NPI (follow-up 16 to 24 weeks; measured with: NPI-10 item or NPI 12-item; lower is better)'; see Figure 42 for forest plot

223 RCT not serious not serious not serious serious* 122 130 SMD 0.16 lower (0.41 lower to 0.08 higher) SleTe)
MODERATE
UPDRS Il (follow-up 16 to 24 weeks; lower is better); see Figure 43 for forest plot
223 RCT not serious not serious not serious not serious® 131 141 MD 0.28 higher (1.28 lower to 1.85 higher) oD
HIGH

" Data from Leroi 2009 could not be included in this analysis due to inconsistent outcome reporting

2 Aarsland 2009

3 Emre 2010; data reported for total population (PDD and DLB)

4 At a 95% confidence level, data are consistent with appreciable hanm, appreciable benefit or no difference
5ClI do not cross the MID between 3 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)

Memantine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
7.8.1DLE
Emre 2010 -26 1349457 93 0.4 143889 97 ¥54% -0.21 [-0.480, 0.07]
Subtotal (95% CI) a3 97  T54% -0.21[-0.50, 0.07]

Heterogeneity: Mot applicable
Testfor overall effect £=1.47 (P =0.14)

7.8.2 Mixed
Aarsland 2009 14 108 29 14 106 33 246% -0.01 [-0.51, 0.49] —-‘p—
Subtotal (95% CI) 29 33 246%  -0.01[-0.51,0.49]

Heterogeneity: Mot applicable
Testfor overall effect: £=0.04 (P =047}

Total (95% CI) 122 130 100.0% -0.16 [-0.41, 0.08] q

Heterogeneity; Chi*=0.48, df=1 (P=0.49; F= 0% !4 52 3 é

Test for overall ef’fec.t: £=1.129 (F':. 020 Favours medication Favours placebo
Testfor subgroup differences: Chi*=0.48, df=1 {(F=0.45), F= 0%

e

PDD/DLB — memantine vs placebo: NPI (different measures) — forest plot

[Insert footer here] 247 of 379



Error! No text of specified style in document.

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.9.1PDD
Lerai 2009 24.3 a.a 10 219 9.1 14 4.7% 240[-4.84 964] —
Subtotal (95% CIy 10 14 4.7% 2.40[-4.84, 9.64] ~—

Heterogeneity: Mot applicahle
Testfor overall effect =065 (F= 052

79.2DLB
Ermre 2010 1.2 101968 93 1.3 104145 a7 28.6% -010F3.03, 2.83] :
Subtotal (95% CI) 93 97  28.6% -0.10[-3.03, 2.83]

Heterogeneity: Mot applicahle
Test for overall effect: £=0.07 (P = 0.95)

7.9.3 Mixed
Aarsland 2009 0z 31 28 o 4.3 30 BEY%  030F1.82, 2.27] t
Subtotal (95% CI) 28 30 66.7% 0.30[-1.62, 2.22]

Heterogeneity: Mot applicahle
Test for overall effect: £=0.31 (P = 0.76)

Total (95% CI) 131 141 100.0% 0.28 [-1.28, 1.85] ?
Heterogeneity: Chi*=0.39, df=2 (P=082; F=0%

Testfor overall effect Z=035FP =072

Testfor subgroup differences: Chit=0.39, df=2(P=0.82), F=0%

220 10 0 10 20
Favours medication Favours placeho

PDD/DLB — memantine vs placebo: UPDRS Il - forest plot

Network meta-analyses

Any adverse events

Adverse events

9 Not serious Not serious Not serious’ Not serious High

Aarsland 2002, Dubois 2012, Ikeda 2015,
Mori 2012, Ravina 2005, Emre 2004,
McKeith 2000, Emre 2010, Leroi 2009

Considered not serious as population, interventions, comparator and outcomes are as defined in protocol
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Serious adverse events

Serious adverse events

7 Not serious Not serious Not serious’ Not serious High
Dubois 2012, Ikeda 2015, Mori 2012,

Emre 2004, McKeith 2000, Emre 2010,

Leroi 2009

'Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

Adverse events requiring treatment withdrawal

Adverse events requiring treatment withdrawal

8 Not serious Not serious Not serious' Not serious High
Aarsland 2002, Dubois 2012, Ikeda 2015,

Mori 2012, Emre 2004, McKeith 2000,

Aarsland 2009, Emre 2010

'Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

MMSE

Change in MMSE scores

9 Not serious Not serious Not serious’ Not serious High
Aarsland 2002, Dubois 2012, Ikeda 2015,

Mori 2012, Ravina 2005, Emre 2004,

McKeith 2000, Aarsland 2009, Emre

2010

'Considered not serious as population, interventions, comparator and outcomes are as defined in protocol
Clincial global function

Change in clinical global function (various measures)
7 Not serious Serious' Not serious? Not serious Moderate
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Aarsland 2002, Dubois 2012, Mori 2012,
Ravina 2005, Emre 2004, Aarsland 2009,
Emre 2010

'Considerable between study heterogeneity (i>>40%)
2Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

NPI

Change in NPI scores

8 Not serious Not serious Not serious' Not serious High

Dubois 2012, Ikeda 2015, Mori 2012,
Emre 2004, McKeith 2000, Aarsland
2009, Emre 2010, Leroi 2009

'Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

UPDRS Il (motor subscale)

Change in UPDRS Il (motor) scores

7 Serious’ Not serious Not serious? Serious? Low
Aarsland 2002, Ikeda 2015, Mori 2012,

Ravina 2005, Aarsland 2009, Emre 2010,

Leroi 2009

'Some studies do not report measure of variation

2Considered not serious as population, interventions, comparator and outcomes are as defined in protocol

3Analysis could not differentiate between any clinically distinct options
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Network meta-analyses
Mixed population (PDD or DLB)

PDD/DLB - any adverse events — FE model

Treatment RR 95%-Cl
Flacebo 1.00
Memantine = 1.05 [0.80; 1.39]
Chi — 114 [1.07,1.22]
Donepezil T 1.06 [0.97,1.16]
Fivastigmine —— 1.19 [1.09; 1.30]
| |
08 1 125

Lowwer values favour treatment

Differences between treatments — relative risk and 95% confidence interval

Placebo N/A

Memantine 1.05 (0.80, 1.39) N/A

Chl 1.14 (1.07, 1.22) 1.08 (0.81, 1.44) N/A

Donepezil 1.06 (0.97, 1.16) 1.01 (0.75, 1.35) N/A N/A

Rivastigmine 1.19 (1.09, 1.30) 1.13(0.84, 1.51) N/A 1.12 (0.99, 1.27) N/A
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Quantifying heterogeneity/inconsistency:

taut2 < 0.0001; 12 = 0%

Test of heterogeneity/inconsistency:
Q d.f. p.value

131 6 0.971

Network graph:

- Donepezil

ermantine

J
Placebo
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PDD/DLB - serious adverse events — FE model

Placebo 1.00

Memantine : 143 [069; 297]

Chl : 1.09 [082; 144]

Donepezil : 1.23 [0.82; 1.84]

Fivastigmine 097 [06%; 143]
| I |

05 1 2 3
L owvwer values favour treatment

Differences between treatments — relative risk and 95% confidence interval

Placebo N/A

Memantine 1.43 (0.69, 2.97) N/A

Chl 1.09 (0.82, 1.44) 0.76 (0.35, 1.67) N/A

Donepezil 1.23 (0.82, 1.84) 0.86 (0.37, 1.98) N/A N/A

Rivastigmine 0.97 (0.65, 1.43) 0.68 (0.29, 1.55) N/A 0.79 (0.45, 1.38) N/A

Quantifying heterogeneity/inconsistency:
tau*2 <0.0001; 12 = 0%

Test of heterogeneity/inconsistency:

Q d.f. p.value

3.3 4 0.5087

[Insert footer here] 253 of 379



Error! No text of specified style in document.

Network graph:

hemantine
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PDD/DLB - adverse events requiring treatment withdrawal — FE model

Treatment RR 95%-ClI

Flacebo 1.00

Memantine - 091 [051;, 162]

Chi — 145 [1.06;, 1.97]

Donepezil : 122 [0.82 1.584]

Fivastigmine 1.83 [1.13; 2.96]
| I |

05 1 2 3
Lower values favour treatment

Differences between treatments — relative risk and 95% confidence interval

Placebo N/A

Memantine 0.91 (0.51, 1.62) N/A

Chl 1.45 (1.06, 1.97) 1.59 (0.82, 3.05) N/A

Donepezil 1.22 (0.82, 1.84) 1.34 (0.66, 2.72) N/A N/A

Rivastigmine 1.83(1.13, 2.96) 2.01 (0.95, 4.26) N/A 1.50 (0.80, 2.80) N/A

Quantifying heterogeneity/inconsistency:
tau*2 < 0.0001; 12 = 0%

Test of heterogeneity/inconsistency:

Q d.f. p.value

449 5 0.4819
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PDD/DLB — MMSE - FE model

Treatment MD 95%-ClI

Flacebo 0.00

Memantine = 156 07, 3.28]

Zhl —. 146 [1.11; 1.82]

Donepezil —+— 168 [1.24, 211]

Fivastigmine —— 104 [043; 1.65]
| I | I |

-1 0 1 2 3 4
Higher values favour treatment

Differences between treatments — mean difference and 95% confidence interval

Placebo N/A

Memantine 1.56 (-0.17, 3.28) N/A

Chl 1.46 (1.11, 1.82) -0.09 (-1.85, 1.66) N/A

Donepezil 1.68 (1.24,2.11) 0.12 (-1.66, 1.90) N/A N/A

Rivastigmine 1.04 (043, 1.65) -0.52 (-2.35, 1.31) N/A -0.64 (-1.39,0.11) N/A

Quantifying heterogeneity/inconsistency:
tau*2 <0.0001; 12 = 0%

Test of heterogeneity/inconsistency:

Q d.f. p.value

515 6 0.5243
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PDD/DLB - global function — RE model

Treatment SMD 95%.-ClI

Flacetbo 0.00

Memantine = -0.31 [[0.78; 0.16]

Chl — -050 [F0.81;-0.19]

Donepezil ; -0456 0493 -0.20]

Fivastigmine = -035 092 0.23]
N N R R 1

-1 -08-06-04-02 0 0204
L ower values favour treatment

Differences between treatments — standardised mean difference and 95% confidence interval

Placebo N/A

Memantine -0.31 (-0.78, 0.16) N/A

Chl -0.50 (-0.81, -0.19) -0.19 (-0.76, 0.37) N/A

Donepezil -0.56 (-0.93, -0.20) -0.25 (-0.85, 0.34) N/A N/A

Rivastigmine -0.35 (-0.92, 0.23) -0.04 (-0.78, 0.70) N/A 0.21 (-0.47, 0.90) N/A

Quantifying heterogeneity/inconsistency:
taut2 =0.1182; 1"2 =70.7%

Test of heterogeneity/inconsistency:

Q d.f. p.value

1363 4 0.0086
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PDD/DLB — NPI - FE model

Treatment SMD 95%-CI

Flacebo 0.00

Memantine = 016 041 0.08]

_hl — 015 027, -0.04]

Donepezil = -0 [FD026 0.04]

Rivastigmine = -0.27 [F0.38; -0.04]
| | [ | | | |

504030201 0 01 02
Lower values favour treatment

Differences between treatments — standardised mean difference and 95% confidence interval

Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine -0.16 (-0.41, 0.08) N/A
Chl -0.15 (-0.27, -0.04) 0.01 (-0.26, 0.28) N/A
Donepezil -0.11 (-0.26, 0.04) 0.06 (-0.23, 0.35) N/A N/A
Rivastigmine | -0.21 (-0.38, -0.04) -0.05 (-0.35, 0.25) N/A -0.10 (-0.33, 0.12) N/A

Quantifying heterogeneity/inconsistency:
taut2 = 0.0090; 12 =24.7%

Test of heterogeneity/inconsistency:

Q d.f. p.value

531 4 0.2565
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PDD/DLB — UPDRS Ill - FE model

Treatment

Flacebo
Memantine
hl
Donepezil

[ I
2

Lower values favour treatment

[ I
1 2

MD 95%-ClI

0.00
0.8 [-128 1.85]
071 [-2.09; 066]
071 [-2.09; 0.66]

Differences between treatments — mean difference and 95% confidence interval

Placebo Memantine Chl Donepezil
Placebo N/A
Memantine 0.28 (-1.28, 1.85) N/A
Chl -0.71 (-2.09, 0.66) -1.00 (-3.08, 1.09) N/A
Donepezil -0.71 (-2.09, 0.66) -1.00 (-3.08, 1.09) N/A N/A

Quantifying heterogeneity/inconsistency:

tau*2 <0.0001; I"2 = 0%

Test of heterogeneity/inconsistency:

Q d.f.
195 5

p.value

0.8566
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Network graph:

Donepezil
Placebo

Memantine

PDD/DLB - UPDRS Il sensitivity analysis — FE model

For this sensitivity analysis, in the 3 studies where the UPDRS Il was measured but reported only as “non-significant”, an effect size of 0 was
assumed, and a SD imputed based on the pooled SD from the other trials of cholinesterase inhibitors versus placebo.
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Treatment
Flacebo
MMemantine
i_hl —
Donepezil —T
Fivastigmine
| T | |
-2 -1 0 1 2

Lowier values favour treatment

MD  95%-Cl
0.00

0.28 [-1.28: 1.85]
.0.21 [-0.95; 0.53]
2034 [129; 0.61]
0.00 118 1.18]

Differences between treatments — mean difference and 95% confidence interval

Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine 0.28 (-1.28, 1.85) N/A
Chl -0.21 (-0.95, 0.53) -0.49 (-2.22, 1.24) N/A
Donepezil -0.34 (-1.29, 0.61) -0.63 (-2.46, 1.21) N/A | N/A
Rivastigmine | 0.00 (-1.18, 1.18) -0.28 (-2.24, 1.68) N/A~ | 0.34 (-1.17, 1.86) N/A
Quantifying heterogeneity/inconsistency:
taur2 <0.0001; I"2 = 0%
Test of heterogeneity/inconsistency:
Q d.f. p.value
248 7 0.9284
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E.5 Non-pharmacological management of motor and non-motor symptoms
E.5.1 Physiotherapy and physical activity

Gait Outcomes

2 or 6 Minute Walk Serious' Not serious Not serious Not serious MD 0.33 Moderate

Test [0.11, 0.55]

10 or 20m Walk 6 Serious' Serious? Not serious Serious* MD 0.02 Very Low

Test [-0.63, 0.67]

Speed 24 Serious’ Not serious Not serious Not serious MD 0.06 Moderate
[0.04, 0.08]

Cadence 9 Serious' Not serious Not serious Serious* MD 0.06 Low

(steps/min) [-1.67, 1.78]

Stride Length (m) 10 Serious' Not serious Not serious Not serious MD 0.06 Moderate
[0.02, 0.10]

Step Length (m) 7 Serious’ Not serious Not serious Serious* MD 0.02 Low
[-0.00, 0.04]

Freezing of Gait 4 Serious’ Not serious Serious?® Not serious MD -1.41 Low

Questionnaire [-2.63, -0.19]

Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (#>40%); 3Serious indirectness: The GDG did not feel that the freezing of
gate questionnaire was an adequate measure to quantify the severity and frequency of freezing in people with PD; “Non-significant result

Functional Mobility and Balance Outcomes

Timed Upand Go 17 Serious' Serious? Not serious Serious* MD -1.09 Very Low
[-1.57, -0.60]

Functional Reach 6 Serious' Serious? Not serious Not serious MD 2.82 Low

(cm) [1.08, 4.55]
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Berg Balance
Scale

Activity Specific 3
Balance
Confidence

Falls Efficacy 8
Scale

Number of people 2
falling

Serious’

Serious’

Serious’

Serious’

Serious?

Not serious

Serious?

Serious?

Not serious

Not serious

Serious’

Not serious

Serious®

Serious®

Serious®

Serious®

MD 3.28 Very Low
[1.96, 4.59]

MD 2.40 Low
[-2.78, 7.57]

MD -3.59 Very Low
[-7.55, 0.38]

OR 0.53 Very Low
[0.20, 1.43]

'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i2>40%); 3Serious indirectness: The GDG did not feel that the freezing of
gate questionnaire was an adequate measure to quantify the severity and frequency of freezing in people with PD; “Serious imprecision: MCIC = 11s was
deemed clinically meaningful by the GDG; ®Serious imprecision: MCIC =5 points was deemed clinically meaningful by the GDG; éNon-significant results;
"Serious indirection: The GDG did not feel that the falls efficacy scale was an adequate measure to quantify the severity and frequency of falls in people

with PD

Clinical-Rated Disability

UPDRS Total
UPDRS Mental 4
UPDRS Il (ADL) 7

UPDRS Ill (motor) 23

Serious’

Serious’

Serious’

Serious’

Serious?

Not serious

Not serious

Serious?

Not serious

Not serious

Not serious

Not serious

Serious®

Not serious

Not serious*

Serious®

MD -5.32 Very low
[-8.34, -2.30]
MD -0.43 Moderate
[-0.82, -0.05]
MD -1.63 Moderate
[-2.42, -0.84]
MD -4.24 Very low
[-5.90, -2.58]

"Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i2>40%); 3Cl cross the MID of 7.3 points (Schrag et al., 2006); “Cl do not
cross the MID of 3 points (Schrag et al., 2006); °Cl cross the MID of 3.25 (Horvath et al., 2015) and 5 points (Schrag et al, 2006)
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Clinical-rated QoL

PDQ-39 Summary Serious' Serious? Not serious Serious* MD -4.74 Very low

Index [-8.08, -1.39]

PDQ-39 Mobility 4 Serious’ Not serious Not serious Serious?® MD -2.31 Low
[-6.55, 1.92]

'Individual study(ies) at risk of bias; 2Considerable between study heterogeneity (i>>40%); *Non-significant result; “Cl cross the MID of 1.6 points (Peto et
al., 2001)

PD REHAB (Clarke et al., 2016)

NEADL Summary 1 Not serious Serious' Serious? MD 0.5
Index (at 3 months) [-0.7,1.7]
NEADL Summary 1 Not serious N/A Serious' Serious? MD 0.07 Low
Index (at 15 [-0.64, 0.77]
months)
PDQ-39 Summary 1 Not serious N/A Serious' Not serious® MD 0.007 Moderate
Index (at 3 months) [-1.5, 1.5]
PDQ-39 Summary 1 Not serious N/A Serious' Serious* MD -1.55 Low
Index (at 15 [-2.62, -0.47]
months)
EQ-5D quotient (at 1 Not serious N/A Serious' Serious? MD -0.03 Low
3 months) [-0.07, -0.002]
EQ-5D quotient (at 1 Not serious N/A Serious' Not serious MD 0.02 Moderate
15 months) [0.00007, 0.03]
SF-12 physical 1 Not serious N/A Serious' Serious? MD -0.6 Low
(carers — at 3 [-2.3,1.2]
months)
SF-12 mental 1 Not serious N/A Serious’ Not serious MD -2.1 Moderate
(carers — at 3 [-3.9, -0.3]
months)
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"Considered serious as intervention is not as defined in protocol 2Non-significant result 3Cl does not cross the MID of 1.6 points (Peto et al., 2001) “Cl cross
the MID of 1.6 points (Peto et al., 2001)

Alexander Technique

Self-assessment PD Not serious Not serious Not serious MD -3.5 (-7.7to -  High
disability scale 0.0)

(SPDDS) at best

Self-assessment PD 1 Not serious N/A Not serious Not serious MD -6.3 (-11.8 to- High
disability scale 0.9)

(SPDDS) at worst

Beck Depression 1 Not serious N/A Not serious Serious' MD -0.9 (2.6 to Moderate
Inventory 0.9)

"Non-significant results
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Forest plots
Gait Outcomes

2 or 6 Minute Walk Test

Intervention No Intervention Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fixed, 95% CI
1.1.1 Exercise v Control
Frazzitta 2015 411 1058 16 404 93 15  9.8% 0.06 [-0.65, 0.786] I
heek 2010 B1 325 19 07 387 18 11.7% 015 [0.50, 0.79] 1
Schilling 2008 492 TG.EB 8 251 TaB T4T% 0.30 F0.72,1.32] N B —
Schenkman 1998 144 357 23 19 424 23 14.4% 0.34 [0.24,0.52] 1T
Subtotal (95% CI) 66 63 40.6% 0.21[-0.14, 0.56] e

Heterogeneity, Chi*=043 df =3 (FP=0893), F=0%
Testfor owerall effect Z=119{FP=023)

1.1.2 Treadmill v Control

Canning 2012 26.1 36 8 484 414 9 1% -0.54 [-1.52, 0.43] I
Canning 2008 13.3 288 9 181 383 9 57% -0.13 [-1.06, 0.79] N
Subtotal (95% CI) 17 18  10.8% -0.33 [-1.00, 0.34] —~—

Heterogeneity, Chif= 0,36, df = 1 (P = 0.55); F= 0%
Testfor overall effect Z= 0.95 (P = 0.34)

1.1.3 Dance v Control

Duncan 2012 22 1029 26 -6 97 26 164% 0.23 F0.31, 0.78] —1—
Hackney 2009 542 802 31 -FE 127 17 133% 0.61[0.01,1.22] e
Subtotal (95% CI) 57 43 20.7% 0.40 [-0.00, 0.81] -

Heterogeneity, Chi*= 083, df=1 (P=036), F=0%
Test for overall effect Z=1.95 {F = 0.09)

1.1.4 Martial Arts v Control

Hackney 2009 444 659 13 08 434 13 7E% 0.76 [0.04, 1.56] T
Choi 2013 4721 586 11 3686 1526 9  4E% 0.90 [F0.04,1.83] —
Subtotal (95% CI) 24 22 13.2% 0.82[0.21, 1.42] —~ai—

Heterogeneity, Chif= 0,05, df = 1 (P = 0.83); F= 0%
Testfor overall effect Z= 2.63 (P = 0.004)

1.1.5 Nordic Walking v Control
Cugusi 2015 3956 T84 10 3292 5449 10 56% 0.84 [0.00, 1.87] —
Subtotal (95% CI) 10 10 5.6% 0.94 [0.00, 1.87] —aai—
Heterogeneity: Mot applicable

Test for overall effect Z=1.97 {F = 0.09)

Total (95% Cl) 174 156 100.0% 0.33 [0.11, 0.55] -

Heterogeneity: Chi®=10.01, df= 10 (F = 0.44};, F= 0% 3 51 3 4 é
Testforoverall effect 2= 2.93 (P = 0.003) Favours Mo Intervention  Favours Intervention
Testfor subgroup differences: Chi*=8.35, df=4 (P=008), F=521%
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10 or 20m Walk test

Intervention No Intervention Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
1.2.1 General Physiotherapy v Control
Stozelk 2015 843 1.55 o 1267 485 I 1TE% -1.15[-1.70,-0.61] —
Subtotal (95% CI) 30 3 17.5% -1.15[-1.70, -0.61] el
Heterogeneity: Mot applicable
Testfor overall effect Z= 415 (P = 0.0001)
1.2.2 Exercise v Control
Meek 2010 1] 272 20 -07 38 18 167% 0.22 042, 0.86] N e
i 2016a 013 0168 27 -0.03 0.056 10 156% 1.07[0.30,1.84] —
Schenkiman 1998 0.1 0z 23 -04 1 23 171% 0.68[0.09,1.28] e —
Stozek 2003 -1.3 1.8 30 0z 149 3 178% -0.40 091, 0.11] e
Subtotal (95% CI) 100 82 67.2% 0.36 [-0.28, 1.00] =i

Heterogeneity: Tau®=0.32; Chi®=12.69, df=

Testfor overall effect Z=1.11 (F=0.27)

1.2.3 Treadmill v Control

Kurtais 2008 -24 5.2 12
Subtotal (95% CI) 12

Heterogeneity. Mot applicable
Test for overall effect Z=0.42 (P = 0.68)

Total (95% CI) 142

Heterogeneity: Tau®=0.55; Chi*= 32,25, df=

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

3P =0.00%); F=T76%

-1.7 a7 12 153%
12 15.3%

125 100.0%
5P =0.00001); F=g4%

Testfor subgroup differences: Chi= 1311, df=2 (P =0.001), F=84.7%

Speed

017 [-0.97, 0.63]
0.7 [-0.97, 0.63]

0.02 [-0.63, 0.67]

R E—

R 1' :
Favours Intervention  Favours Mo Intervention

—i——
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Intervention No Intervention Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight I, Fized, 95% Cl I, Fixed, 95% CI
1.3.1 General Physiotherapy v Control
Chandler 1998 013 036 26 0.1 0.3 26 11% 003015 0.21] 1
Conradsson 2015 1.28 0.203 47 117 0,199 44 9.4%  0.11[0.03, 0.19] -
Ellis 2008 016 022 3z om0 33 33% 014005 0.29] —
Fisher 2008 0.02 018 10 002 017 10 1.6% 0.00[0.185 0.158] T
Subtotal (95% Cly 115 113 11.4% 010 [0.04, 0.16] L 4
Heterogeneity Chi®= 3.14, df= 3 (P = 0.37); = 5%
Test for averall effect: Z= 3,42 (P = 0.0006)
1.3.2 Exercise v Control
Allen 2010 0oz 0.2y 21 00z 029 24 1.4% 0.00[F0.16, 0.16] —
Boehtm 2011 001 024 a0 -0.002 023 52 4.4% 0.01[-0.08, 0.10] T
Liao 2018 0117 0113 24 -0.009 0.039 12 145%  0.13[0.08, 0.18] -
Mak 2008 0.02 008 149 0 006 14 16.0% 0.02 [0.03,0.07] T
Sage 2009a 0.06 0.z 31 -0.004 0322 18 21% 0.06[0.07,0.20] T
Thaut 1996 007 n1e 11 -0.05 027 11 1.0% 012007, 0.31] =
Subtotal (95% Cl) 156 128 39.4% 0.06 [0.03, 0.09] 4
Heterogeneity, Chi®= 11.24, df= 5 (P = 0.05); F= 56%
Test for overall effect: Z=4.00(F = 0.0001)
1.3.3 Treadmill v Control
Canning 2008 0.08 012 9 006 009 9 38% 003007013 T
Canning 2012 014 013 8 011 008 9 32% 003[-0.08 0.14] I
Fisher 2008 0.06 0.z 10 ooz 017 10 1.4% 004012 0.20] e —
Paohl 2003 1.44 018 g 1.32 018 9 1.2% 012 [-0.05 0.29] T
Protas 2005 017 035 9 001 023 9 0.5% 016011, 0.43] ]
Yang 2010 1.04 0.4 16 08 03 17 0.6% 0.24 [-0.01, 0.49] T
Subtotal (95% CI 60 63 10.7% 0.06 [0.00, 0.12] L3
Heterogeneity, Chi*= 3.77, df= § (P = 0.58); F= 0%
Test for overall effect: 2= 2.00 (F = 0.05)
1.3.4 Cueing v Control
Almeida 2012 008 018 28 001 027 14 1.8% 005011, 0.21] I —
de Bruin 2010a 003 0.2z 11 -0.02 017 11 1.4% 005011, 0.21] I E—
Haase 2011 -0.08 026 17 0048 0.2 G 0.9% -0.10[-0.30,0.10] -
Mak 2008 008 006 14 0 006 14 21.3%  0.05[0.01,0.09] =
Miewwhoer 2007 0o 016 TE 00z 023 T 9.3% 0.06[-0.00,0.12] —
Thaut 1996 016 022 16 -008 0327 1 1.0%  0.21[0.02,0.40]
Subtotal (95% CIy 166 133 353% 0.05[0.02, 0.09] L ]
Heterogeneity: Chi®=4.71,df= 5 (P = 0.44); F= 0%
Test for overall effect. 2= 3.24 (P =0.001)
1.3.5 Dance v Control
Hackney 2009 0.08 0.2 M 00z 038 17 1.0% 003016, 0.22] I —
Subtotal (95% CI 3 17 1.0% 0.03[-0.16, 0.22]
Heterogeneity. Mot applicable
Test for overall effect Z= 030 (F=0.76)
1.3.6 Martial Arts v Control
Hackney 2009 oot o0 13 o1 011 13 22% -009[-0.22 0.04] /T
Subtotal (95% Cl) 13 13 22% -0.09[-0.22,0.04] -
Heterogeneity: Mot applicable
Test for averall effect Z=1.37{P=017)
Total (95% Cly 541 467 100.0%  0.06 [0.04, 0.08] +
Heterogeneity: Chi*= 3015, df=23 (P =019}, F=24% =_1 -D=5 D=5
Test for averall effec.t Z=B07 P ‘ 0.00001) Favours Mo Intervention  Favours Intervention
Testfor subaroup differences: Chi®=7.28. df= 5 (P=0.200. F=31.3%
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Cadence (steps/min)

Intervention Mo Intervention Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight I, Fized, 95% Cl IV, Fixed, 95% CI
1.4.1 General Physiotherapy v Control
Conradsson 2014 1148 A.782 46 113 BE33 44 383.8% 200077 4.77] T
Fizher 2008 1.6 104 10 n.a a4 10 39% -240[1112 6.37]
Subtotal (95% CI) ] 54 42.7% 1.60 [-1.05, 4.24] B
Heterogeneity: Chi®= 0.89, df=1{P=0.359) F=0%
Testfor averall effect Z=118{F=0.24)
1.4.2 Exercise v Control
Sage 200595 1.1 Q.2 31 a ar 15 10.0% 110437 6.57] I B —
Thaut 1996 -0.4 a 11 a1 12 11 41% -850[17.02 007
Subtotal (95% CI) 12 26 141% -1.70[-6.30, 2.90] ~—
Heterageneity: Chi®= 3.45 df=1 (F=0.08);, F=71%
Testfor overall effect Z=072 (F=0.47)
1.4.3 Treadmill v Control
Fizher 2008 nz 9.6 10 n.a a4 10 44% 060871, 7.51]
Protas 2005 T.A T ] 6.6 142 ] 27%  0.90[-59.65 11.49]
Yang 2010 113 23 16 102 11 17 1.9% 11.00[1.42 2347 *
Subtaotal (95% CIj 35 36 1%  2.20[-3.42, 8.00] ——ag i
Heterogeneity, Chi®= 2,44 df=2 (P =0.29), F=18%
Testfor overall effect £2=073(F=0.43
1.4.4 Cueing v Control
de Bruin 20103 2 .4 11 1 124 11 3.9% 1.00[F7.74,9.74]
Haase 2011 208 1478 17 oa  arya fi 27% 1585847 12.07]
Miewwhboer 2007 -0.4 102 TH 245 114 T 243% -290[641, 061] — &
Thaut 1996 2.9 126 15 2.1 11.96 11 33%  080[B.7210.37
Subtotal (95% CI) 119 105 3J4.1% -1.74[-4.70,1.21] -
Heterageneity: Chi®=1.445 df=3 (P = 0.69) F=0%
Testfor overall effect Z=1.16 {F = 0.25)
Total (95% CI) 252 221 10000%  0.06 [-1.67, 1.78] ?
Heterogeneity, Chif= 1211, df=10(P=0.28), F=17% -_20 _1-0 Ij 1-0 QD'

Testfor overall effect £=0.07 (F=0.9%9)

Testfor subgroup differences: Chi*= 388, df=3(P=028) F= 22.6%

Stride Length (m)

Favours Intervention  Favaurs Ma Intervention
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Intervention Ho Intervention Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.5.1 General Physiotherapy v Control
Fisher 2008 0.0z 015 10 004 0.23 10 49% -0.02[0.19,0195] e
Subtotal (95% CI) 10 10 4.09% 0.02 [-0.19, 0.15] .
Heterogeneity: Mot applicable
Testfor overall effect £Z= 023 (P=0.82)
1.5.2 Exercise v Control
Liao 2015 0112 0109 24 -0.019 0.082 12 306%  0.13[0.08, 0.20] —a—
Thaut 1996 0.0g o019 11 -009 0.29 11 34% 047 [0.03,037] T
Subtotal {95% CI) 35 23 33.9% 0.13[0.07, 0.20] &
Heterogeneity: Chi*=013,df=1{F=072), F=0%
Testfor overall effect Z=4.10 (P = 0.0001)
1.5.3 Treadmill v Control
Canning 2012 02 089 8 -036 1. ] 0.2% 0.56 [0.34, 1.46] +
Fisher 2008 006 017 10 004 0.23 10 45% 0.02[0.16,020] e
Paohl 2003 073 oM g 073 008 9 152% 000[010,010] —
Protas 2005 0.04 015 ] 0 013 ] 8.4% 0.04 [0.098, 017] I
Yang 2010 1.08 027 16 0.94 0.3 17 37% 014 [F0.08, 033 I E—
Subtotal {95% Cl) a1 54  32.0% 0.03[-0.03, 0.10] >
Heterogeneity: Chi*= 285, df =4 (F=057) F=0%
Test for overall effect Z=0.86 (P = 0.34)
1.5.4 Cueing v Control
de Bruin 2010a 001 018 11 -0.03 D014 11 T8% 0.04[0.09, 017 - T
Haase 2011 I 0z 17 -0025 o018 ] 47% 0.03[0.15, 020 e —
Thaut 1986 011 018 15 -009 0.29 11 3T%  0.20[0.01,0.39] S —
Subtotal {95% CI) 43 28 16.2% 0.07 [-0.02, 0.17] il
Heterogeneity Chi*= 217, df=2(P=034,F=8%
Test for overall effect Z=1.53(P=013)
1.5.5 Dance v Control
Hackney 2009 0.05 0z 3 -002 0.33 17 48% 0.07[0.10,024] I
Subtotal {95% CI) 31 17 4.8% 0.07[-0.10, 0.24] =l
Heterogeneity: Mot applicable
Testfor overall effect Z=080(F=042)
1.5.6 Martial Arts v Control
Hackney 2009 -01 0.23 13 0 0.07 13 8.3% -010[F0.23,003] -
Subtotal (95% CI) 13 13 8.3% -0.10 [-0.23, 0.03] -
Heterogeneity: Mot applicable
Testfor overall effect Z=1.50(F=013)
Total {95% CI) 183 145 100.0% 0.06 [0.02, 0.10] L
Heterogeneity: Chi*=17.76, df =12 (P=012);F= 32% -_1 —IZI'.S 0 U:E 1-

Test for overall effect: 2= 3.24 (P =0.001)

Test for subgroup differences; Chif=12.51, df=5(F=003), F=60.0%

Favours Mo Intervention  Favours Intervention
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Step Length (m)

Intervention No Intervention Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.6.1 General Physiotherapy v Control
Amano 2013 088 0M 15 059 006 gq 91% -0.04 [0.11,0003] - T
Conradsson 2014 06y 1.32 46 062 1.35 44 01% 0.05[0.50, 0.600
Fisher 2008 001 008 10 003 01 10 59% -0.02[0.10, 0.08] T
Subtotal (95% Cl) 1 63 15.2% -0.03[-0.08,0.02] &
Heterogeneity: Chi*=0.22, df= 2 {F=0.490) F=0%
Testfor overall effect Z=11T7 (P=0.24)
1.6.2 Exercise v Control
EBaehm 2011 0.0o8 1N 50 0.004 04 52 28.0% 0.00[0.03 0.04] -
Sage 200493 0.03 1N 310003 0M 15 97% 0.03[0.04, 0.09] T
Subtotal (95% Cl) 81 67 37.7% 0.01[-0.02, 0.04] L
Heterogeneity: Chi*=0.35, df=1 {F = 0.86) F= 0%
Test for overall effect: Z= 0.58 (P = 0.56)
1.6.3 Treadmill v Control
Fisher 2008 004 009 10 003 onM 10 54% 0.01 [0.08 010 -1
Subtotal {95% Cl) 10 10 5.4% 0.01[-0.08, 0.10] L 3
Heterogeneity; Mot applicable
Testfor overall effect: Z= 022 (P =0.82)
1.6.4 Cueing v Control
Almeida 2012 0.051 0.081 28 002 013 14 T.3% 0.03[F0.04,011] T
Mieuwboer 2007 0.04 1N TE o o1z TFOO344%  0.04 [0.01,0.07] [
Subtotal {95% Cl) 104 o1  41.7% 0,04 [0.01, 0.07] { ]
Heterogeneity, Chi*=0.04, df=1(P=083) F=0%
Test for overall effect: Z= 237 (P =0.02)
Total {95% CI) 266 231 100.0% 0.02[-0.00,0.04] ¥
Heterogeneity: Chi*=5.76, df =7 {(F=047) F=0% |_1 —IJ'.S b Dfﬁ

Testfor overall effect: Z=149(FP=014)

Test for subgroup differences: ChiF= 515 df= 3 (P=016), F= 41.8%

Fawvours Mo Intervention  Fawours Intervention
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Freezing of Gait Questionnaire

Intervention Ho Intervention Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
1.7.1 Exercise v Control
Allen 2010 -1.3 848 21 1.1 ] 24 13.2% -2.40[-5.76, 0.596] —
Subtotal (95% Cl) 21 24 13.2% -2.40[-5.76, 0.96] —en
Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.40 (P = 0.16)
1.7.2 Cueing v Control
Mieuwhoer 2007 -0.95 474 7E -008 509 TP OB1.4% -0.87[-2.43, 0.69] ——
Subtotal (95% CI) 76 7 614% -0.87[-2.43, 0.69] e
Heterogeneity: Mot applicahle
Testfor overall effect: £=1.09 (F=0.27)
1.7.3 Dance v Control
Duncan 2012 -0a 0 ai 26 1.9 54 26 18.3% -2.40[-5.26, 0.46] e —
Hackney 20049 -0.A A kil 1.2 845 17 T.0% -1.70[-6.30,2.90]
Subtotal (95% Cly LT 43 253% -2.21[-4.63,0.22] ——sngiiine——
Heterogeneity: Chi*= 0.06, df=1 (P=0.80); F=0%
Testfor overall effect £=1.78 (F=0.07)
Total (95% Cly 154 144 100.0% -1.41[-2.63,-0.19] -l
Heterogeneity: Chi®=1.27, df= 3 (P=0.74); F= 0% 5_1 0 55 5 10:

Testfor overall effect; 2= 2.26 (P =0.02)

Testfor subgroup differences: Chi*=1.21, df= 2 (P=0.58), F= 0%

Favours Infervention  Favours Mo Intervention
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Functional Mobility and Balance Outcomes

Timed Up and Go

Intervention No Intervention Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total ¥Weight IV, Rand: 95% Cl IV, Rand 95% Cl
2.1.1 General Physiotherapy v Control
Stozek 2015 087 024 30 188 1E5 il 96% -1.02[1.61,-0.43] -
Subtotal {95% CI) 30 iy 9.6% -1.02[-1.61,-0.43] &

Heterogeneity: Mot applicable
Testfor overall effect Z=3.40 (P = 0.0007)

2.1.2 Exercise v Control

Boehm 2011 -0.4 8.2 a0 02 24 52 445%  -0.20[1.98,1.50] T
Frazzitta 2014 8.4 3 16 7.3 1.2 18 &81% 1.20 039, 2.79] T
Goodwin 2008 013 11.08 61 -0.43 13492 B2 11% 0.67 [3.83, 5.09] ]
Hashimaoto 2015 4.1 1.4 17 1032 24 14 53%  -1.10FZ2.65 0.449] T
Klaggen 2007 -1.3 2.8 17 -02 185 6 42%  -1.10[3.00,0.80] 1
Liao 2015 -21 155 24 1 1.4 12 B5%  -310[-4.34,-1.86] -

Mi 20163 -1.781 2488 27 0y 0498 10 649% -248[362,-1.34] -

Sage 2009a -0 22 ki o 233 15 58%  -060F2.01, 0.81] T
Schilling 2008 -01 0.7 8 -075 1.2 7 TE% 0.68 [-0.26, 1.66] T
Stozek 2003 -2.36 263 30 1.1 7.1a 3 26% -346[6.15,-0.77] E—
Subtotal (95% CI) 281 224  495%  -1.00 [-2.05, 0.06] e o

Heterogeneity: Tav® = 2.07; Chi®= 39.81, df=9 (P = 0.00001}; F= 77%
Testfor overall effect 7= 185 (P = 0.08)

2.1.3 Cueing v Control

Almeida 2012 45 32028 01 316 14 38% 156350, 0.49] —_—
Miguwhoer 2007 S168 458 76 -134 578 77 48%  -0.251.90,1.40] —r
Subtotal (95% CIj 104 o 87% -0.77 [-205 0.52] -

Heterogeneity: Tav®=0.00; Chi*=0.94 df=1 (P=0.233), F=0%
Testfor overall effect Z=117 (P=024)

2.1.4 Dance v Control

Hacknay 2009 A1 431 A 1928 17 10% -390 |7.76, 1.56] —_—
Hashimoto 2015 87 21 15 102 24 14 48%  -D50}2151.15] —
Subtotal (95% CIj 16 3 59% -0.85[-2.58,0.89] -

Heterogeneity: Tav®=0.19; Chi*=1.06, df=1 (P=0.30), F= 6%
Testfor overall effect Z= 096 (P=0.34)

2.1.5 Martial Arts v Control

Choi 2013 7.03 0.4a 11 932 4186 9 24%  -2.20[5.06 048] —
Gao 2013 -1.38 1.2 a7 003 118 38 8949%  -1.41[1.94,-0.88] -
Hackney 2004 -1 01 13 -01 1.1 13 86% -0.80[-1.50,-0.30] —
Subtotal (95% CI) 61 61 219% -1.21[-1.63,-0.79] »

Heterogeneity: Tav®=0.01; Chi®= 216, df= 2 (P=0.34), F=7%
Testfor overall effect Z=5.62 (F = 0.00001)

2.1.6 Nordic Walking v Control

Cugusi 2015 8.1 18 10 101 23 10 4.3% -2.00[385,-0.15] —

Subtotal (95% CI) 10 10 43% -2.00[-3.85,-0.15] el

Heterogeneity: Mot applicable

Testfor overall effect Z=212 (P=0.03)

Total (95% CI) 532 448 100.0%  -1.00[-1.57, -0.60] &>

Heterogeneity: Tau®= 0.86; Chi®= 4502, df= 18 (P = 0.0003); F=61% =-1D 55 % 1D=

Testfor overall effect 7= 4 35 (P = 0.0001)
Testfor subaroup differences: Chif=1.59, df= 5 (F=0.90), F= 0%

Favours Intervention  Favours Mo Intervention
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Functional Reach (cm)

Intervention Ho Intervention Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI I, Random, 95% CI
2.2.1 Exercise v Control
Ashburn 2007 04 6456 i -1 T A 21.0% 140 081, 3.71] T
Mi 20163 2711 4478 7 01 2.5 10 19.2% 2.61[0.03,5.19] =
Schankman 1998 1.87 4445 23 -028 4417 23 19.8% 1.85 [0.64, 4.34] T
Stozek 2003 58 6.0 30 -0.03 T8 I 14.8% 5.83[2.46, 9.20] —
Subtotal (95% CI) 147 130 74.9% 2.63 [0.95, 4.32] -
Heterageneity: Tau*=1.14; Chi*= 489, df=3 (P=0.18); F= 39%
Testfor overall effect. 2= 3.06 (P =0.002)
2.2.2 Cueing v Control
Miewwhoer 2007 1.8 45248 TE 034 9.02 77 208% 1.46 [0.88, 3.80] T
Subtotal (95% Cl) 76 7 208% 1.46 [-0.88, 3.80] -
Heterogeneity, Mot applicable
Testfor overall effect £=1.22(F=023
2.2.3 Nordic Walking v Control
Cugusi 2014 -28 T8 10 142 ERE 10 4.3%  11.40[3.89, 19.21]
Subtotal (95% CI) 10 10 4.3% 11.40[3.59,19.21] — e
Heterogeneity: Mot applicahle
Test for overall effect 2= 286 (P =0.004)
Total (95% CI) 233 217 100.0% 2.82[1.08, 4.55] <
Heterogeneity: Tau®= 2.34; Chi*=10.62, df= 5 (P = 0.06); F= 53% 5_20 —1ID 3 150 >0

Testfor overall effect. £=3.19(F =0.001)
Testfar subagroup differances: Chi®= 477, df= 2 (P = 0.08%, F=65.3%

Berg Balance Scale

Favours Ma Intervention  Favaurs Intervention
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Intervertion
Study or Subgroup  Mean

%D Total Mean

Ho Intervention
S0 Total

Mean Difference

Weight [V, Random, 95% CI

Mean Difference
IV, Random, 95% CI

2.3.1 General Physiotherapy v Control

Landers 2016 478 8.8 31
Subtotal (95% CI) kh|

Heterogeneity: Mot applicable
Test for overall effect Z=0.09 (P =0.83)

2.3.2 Exercise v Control

Ashburn 2007 1.5 951 67
Goodwin 2009 31 1107 f1
Hashimoto 2015 49.7 47 17
Mi 20163 4.304 3034 27
Qutubuddin 2013 43 104 13
Taheri 2011 g4 9.7 12
Subtotal (95% CI) 19¢

476 49 10

10

1.6 1021 Gf
-0.55  9.88 f2
51.6 4.5 14
0.4 0807 10

479 7.2 10
-1.08 37 12
174

5.9%
5.9%

8.1%
7.2%
8.3%
14.7%
2.8%
3.9%
44.9%

Heterogeneity: Tau®= 7.74, Chi*=19.40, df= 9 (F = 0.002); F=74%

Test for overall effect Z=1.66 (F = 0.10)

2.3.3 Treadmill v Control

Cakit 2007 7.09 84 21
Subtotal {95% CI) 21
Heterogeneity: Mot applicahble

Test for overall effect 2= 231 (P=0.02)

2.3.4 Dance v Control

Hackney 2009 3.94 47 31
Hashimoto 2014 54.1 1.2 14
Subtotal (95% CI) 46

-1.42 1007 10

10
-1.2 932 17
51.6 45 14
I

Heterogenaity: TauF= 0.00; ChiF= 0,37, df= 1 (P = 0.54); F= 0%

Test for overall effect: Z= 3. 48 (P = 0.0005)

2.3.5 Martial Arts v Control

Gao 2013 416 383 a7
Hackney 2008 33 3 13
Subtotal (95% CI) 50

0.38 2.5 34
-0.5 2.1 13
52

Heterogeneity: Tau®=0.00; Chi*=0.00, df=1 {(F=0498) F=0%

Test for overall effect: £=6.30 (P = 0.00001)

2.3.6 Hordic Walking v Control

Cugusi 2015 508 502 10
Subtotal {95% CI) 10
Heterogeneity: Mot applicahle

Test for overall effect: 2= 293 (P =0.003)

Total (95% CI) 355

432 Ve 10

287

2.8%
2.8%

5.3%
10.7%
16.0%

141%
12.2%
26.3%

4.0%
1.0%

100.0%

Heterogeneity: Tau®= 2.62; Chi®= 28.05, df=12 (F = 0.005), F=57%

Test for overall effect: 2= 4.90 (P = 0.00001)

Test for subaroup differences: Chif=7.98, df= 5 {P=0.16), F=37.3%

0.20[-4.14, 4.54]
0.20 [-4.14, 4.54]

-0.10 [3.45, 3.29]
3.65[-0.06, 7.36]
-1.80[5.14,1.39]
3.90([2.64,5.17]
D070, 7.30]
9.48[3.61,15.35]
2.33[-0.42, 5.09]

8.51[1.29,15.73]
8.51[1.29, 15.73]

5.14[0.42, 9.89]
3.80([1.07,5.93]
3.85[1.68, 6.01]

378232, 5.24]
3.807[1.81,5.79]
3.79 [2.61, 4.97]

8.60[2.85, 14.35]
8.60 [2.85, 14.35]

3.28 [1.96, 4.59]

0

-
——e——
-

-
——
g

L
‘a0

f
-10
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Activity Specific Balance Confidence

Intervention Ho Intervention Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean %D Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
2.1.1 Exercise v Control
Klassen 2007 1.75 B.7B 17 -1.7  B.E8T B BE.O0% 345292, 8.82] ———
Schilling 2008 33 835 8 11 1585 T 156% 440869, 17.49]
Subtotal (95% CIy 25 13 816% 3.63[-2.09, 9.36] —emi———
Heterogeneity: Chi®= 002, df=1 (P =090}, F=0%
Testfor overall effect Z=1.24 (P =021}
2.4.2 Cueing v Control
Shankar 2008 -21 165 14 1 161 14 18.4% -310[1518,8.98]
Subtotal (95% CI) 14 14 18.4% -3.10 [-15.18, 8.98] e —
Heterogeneity, Mot applicable
Testfor overall effect £= 050 (F = 0.61)

Total {95% CI) 39 27 100.0%
Heterogeneity, Chi*= 0,99, df=2 (P = 061}, F=0%

Testfor overall effect 2= 081 (F = 0.36)

Testfor subgroup differences: Chif= 047, df=1(P=0.30, F=0%

2.40[-2.78, 7.57]

a0

-10 0 110
Fawours Mo Intervention  Favours Intervention
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Falls

Falls Efficacy Scale

Intervention No Intervention Mean Difference Mean Difference
Studyor Subgroup  Mean  SD Total Mean  SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
3.1.1 General Physiotherapy v Control
Conradsson 2015 7.3 8227 47 265 T.HE 44 215% 0.80 2.53, 4.13]
Subtotal (95% CI) a7 44 215%  0.80[-2.53, 4.13]

Heterageneity; Mot applicable
Testfor overall effect Z= 047 (F = 0.64)

3.1.2 EXercise v Control

Allen 2010 -23 108 1 1.3 10.458 24 157% -3.60 [-9.80, 2.60] -
Goodwin 2009 -0.83  9.82 61 112 9.93 63 21.2% -1.95 [-5.44,1.54] i
Liao 2015 -9.1 71 24 0.8 6.6 12 18.7% -9.90[-14.59,-5.21] —
Subtotal {(95% CI) 106 99  55.6% -5.09[-10.24, 0.07] -

Heterogeneity, Tau®=14.79; Chi*=7.22, df= 2 (P =003, F=72%
Testfor overall effect Z=1.93 (F = 0.05)

3.1.3 Treadmill v Contral
Cakit 2007 -12.27 39.08 21 24 28.78 10 24% -1467[39.11,877]
Subtotal (95% CI) 21 10 24% 14.67 [-39.11, 9.77] e ———

Heterogeneity; Mot applicable
Testfor overall effect Z=118(F=0.24)

3.1.4 Cueing v Control

Mieuwhoer 2007 4.48 2537 VB 116 29.44 TTo11.4% 3.32[F5.38,12.07] —_ T
Subtotal (95% CI) 76 7 14%  3.32[-5.38,12.02] ~al-

Heterageneity: Mot applicable
Testfor overall effect Z=0.75 (P =0.45)

3.1.5 Martial Arts v Control

Maocera 2013 -58 1587 16 4.8 a8 3 90% -10B0[F21.22 007 s —
Subtotal (95% CI) 15 i] 9.0% -10.60[-21.22,0.02] i
Heterageneity: Mot applicable

Test for overall effect: £=1.96 (F = 0.05)

Total {95% CI) 265 236 100.0% -3.59 [-7.55, 0.38] E 2
. 2 — - 2= _ — R = ! } J
?etnta;ugenmtyl.lT?fu t-;?l?ﬂ(‘:h':l' _-013844 df= 6 (F=0005); F=67% a0 B b + P
estioroverall & ec.. =177 e ) Favours Intervention  Favours Mo Intervention
Test for subgroup differences: Chif=8.79, di= 4 (F=0.07), F= 54.5%
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Number of people falling

Intervention Mo Intervention Odds Ratio Odds Ratio
Study or Subgroup  Bvents  Total EBvents Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
3.2.1 Exercise v Control
Canning 20145 78 115 a1 116 58.7% 0.81 [0.47,1.41]
Subtotal {95% CI) 115 116 58.7% 0.81[0.47, 1.41]
Total events Ta x|

Heterogeneity: Mot applicahble
Test for overall effect Z= 073 (F=0.45)

3.2.2 Martial Arts v Control

Gao 2013 g a7 18 3/ M3% 0.29[0.11,0.79] ——
Subtotal (95% CI) 37 39 41.3% 0.29[0.11, 0.79] —gl—
Total events g 19

Heterogeneity: Mot applicahble
Test for overall effect: 7= 242 (P =004

Total {(95% Cly 152 155 100.0% 0.53[0.20, 1.43] —entiir
Total events a3 100
?et?;ugenemtl:lT?ru :zuf?;;::ahlp:—aﬁnzg{ df=1 (P=0.08); F=63% 'D.IZH D:1 1ID 1DIZI'

estior overall & EC,' =1.26 T ] Fawours Intervention  Fawaurs Mo Intervention
Testfor subgroup differences: Chif= 3.08, df=1 (P =008, F=67.6%
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Clinical-Rated Disability

UPDRS Total
Intervention Mo Intervention Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% CI
4.1.1 General Physiotherapy v Control
Cholewsa 2013 37 11.85 40 421 10345 o 127% -10.40[-15.682,-5.18]
Ellis 2005 -6.2 6.2 32 -1 G 33 1TI% -5.20-817,-2.23] —
Fisher 2008 -5.2 AT2 10 -32 101 10 B1%  -200[-1027 627
Subtotal (95% Clj 82 ¥3 3JB0% -6.30[-10.39,-2.21] el
Heterogeneity: Tau*=6.43; Chi*=3.91, df=2{(P=0.14); F= 49%
Testfor overall effect Z=3.02 (P=0.003)
4.1.2 Exercise v Control
Baehrm 2011 -7 1345 a0 a8 143 52 124% -1280[-18.30,-7.480] e —
Hashimata 20145 338 123 17 373 114 14 T8%  -340[11.858 5149]
Park 2014 131 624 16 -013 843 15 127% 1.44 [-3.82, 6.70] —
Subtotal (95% CIy 83 81 328% -5.02[-14.56, 4.52] e ——
Heterogeneity: Tau®= 60.15; Chi®=14.11, df= 2 (P = 0.000%); F= 86%
Testfor averall effect Z=1.03 (F=0.30)
4.1.3 Treadmill v Control
Fisher 2008 =21 14 10 -3 101 10 AT% 1.10[-9.60,11.80
Ganesan 2015 475 B.83 20 4145 503 20 157% -6.75[1047,-3.03] —
Subtotal (95% Cl) 3o 30 4% -4.49[-11.46, 2.47] —e———
Heterogeneity: Tau®=14.11; Chi®= 185 df=1 {P=017); F= 46%
Testfor averall effect Z=1.27 (P=0.21)
4.1.4 Dance v Control
Hashimoto 2015 338 123 17 3r3 114 14 TE%  -340[-11.85 5119]
Subtotal (95% Cl) 17 14 7.8% -3.40[-11.95,5.15] — e ——
Heterogeneity: Mot applicable
Testfor overall effect Z=0.78 (P =0.44)
Total (95% CI) 212 198 100.0%  -5.32[-8.34,-2.30] -
Heterogeneity: Tau®=11.54; Chi®= 20.32, df= 8 (P = 0.009}; F= 61% e 10 o 10 =0

Testfor averall effact Z= 3,44 (F = 0.0006)
Testfor subgroup differences: Chi*= 047, df=3 (P =083, F=0%

Favours Intervention  Fawaours Mo Intervention
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UPDRS Mental
Intervention Ho Intervention Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
4.2.1 General Physiotherapy v Control
Cholewa 2013 215 1.3 40 26 127 30 401% -0.45[1.06, 016 — &
Ellis 2004 11 1B 32 -05 13 33 296% -06B0[1.31,011] — &
Fisher 2008 01 1.37 10 03 081 10 14.3% -020[1.22,087
Subtotal (95% Cl) 82 73 841% -0.46[-0.88, -0.04] —~salii—
Heterogeneity; Chif= 040, df= 2 {(P=082), F=0%
Testfor averall effect Z= 214 {F=0.03}
4.2.2 Treadmill v Control
Fisher 2008 0 o1.97 10 03 081 10 8.2% -0.30[1.64,1.04]
Subtotal (95% Cl) 10 10 8.2% -0.30[-1.64, 1.04] e —
Heterogeneity: Mot applicahle
Testfor overall effect: 2= 0.44 (F = 0.66)
4.2.3 Martial Arts v Control
Choi 2013 1.27 1.84 11 1.56 1.33 ] 7% -0.29[1.68 1.10
Subtotal (95% Cl) 11 9 7.7% -0.29[-1.68, 1.10] — e —
Heterageneity: Mot applicahle
Testfor overall effect: £2=0.41 (F = 0.68)
Total (95% CIj 103 02 100.0% -0.43[-0.82,-0.05] e
Heterogeneity: Chif= 0.49, df= 4 (P=0.97); F= 0% I t

-2 R 0 1

Testfor overall effect 2= 2.20 (P = 0.03) Fawours Intervention  Favours Mo Intervention

Testfor subgroup differences: Chi®=0.09, df=2 (P =0.93), F=0%
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UPDRS ADL
Intervention Ho Intervention Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
4.3.1 General Phwsiotherapy v Control
Cholewa 2013 1202 526 40 166 524 30 101% -4.58[-7.06,-2.10]
Conradsson 2015 123 47499 47 132 4.643 44 16.6%  -090[-2.84,1.04] — 1
Ellis 2005 =241 2.8 32 -0.3 23 33 40.0% -1.80[-3.05,-0.59] —&—
Fisher 2008 15 218 10 -08 38 10 T.0% -0.60[-3.58 2.38] T E—
Subtotal (95% CI) 129 17 73.7% -1.86[-2.78, -0.94] L
Heterogeneity: Chi*=6.24, di=3 (P=0.10); F=52%
Test for overall effect: £=3.97 (P = 0.0001)
4.3.2 Exercise v Control
Frazitta 2015 B 2.6 16 7 4 15 10.9% -1.00[3.39,1.39] I
Subtotal {95% Cl) 16 15 10.9% -1.00[-3.39, 1.39] —anlll—
Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.82 (P =0.41)
4.3.3 Treadmill v Control
Fisher 2008 06 364 10 -0.8 349 10 a7%  1.50 [1.81, 4.81] e e —
Subtotal {95% Cl) 10 10 57% 1.50[-1.81, 1.81] ——aui—
Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.89 (P = 0.37)
4.3.4 Dance v Control
Duncan 2012 -0.6 T.A 26 19 a4 26 3.3%  -2.50 [6.83,1.83]
Subtotal {95% Cl) 26 26 3.3% -2.50[-6.83, 1.83] ——e——
Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.13 (P = 0.26)
4.3.5 Martial Arts v Placeho
Choi 2013 82 337 11822 ar g B.4% -240[5.53 0.73] e —
Subtotal {95% Cl) 11 9 6.4% -2.40[-5.53,0.73] ——eni———
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.50(FP=0.13)
Total {95% Cl) 192 177 100.0% -1.63[-2.42,-0.84] L 3
Heterogeneity, Chif= 1089, df=7 (P = 0.18); F= 34% Es b :lj 1DI

Test for overall effect £= 4.06 (F = 0.0001)

Testfor subgroup diferences: Chi®= 435, df= 4 (P =0.36), F=8.0%

Favaurs Intervention  Favours Mo Intervention
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UPDRS Motor

Intervention HNo Intervention Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.4.1 General Physiotherapy v Control
Chandler 1999 -1 T 26 3 624 26 4.8% -4.00 [-7.60, -0.40]
Cholewa 2013 17.52 645 40 2249 622 an 52% -5.38[-8.37,-2.39] —
Ellis 2005 -3 B.6 32 -0z 53 33 5.2% -2.80 572,013 ——
Fisher 2008 -38 817 1m -27 815 10 2.9% -1.10[-8.24, 6.08] ]
Subtotal (95% CI) 108 99 18.1%  -3.87 [-5.62,-2.11] -
Heterogeneity: Tau® = 0.00; Chi#= 2.08, df= 3 (P = 0.56), F= 0%
Testfor overall effect 7= 4 33 (P = 0.0001)
4.4.2 Exercise v Control
Boehrm 2011 -7 8.6 a0 B 9.5 52 49% -12.00[16.51,-9.49] I
Frazitta 2015 a4 3T 16 106 5.2 18 51% -2.20[-5.40,1.00] 1
Mi 2016a -10.796 507 7 04 28904 10 54% -11.20[13.82 -8.57] I
Park 2014 213 543 16 o 745 18 4.2% 213 [2.48,6.74] R E—
GQutubuddin 2013 10.4 48 13 147 i 10 3.9% -4.30[-9.42,082] - T
Sage 2009a -37 672 Eal 1.2 791 15 4.2% -4.90[-9.51,-0.29] —
Subtotal {95% CI) 153 17 276% -5.73[-10.40, -1.06] el
Heterngeneity Tau®= 28.91; Chi*= 46,58, df= 5 (P < 0.00001); <= 89%
Test for overall effect Z=2.40 (P = 0.03)
4.4.3 Treadmill ¥ Control
Canning 2008 2.4 5.1 9 23 49 9 4.2% 0.10[-4.52,4.72] I
Canning 2012 15 4 g 07 52 q 4.3% 0.80[-3.58,5.18] I —
Fisher 2008 -28 472 10 -27 815 10 2.6% -0.10 [-7.96, 7.76]
Ganesan 2015 251 479 20 30.35 38 20 5.3% -5.26 [7.93,-2.57] —
Subtotal (95% CI) 47 48 16.5% -1.60 [-5.19, 2.00] i
Heterogeneity: Tau® = 7.85, Chi*=7.76, df= 3 (P = 0.08), F=61%
Testfor overall effect: 7= 0.87 (P = 0.38)
4.4.4 Cueing v Control
Almeida 2012 14 857 2 21 928 14 3.5% -0.70 [-6.51,5.11] . —
de Bruin 2010a -66 917 M 18 6353 " 31%  -3.80[-10.45, 2.88] I R
Shankar 2008 -4 8249 14 121 7758 14 38%  -521[11.15073] T
Subtotal (95% CI) 53 39 10.1% -3.15[-6.68, 0.37]1 ol
Heterogeneity: Tau® = 0.00; ChiF=1.18,df= 2 (P = 0.58), F= 0%
Testfor overall effect 2= 1.75 (P =0.08)
4.4.5 Dance v Control
Duncan 2012 -127 121 26 -3 9.4 26 3.58% -9.70[15.59,-3.81] —
Hackney 2003 -2.1 1096 M 5 1033 17 3.3%  -TA0[13.34,-0.86] -
Subtotal (95% CI) 57 43 6.8% -8.48[-12.76,-4.19] —ai——
Heterogeneity Tau® = 0.00; Chi®=0.35, df=1 (P=0.55), F=0%
Testfor overall effect 7= 3.88 (P =0.0001)
4.4.6 Martial Arts v Control
Amano 2013 234 47 14 22 5.6 9 4.3% 1.40[-2.96, 5.76] e
Chaoi 2013 15.64 973 11 16.44 9.08 9 2.4% -0.80 [-9.06, 7.46] ]
Gan 2013 -8.05 5.8 37 148 82 39 5.8% -B.15 [-8.56,-3.74] —_—
Hackney 2009 -1.48 6.6 13 4.3 5.6 13 41% -5.80[10.51,-1.09] EE—
Schmitz-Hubsch 2006 -0.32 1049 3 584 1477 21 2.8% -5.86[-13.25,1.53] — 1
Subtotal (95% CI) 107 91 192%  -3.70[-7.11,-0.28] e
Heterogeneity Tau® = 8.36; Chi®=10.01, df= 4 (P = 0.04), P=60%
Testfor overall effect 2= 212 (P=0.03)
4.4.7 Nordic Walking v Control
Cugusi 2015 188 123 10 26 1149 10 18% -T20[17.81,3.41]
Subtotal {95% CI) 10 10 1.8% -7.20[-17.81,3.41] e ———
Heterogeneity. Mot applicable
Testfor overall effect £=1.33(P=0.18)
Total {95% CI) 535 447 100.0%  -4.24 [-5.90, -2.58] <
Heterogeneity: Tau® = 1155, Chi* = 85,63, df= 24 (P = 0.00001%; P= 72% t d

Testfor overall effect 2= 6.01 (P = 0.00001)

Testfar subgraup differences: Chi*= 7.05, df=6 (P =032, F=149%

] 10
Favaurs Intervention  Favours Mo Intervention
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Clinical-Rated QoL

Mean Difference
I, Random, 95% CI

Mean Difference
I, Random, 95% CI

PDQ-39 Summary Index
Intervention Ho Intervention

Study or Subgroup Mean 5D Total Mean SD Total Weight
5.1.1 General Physiotherapy v Control
Chandler 19949 4 1494 26 332 1265 26 1%
Cholewsa 2013 3317 12862 40 4616 1368 0 B0%
Ni 201 6 -25 4773 14 52 10487 10 7.5%
Subtotal (95% Cl) 80 66 22.6%
Heterogeneity: Tau®= 34,03, Chi*=7.49, df=2 (FP=002), F=73%
Test for averall effect Z=1.75 (P = 0.08)
5.1.2 Exercise v Control
Allen 2010 -1 143 21 449 26.7 24 4.4%
Klassen 2007 0.25 406 17 -1 544 6 9.0%
Lizo 2015 -15.45 1395 24 2 36 12 B.2%
heek 2010 -26 156 19 -31 1742 17 5.1%
Qutubuddin 2013 306 208 13 487 1.9 1m0 1.8%
Subtotal (95% Cly 04 69 28.6%

Heterogeneity: Tau? = 97.63; Chi*= 25.35, df= 4 (P = 0.0001); F= 84%
Test for overall effect Z=1.37 (F=017)

5.1.3 Treadmill v Control

Canning 2008 (IR 9.4 9 1.2 51 9 Th%
Canning 2012 =37 34 a 25 52 9  95%
Subtotal (95% Cl) 17 18 16.9%
Heterogeneity: Tau®= 655, Chi*=176, df=1 (F=018), F=43%

Test for averall effect Z=1.58 (P =011}

5.1.4 Cueing v Control

Miewwboer 2007 -3.42 11.08 T -1.84 1328 T 9.6%
Subtotal (95% Cly 76 77 0D.6%
Heterogeneity: Mot applicable

Test for overall effect Z=0.80(F = 0.42)

5.1.5 Dance v Control

Hackney 20049 -3.84 .4 31 -1.8 13058 17 T.E%
Subtotal (95% Cl) 1| 17 7.8%
Heterogeneity: Mot applicable

Test for overall effect Z=0.71 {F = 0.48)

5.1.6 Martial Arts v Control

Hackney 2009 1485 4837 13 -1.8 1305 17 76%
Mocera 2013 1.1 7A 16 ] 8.4 6 BA9%
Subtotal (95% Cl) 28 23 14.5%
Heterogeneity: Tau®= 45.94; Chi®= 428, df=1 (P=004), F=77%

Test for overall effect Z=0.41 (P = 0.68)

Total (95% CI) 326 270 100.0%

Heterogeneity: Tau®= 26.27, Chi®= 45,38, df=13 (P = 0.0001); F=71%
Test for overall effect: 2= 2.78 (P = 0.0049)
Test for subgroup differences: Chi®= 234, df= 5 (P =0.80), F= 0%

0.66 [6.54, 5.20]
12,99 [-19.26, -6.72]
<770 14,66, -0.74]
-6.89 [-14.60, 0.83]

-5.90 [18.21, 6.41]
1.25[-3.58, 6.08]
-17.45 [-23.39,-11.51]
0.50 F10.35, 11.35]
-18.10 [-40.88, 4.68]
699 [-16.99, 3.02]

-0.70[-7.69, 5.29]
-6.20 10,33, -2.07]
-4.20[-9.39, 0.98]

-1.56 [-5.45, 2.29]
-1.58 [-5.48, 2.29]

-2.34 [8.63, 4.15]
-2.34[-8.83, 4.15]

3.05[3.81,9.91]
-7.A0[-15.649,-0.11]
-2.26 [-12.99, 8.46]

-4.74 [-8.08, -1.39]

>

) M 1

!

-

-0 -10 0

Favours Intervention  Favours Mo Intervention

288




Error! No text of specified style in document.

PDQ-39 Mobility

Intervention Ho Intervention Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
5.2.1 General Physiotherapy v Control
Keus 2007h 411 145 14 -212 122 13 17.7%  B.23[3.8516.31] I e E—
Mi 2016k -2.4 9259 14 1.1 64534 10 45.0% -3.50 [-9.82, 2.82] ——
Subtotal {95% CI) 28 23 626%  -0.76[-6.11, 4.60] i
Heterogeneity: Chi®= 2.7, di=1{FP=011), F=61%
Testfor overall effect Z=0.28 (P =0.78)
5.2.2 Exercise v Control
Subtotal {95% CI) i] i] Not estimable
Heterogeneity: Mot applicable
Testfor averall effect: Mot applicable
5.2.3 Dance v Control
Hackney 2008 -5.99 885 31 442 2456 17 12.3% -10.41 [22.50, 1.68]
Subtotal {95% CI) 3 | 17 123% -10.41 [-22.50, 1.68] ——e R —
Heterogeneity: Mot applicable
Test for overall effect. £=1.69 (P = 0.04)
5.2.4 Martial Arts v Control
Hackney 2009 077 8594 13 442 2456 17 11.2%  -3.65[16.30,9.00]
Mocera 2013 22 104 15 33 126 G 13.9% -110F1247 10.27]
Subtotal {95% CI) 28 23 251% -2.24[-10.70,6.22] ol
Heterogeneity: Chi®=0.08, df=1{F=077) F=0%
Test for overall effect. £=0.52 (P = 0.60)
Total {95% Cl) 87 63 100.0%  -2.31[-6.55, 1.92]

Heterogeneity, Chi®=4.70, di=4 (P=032; F=15%
Testfor averall effect: Z=1.07 (P = 0.28)

Testfar subgroup differences: Chi®= 2.05, df= 2 (P = 0.36), F= 2.3%

-

-20

-0 0 10 20
Favours Intervention  Favours Mo Intervention
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E.5.2 Occupational therapy

Patient health related quality of life

Generic health related quality of life: EQ5D

Sturkenboo  RCT Not N/AZ? Not Serious?* 122 63 0.03; 95%CI -0.03 to 0.08 MODERATE
m serious’ serious?®

2014

Parkinson’s disease health related quality of life: PDQ 39

Sturkenboo RCT Not N/A2 Not Serious® 122 63 -1.7;95%Cl -3.9t0 0.5 MODERATE
m serious’ serious®

2014

" Low risk of bias, as assessed by NICE RCT quality checklist

2 N/A: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol
4 No serious imprecision; confidence intervals are tight

Activities of daily living

Canadian participation 3 months

Sturkenboo RCT Not N/A2 Not Not serious 122 63 1.2;95%C:10.8t0 1.6 HIGH
m serious’ serious?

2014

Canadian participation 6 months

" Low risk of bias, as assessed by NICE RCT quality checklist

2 NA: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol
4 Serious imprecision: Non-significant results

5Cl cross the MID of 1.6 points (Peto et al., 2001)

290



Error! No text of specified style in document.

Sturkenboo RCT N/A? Not serious 0.9; 95%CIl 0.5t0 1.3 HIGH
m serlous1 serlous3

2014

Canadian satisfaction 3 months

Sturkenboo RCT Not N/A2 Not Not serious 122 63 1.1; 95%CI1 0. to 1.5 HIGH
m serious’ serious®

2014

Canadian satisfaction 6 months

Sturkenboo RCT Not N/A2 Not Not serious 122 63 0.9; 95%CI: 0.5t0 1.3 HIGH
m serious’ serious®

2014

" Low risk of bias, as assessed by NICE RCT quality checklist

2 N/A: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol
4 No serious imprecision; confidence intervals are tight

Recreation and leisure participation

Utrecht proactive coping competence scale

Sturkenboo  RCT Not N/A? Not Serious* 122 63 0.09: 95%CI -0.02 to 1.21 MODERAT
m serious'’ serious?® E

2014

Utrecht evaluation of rehabilitation participation satisfaction scale

Sturkenboo  RCT Not N/A? Not Serious* 122 63 3.2; 95%Cl -0.6 to 6.8 MODERAT
m serious'’ serious® E

" Low risk of bias, as assessed by NICE RCT quality checklist

2 NA: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol
4 Non-significant results
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2014

" Low risk of bias, as assessed by NICE RCT quality checklist

2 N/A: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol
4 No serious imprecision; confidence intervals are tight

Fatigue

Fatigue severity assessment

Sturkenboo RCT Not N/A2 Not Serious* 122 63 0.1; 95%CI -0.2t0 0.4 MODERAT
m serious’ serious® E
2014

" Low risk of bias, as assessed by NICE RCT quality checklist

2 NA: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol
4 No serious imprecision; confidence intervals are tight

Depression

Becks depression index

Sturkenboo RCT Not N/A? Not Serious?* 121 62 -1.4; 95%Cl -3.0t0 0.3 MODERAT
m serious’ serious? E
2014

" Low risk of bias, as assessed by NICE RCT quality checklist

" Low risk of bias, as assessed by NICE RCT quality checklist

2 NA: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol
4 Serious imprecision; non-significant results
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2 N/A: Not applicable as only one study contributed to this analysis
3 No serious indirectness; population was as described in review protocol
4 No serious imprecision; confidence intervals are tight

Carer quality of life

Carer quality of life: EQ5D 3 month follow-up

Sturkenboo RCT Not N/A2 Not Not serious 112 58 0.06; 95%CI: 0.02 to 0.11 HIGH

m serious’ serious®

2014

Carer quality of life EQ5D: 6 month follow up

Sturkenboo RCT Not N/A? Not Serious?* 104 59 0.04; 95%CI -0.01 to 0.3 MODERAT
m serious’ serious® E

2014

T Low risk of bias, as assessed by NICE RCT quality checklist

2 N/A: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol
4 No serious imprecision; confidence intervals are tight
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E.5.3 Speech and language therapy

Speech impairment: Frenchay dysarthria score

Johnson Serious' N/A? Serious?® Not serious 29 (13.66 to 44.34)
(1990)
1 Serious risk of bias: eligibility criteria, randomisation method, concealment of allocation, and placebo all inadequately described

2 N/A: not applicable, as only one study contributed to analysis
3 Serious indirectness: Eligibility criteria of population of interest ill-defined. It is only implied that all patients had PD.

Vocal loudness

Monologue reading

2 studies: RCT Serious' Serious* Serious® Not serious 29 21 6.17dB (3.57 t0 8.77)
Johnson

(1990)

Ramig

(2001)

Monologue reading - 6 month follow up

Ramig RCT Serious' N/A2 Serious?® Not serious 14 15 3.5dB (0.9 to 6.1)
(2001)

Standard passage reading

2 studies: RCT Serious' Serious® Serious?® Not serious 20 21 7.18dB (4.65 t0 9.71).

1 Serious risk of bias: eligibility criteria, randomisation method, concealment of allocation, and placebo all inadequately described
2 NA: not applicable, as only one study contributed to analysis

3 Serious indirectness: Eligibility criteria of population of interest ill-defined. It is only implied that all patients had PD.

4 Serious inconsistency: 12 >40%

5 Serious inconsistency: 12 >40%
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Johnson

(1990)

Ramig

(2001)

Standard passage reading - 6 month follow up

Ramig RCT Serious' N/A? Serious® Not serious 14 15 4.5dB (95%Cl: 19t07.1) LOW
(2001)

Loudness of prolonged ‘ah’ sound

Ramig RCT Serious' N/A? Serious?® Not serious 14 15 12.1dB (8.9to0 15.4) LOW
(2001)

Loudness of prolonged ‘ah’ sound -6 month follow up

Ramig RCT Serious’ N/A? Serious?® Not serious 14 15 9.4 dB (6.2 to 12.6) LOW
(2001)

1 Serious risk of bias: eligibility criteria, randomisation method, concealment of allocation, and placebo all inadequately described

2 N/A: not applicable, as only one study contributed to analysis

3 Serious indirectness: Eligibility criteria of population of interest ill-defined. It is only implied that all patients had PD.

4 Serious imprecision: confidence intervals are wide and cross line of no effect. Cochrane group cite 29 point change as potentially clinically meaningful.
5 No serious inconsistency; confidence intervals of estimates overlap

Monotonicity

Maximum pitch range

Johnson RCT Serious* N/A? Serious® Very 6 6 66Hz (-4.4 to 136.6) VERY LOW
(1990) serious®

Maximum volume range

1 Serious risk of bias; Poor randomisation method and poor concealment of allocation. Credibility of placebo condition not clear

2 NA: not applicable, as only one study contributed to analysis

3 Serious indirectness: Eligibility criteria of population of interest ill-defined. It is only implied that all patients had PD.

4 Serious risk of bias: eligibility criteria, randomisation method, adequate concealment of allocation, and adequate placebo all inadequately described
5 Very serious imprecision: Non-significant results and very wide Cls

295



Error! No text of specified style in document.

Johnson Serious* N/ A2 Serious?® Not serious 23.7dB (9.3 t0 38.1)
(1990)

1 Serious risk of bias: eligibility criteria, randomisation method, concealment of allocation, and placebo all inadequately described

2 N/A: not applicable, as only one study contributed to analysis

3 Serious indirectness: Eligibility criteria of population of interest ill-defined. It is only implied that all patients had PD.

4 Serious imprecision: confidence intervals are wide and cross line of no effect. Cochrane group cite 29 point change as potentially clinically meaningful.

Swallowing safety: penetration aspiration

Troche N/ A Not serious -1.23 (-2.23 to -0.23) HIGH
(2010) serlous1 serlous2

1 Serious risk of bias: eligibility criteria, randomisation method, concealment of allocation, and placebo all inadequately described

2 NA: not applicable, as only one study contributed to analysis

3 Serious indirectness: Eligibility criteria of population of interest ill-defined. It is only implied that all patients had PD.

4 Serious imprecision: confidence intervals are wide and cross line of no effect. Cochrane group cite 29 point change as potentially clinically meaningful.

Swallowing mechanism: duration of hyoid elevation (s)

Troche N/ A serious?® 0.07s (4.69 to 4.83) MODERAT
(2010) serlous1 serlous2 E

1 Serious risk of bias: eligibility criteria, randomisation method, concealment of allocation, and placebo all inadequately described

2 N/A: not applicable, as only one study contributed to analysis

3 Serious indirectness: Eligibility criteria of population of interest ill-defined. It is only implied that all patients had PD.

4 Serious imprecision: confidence intervals are wide and cross line of no effect. Cochrane group cite 29 point change as potentially clinically meaningful.

" Low risk of bias, as assessed by NICE RCT quality checklist
2 No serious indirectness: population clearly defined and match that outlined in review protocol
3 Serious imprecision: non-significant results
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Health related quality of life

Troche N/A Not serious F=3.007 ( p=0.007)
serlous1 serlous2

1 Serious risk of bias: eligibility criteria, randomisation method, concealment of allocation, and placebo all inadequately described
2 N/A: not applicable, as only one study contributed to analysis

T NA: not applicable, as only one study contributed to analysis
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E.5.4 Nutrition

Low protein diet

Total "on" time (Barichella 2006 )

1 RCT Very N/A
(Barichella serious™23
2006)
Postprandial "on" time (Barichella 2006)
1 RCT Very N/A
(Barichella serious’?3
2006)
Total "off" time (Barichella 2006)
1 RCT Very N/A
(Barichella serious'?3
2006)
Postprandial "off" time (Barichella 2006)
1 RCT Very N/A
(Barichella serious'?3
2006)
1. Unclear if allocation concealed
2. Inadequate blinding or no blinding
3. Outcomes self-reported
4. Serious imprecision: Non-significant result

Not serious

Not serious

Not serious

Not serious

Not serious

Serious*

Not serious

Serious?*

18 18
18 18
18 18
18 18
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MD 114 (19.92 to 208.08)

MD 30 (-17.04 to 77.0)

MD -107 (-212.53 to -1.47)

MD -30 (-77.37 to 17.37)
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LOW

VERY
LOW



Error! No text of specified style in document.

Low protein redistribution diet

Percentage of “on” time

1 (Tsul RCT Very N/A Not serious Serious® 10 10 MD 10.55 (-4.28, 25.58) VERY
1989) serious™234 LOW
Modified Columbia scores

1 (Tsul RCT Very N/A Not serious Serious® 10 10 MD -3.98 (-14.82, 6.86) VERY
1989) serious™234 LOW
Total “off” time

1 (Croxson RCT Very N/A Not serious Serious® 8 8 MD -0.81 (-6.23, 4.61) VERY
1991) serious?® LOW

1. Unclear method of randomisation

Unclear if allocation concealed

No precise definition of outcome
Inappropriate length of follow-up

Serious imprecision: Non-significant result
Outcomes self-reported

©) G o= €9 [\

Comparison of two low-protein diets

Time spent in physical activity

1 RCT Very N/A Not serious Serious® 6 6 MD 0.37 (-1.13, 1.87) VERY
(Barichella serious™234 LOW
2007)

Energy expenditure

1 RCT Very N/A Not serious Serious® 6 6 MD 172 (-128, 472) VERY
(Barichella serious™?34 LOW
2007)
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Patient global improvement (very much better/much better)

1 RCT Very N/A Not serious Serious® 6 6 RR 13.00 (0.89, 189.39) VERY
(Barichella serious™?34 LOW
2007)

Patient global improvement (very much better/much better)

1 RCT Very N/A Not serious Serious® 6 6 RR 0.08 (0.01, 1.12) VERY
(Barichella serious™234 LOW
2007)

1. Unclear if allocation concealed
Inadequate blinding or no blinding
Inappropriate length of follow up
Outcomes self reported

Serious imprecision: Non-significant result

SURE SRR

High fibre supplement

Absorption: area under the curve

1 RCT Serious’ N/A Not serious Serious? 18 18 MD -0.63 (-10.30, 9.04) LOW
(Fernandez

-Martinez

2014)

Absorption: peak plasma concentration

1 RCT Serious' N/A Not serious Serious? 18 18 MD -64.20 (-184.92, 56.52) LOW
(Fernandez

-Martinez

2014)

Absorption: time to peak blood level
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Serious’ Not serious Serious? MD 3.55 (-10.96, 18.06) LO

(Fernandez
-Martinez
2014)

1. Unclear if allocation concealed
2. Serious imprecision: non-significant results
Fasting diet

Absorption: area under the curve

1 (Brefel RCT Very N/A Not serious Serious* 12 12 MD 3.20 (-4.93, 11.33) VERY
1998) serious'?3 LOW
Absorption: peak plasma concentration

1 (Brefel RCT Very N/A Not serious Serious* 12 12 MD 1.52 (-0.16, 3.20) VERY
1998) serious 23 LOW
Absorption: time to peak plasma concentration

1 (Brefel RCT Very N/A Not serious Serious® 12 12 MD -2.12 (-2.81, -1.43) VERY
1998) serious 23 LOW

1. Unclear method of randomisation

Unclear if allocation concealed

Inadequate blinding or no blinding

Serious imprecision: non-significant results
Means and SD imputed from medians and ranges

g1l & D
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Creatine supplementation

SF-36 General health perception (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Serious?® 40 20 MD 5.00 (-4.53, 14.53) VERY
2006) serious? LOW
SF-36 Vitality (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Serious?® 40 20 MD 7.00 (-1.43, 15.43) VERY
2006) serious? LOW
SF-36 Role limitations (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Not serious 40 20 MD 21.00 (5.29, 36.70) LOW
2006) serious?

SF-36 Mental health (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Not serious 40 20 MD 8.00 (0.03, 15.97) LOW
2006) serious?

SF-36 Social functioning (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Serious?® 40 20 MD 4.00 (-5.62, 13.62) VERY
2006) serious? LOW
SF-36 Bodily pain (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Serious?® 40 20 MD -6.00 (-21.12, 9.12) VERY
2006) serious? LOW
SF-36 Role limitations (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Serious® 40 20 MD -10.00 (-30.32, 10.32) VERY
2006) serious? LOW
SF-36 Physical functioning (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Serious?® 40 20 MD -4.00 (-14.08, 6.08) VERY
2006) serious? LOW
EQ-5D (mean difference from baseline)

1 (Kieburtz RCT Not serious N/A Not serious Serious?® 334 342 MD 0.005 (-0.03, 0.04) MODE
2015) RATE
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PDQ-39 Summary Index (mean difference from baseline)

1 (Kieburtz RCT Not serious N/A Not serious Very serious® 477
2015)

Total UPDRS score (mean difference from baseline) - better indicated by lower values

2 (Bender RCT Serious' Not serious Not serious Serious?® 370
2006,

Kieburtz

2015)

Total UPDRS score (mean difference from baseline) - better indicated by lower values

1 (Haas RCT Serious' N/A Not serious Serious?® 10
2007)

UPDRS complications (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Serious?® 40
2006) serious?

UPDRS motor score (mean difference from baseline) - better indicated by lower values

2 (Bender RCT Serious' Not serious Not serious Not serious 370
2006,

Kieburtz

2015)

UPDRS motor score (mean difference from baseline) - better indicated by lower values

1 (Haas RCT Serious' N/A Not serious Serious® 10
2007)

UPDRS ADL score (mean difference from baseline) - better indicated by lower values

2 (Bender RCT Serious' Not serious Not serious Serious* 373
20086,

Kieburtz

2015)

UPDRS ADL score (mean difference from baseline) - better indicated by lower values

1 (Haas RCT Serious' N/A Not serious Not serious 10
2007)
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356

10

20

356

10

359

10

MD -1.2 (4.2, 1.7)

MD 1.02 (-1.11, 3.15)

MD -1.70 (-7.08, 3.68)

MD 0.20 (-0.55, 0.95)

MD 0.44 (-1.02, 1.90)

MD -3.90 (-8.03, 0.23)

MD 1.30 (-1.12, 3.72)

MD -0.20 (-2.20, 1.80)

LOW

LOW

LOW

VERY

LOW

MODE
RATE

LOW

LOW
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UPDRS mental health score (mean difference from baseline) - better indicated by lower values

2 (Bender RCT Serious' Serious® Not serious Serious?® 373 359
2006,

Kieburtz

2015)

UPDRS mental health score (mean difference from baseline) - better indicated by lower values

1 (Haas RCT Serious' N/A Not serious Serious?® 10 10
2007)

Hoehn and Yahr score (mean difference from baseline) - better indicated by lower values

1 (Haas RCT Serious' N/A Not serious Not serious 10 10
2007)

Mass, kg (mean difference from baseline) - better indicated by lower values

1 (Haas RCT Serious' N/A Not serious Serious?® 10 10
2007)

BMI (mean difference from baseline)

1 (Kieburtz RCT Not serious N/A Not serious Serious® 338 341
2015)

Levodopa dose (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Serious?® 40 20
2006) serious?

Dopamine agonist dose (mean difference from baseline) - better indicated by lower values

1 (Bender RCT Very N/A Not serious Not serious 40 20
2006) serious?

1. Serious risk of bias detected

Very serious risk of bias detected
Non-significant result

Cl cross the MID of 3 (Schrag et al., 2006)
12> 40%

Cl cross the MID of 1.6 (Peto 2001)

2NCIRE )
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MD -0.0 (-0.27, 0.26)

MD 0.40 (-0.08, 0.88)

MD -0.40 (-0.58, -0.22)

MD 0.40 (-4.74, 5.54)

MD -0.3 (0.8, 0.2)

MD -57.0 (-145.3, 31.3)

MD -132.0 (-195.8, -68.3)

VERY
LOW

LOW

MODE
RATE

LOW

MODE
RATE

VERY
LOW

LOW



Error! No text of specified style in document.

Amino acid supplementation

Body weight (kg) (mean difference from baseline) - better indicated by lower values

1 (Cucca RCT Serious' N/A Not serious Serious? 7 7 MD -6.50 (-13.71, 0.71) LOW
2015)

Body motor score (kg) (mean difference from baseline) - better indicated by lower values

1 (Cucca RCT Serious' N/A Not serious Very serious® 7 7 MD 3.20 (-3.60, 10.00) VERY
2015) LOW

1. Serious risk of bias detected
2. Non-significant result
3. Cl cross the MID of 3.25 (Horvath et al., 2015)

Co-enzyme Q10 supplemention

Total UPDRS (mean difference from baseline) - better indicated by lower values

3 (Negida SR Not serious  Not serious Not serious Serious' 475 468 MD -0.05 (-0.25, 0.15) MODE
2016) RATE
UPDRS motor score (mean difference from baseline) - better indicated by lower values

4 (Negida SR Not serious  Not serious Not serious Not serious 546 539 MD 0.05 (-0.07, 0.17) HIGH

2016)

UPDRS ADL score (mean difference from baseline) - better indicated by lower values

4 (Negida SR Not serious  Serious? Not serious Not serious 546 539 MD -0.10 (-0.35, 0.15) MODE
2016) RATE
UPDRS mental health score (mean difference from baseline) - better indicated by lower values

4 (Negida SR Not serious  Not serious Not serious Serious' 546 539 MD -0.03 (-0.23,0.17) MODE
2016) RATE

Schwab and England modified score (mean difference from baseline) - better indicated by lower values
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3 (Negida Not serious  Serious? Not serious Serious’ MD 0.08 (-0.17, 0.29) LOW
2016)

UPDRS ADL/motor score (mean difference from baseline) - better indicated by lower values

1 (Storch RCT Not serious  N/A Not serious Serious' 64 67 MD 2.15 (-1.08, 5.38) MODE
2007) RATE

1. Non-significant result
2. Considerable between study heterogeneity

Trigonella foenum-gracum | seeds

Total UPDRS (mean difference from baseline) - better indicated by lower values

1 (Nathan RCT Not serious  N/A Not serious Serious’ 23 19 MD -5.36 (-13.70, 2.98) MODE
2014) RATE
UPDRS motor score (mean difference from baseline) - better indicated by lower values

1 (Nathan RCT Not serious  N/A Not serious Serious? 23 19 MD -4.76 (-11.82, 2.30) MODE
2014) RATE
UPDRS ADL score (mean difference from baseline) - better indicated by lower values

1 (Nathan RCT Not serious N/A Not serious Very serious® 23 19 MD 0.07 (-3.66, 3.80) LOW
2014)

UPDRS mental health score (mean difference from baseline) - better indicated by lower values

1 (Nathan RCT Not serious N/A Not serious Serious’ 23 19 MD -0.65 (-2.03, 0.73) MODE
2014) RATE
Hoehn and Yahr Stage reversal

1 (Nathan RCT Not serious  N/A Not serious Serious' 23 19 RR 4.13 (0.53, 32.38) MODE
2014) RATE

Hoehn and Yahr Stage unchanged
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1 (Nathan Not serious N/A Not serious Serious’

2014)

Hoehn and Yahr Stage advancement

1 (Nathan RCT Not serious  N/A Not serious Serious' 23
2014)

1. Non-significant result
2. Cl cross the MID of 3.25 (Horvath et al., 2015)

Vitamin D supplementation

19

RR 0.83 (0.57, 1.21)

RR 0.83 (0.19, 3.63)

MODE
RATE

MODE
RATE

PDQ39 total (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious' 55
2013)

PDQ39 cognitive impairment (mean difference from baseline) - better indicated by lower values
1 (Suzuki RCT Not serious N/A Not serious Serious? 55
2013)

PDQ39 social support (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious  N/A Not serious Serious? 55
2013)

PDQ39 bodily support (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious? 55
2013)

PDQ39 communication (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious  N/A Not serious Serious? 55
2013)

PDQ39 stigma (mean difference from baseline) - better indicated by lower values
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MD 2.26 (-8.72, 4.20)

MD -1.50 (-8.08, 5.08)

MD -3.65 (-10.53, 3.23)

MD -5.67 (-13.63, 2.29)

MD -2.17 (-9.70, 5.36)
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1 (Suzuki Not serious N/A Not serious Serious? MD 5.75 (-1.88, 13.38) MODE
2013) RATE

PDQ39 emotional wellbeing (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious? 55 57 MD -1.71 (-9.94, 6.52) MODE
2013) RATE

PDQ39 activities of daily living (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious? 55 57 MD -1.64 (-10.64, 7.36) MODE
2013) RATE

PDQ39 mobility (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious? 55 57 MD -3.03 (-12.62, 6.56) MODE
2013) RATE

EQ-5D (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious? 55 57 MD 0.05 (-0.05, 0.15) MODE
2013) RATE

MMSE (Stage 1-5) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious? 55 57 MD -0.60 (-1.33, 0.13) MODE
2013) RATE

Total UPDRS (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Not serious 55 57 MD -5.07 (-10.13, -0.01) HIGH

2013)

UPDRS complications (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious? 55 57 MD -0.09 (-0.62, 0.44) MODE
2013) RATE

UPDRS motor score (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious?® 55 57 MD -2.10 (-5.64, 1.44) MODE
2013) RATE

UPDRS ADL score (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious N/A Not serious Serious?® 55 57 MD -5.24 (-10.32, -0.16) MODE
2013) RATE
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UPDRS mental health score (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious  N/A Not serious Serious? 55 57 MD -0.38 (-0.93, 0.17) MODE
2013) RATE

Hoehn & Yahr score (mean difference from baseline) - better indicated by lower values

1 (Suzuki RCT Not serious  N/A Not serious Not serious 55 57 MD -0.31 (-0.55, 0.07) HIGH

2013)

1. Cl cross the MID of 1.6 (Peto et al., 2001)

2. Non-significant result

3. Cl cross the MID of 3.25 (Horvath et al., 2015)
4. ClI cross the MID of 3 (Schrag et al., 2006)
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Forest plots (CoQ10 supplementation)

UPDRS Total
Calld Placebo
or il iy Tatal Maan 0 Total W
1.1.1 doso < 500 mpl/day
Mudlor 2003 229 292 W o 284 W 0%
QEZ 2002 BAT TORBGBE M 110 AIGIME 18 TAN
Sulstatal (#5% CI) R 30 140%
Helorogonaity: Tau = 0,00; Chi* = 000, df = 1 (P = 1,00); 1" = (%
Tasl for averall affect: X = 1,50 (P = 0.13)
1.1.2 doso = 500 mp/day
QE2 2002 10,82 7BATE4E 0 MG BIEIME 18 Ti%
Suliotal (#8% CI) 20 1w TA%
Helorogenalty: Mol appicable
Tesl for overall affect: Z = 0,30 (P = 0.00)
1.1.3 dose = 1200 mgiday
QEZ 2002 GO0 THARDE2O X3 1.0 BIBIME 18 TAN
QED 2014 76 BTROONT 201 602 ADTENMIE 203 353%
Subatal (95% CI) Frol 2 A%
Helorogonalty: Tau® = 0,18; Chi* = 4.00, di = 1 (P = 0,04); I = 76%
Tast for overal affect: Z = 0,62 (P = 0.53)
1.1.4 dose = 2400 mglday
QE3 2014 LR BBZ 18 692 BOTENTIE 203 351N
Subiotal (#5% CI) 1906 03 A%
Hataregonally. Mol apphcably
Tesl for owerall alfect Z= 1,22 (P= 0.23)
Total [98% CI) 478 460 100,0%

Helorogonaily: Tau = 0.02; Chi* = 783, 0f = § (P= 0,17} 1" = J8%
Tasl for overal alfect: Z = 0.47 (P = 0.64)

Tasl for subgroup differences: Chi* = 4,90, df = 3 (P = QU24), 1" = 284%

Std. Mean Difference
IV, Randam, 85% CI

.36 1,13, 0.37)
U386 |1.03, 0.28)
0,38 [-0.87,0.12)

.84 [-1.30, 0.01)
0.07 40,13, 0.28)
0,32 [ 0,89, 0.40)

0.12 10,07, 0,33)
0,12 [0.07, 0,33]

0,08 [0.28, 0.15)

Sed, Moan Diflerence
Y, R |

p— .

e
-
-»

+
-2

T T

<

A 1
Favours CoQ10  Favours Placaba
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UPDRS I (mental)

ar cl
1.2.1 doso < 500 mgiday
GEZ 2002 054 094E01 21 00 0060388 18 TA% 0037 |-1.02, 0.200
Sublatal (85% CI) i 16 T0% 4037 (182, 0.20)
Hatoreganaily. Mol appscable
Tawl for overall affect: £ = 1.90 (P = 0.27)
1.2.2 doso = 800 mgiday
QEZ 2002 035 00908 30 0.6 0060388 18 7% <058 [-1.23, 0.1 e
Sulstotal {95% CI} L 18 TI% 40,58 -1.::,u.11|l i ——

Hatoroganaity. Mol appscablo
Tawl for overall affect: I = 1,54 (P = 0,10)
1.2.3 dosa = 1200 mg/day

QE2 2002 0.3 042038 23 06 O0S0RBA 18 TN -0.86(-1.24.0.07) i

QED 2014 045 127607 201 041 1202303 200 200% 0003 |-0.18, 0.29) -

Subtatal (95% CI) 224 10 J68%  40.20 [-0.78, 0.30] | —
Helorogonaity: Tau® = 0.13; Ch' = 315, of = 1 (P = 0.08); 1" = 8%

Tasl for overall offect: 2 = 0,88 (P = 0.81)

1.24 dose = 2400 mg/day

Hal-PD 2007 008 149 T 048 118 T i0a% 018 |-0.18, 0.48) ——

QEY 2014 a6 126 188 047 1.282%3 203 200% 016 [=0.05, 0.35) ™
Subiotal (95% CI) w7 M4 ABI% 0.15 [0.02, 0.32] -
Heloroganoily: Tau' = 0.00; Sht = (.00, df = 1 (P = 1,00); 1 = 0%

Tawl for overall offect: Z = 1.73 (P = 0,08)

Tatal (8% CI) (5] 825 100.0% .00 [0.23,0.47) *l*-
Helaroganaity: Tau® = 0.03; Ch* = 0.71, of = 5 (P = 0,08); P = 48% 1 -&E 8 n=n 1
Tﬂhm-hﬁ.l-ﬂ.ﬂ“?-ﬂ.?ﬂ! me1u me

Test for subgroup differsnces: Chi® = §.73, df = 3 (P = 0.08), 1* = B5.4%
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UPDRS Il (ADL)
Col10 Placebo S1d. Mean DiMerence Sad. Mean Difference
or Mean 50 Total Msan S0 Total (13 95%, Ci 3 5%, Ci
1.3.1 dose < 500 mglday
QE2 2002 254 3ITI26E 21 4T4 3346008 16 D5% .65 |-1.32. 0.02) —
Subtetsd (95% CI) F1 16 9.5%  -0U65[-1.32, 0.07] —i——
Haterogeneity: Not applicabie
Test for overall effect Z = 1.91 (P = 0.08)
1.3.2 dose = 600 mgiday
QEZ 2002 407 3M0NT 20 474 3346039 16 BTH 4021 |87, 0.45] ———
Subletal (95% CI) 20 16 9.7% 021 [40.87,045]
Héalarogansity: Mol applicabie

Test for overall effect 2 = 0.64 (P = 0.52)

1.3.3 doss = 1200 mglday

QEZ 3002 162 3mE1 23 474 3346009 1B 94% 083 181, -0.28] EEEEEEEEII,
QE3 2014 276 31260813 201 233 3IT6E86 M3 258% 0.6 [-0.03. 0.35] [
Subdotal (35% CIj 224 29 35PN 034 [1.41,0.73 | e —

Heterogersity: Tau™ = 0.54; Ch' = 936, of = 1 (P = QUD0Z); P = B
Test for overall effect Z = 0,62 (P = 0.54)

1.3.4 doso = 2400 mglday

Mal-PD 2007 215 05 T 204 253 T 195% 0.04 [-0.29. 0.37] -1

QE3 2014 5 322 196 123 3IT6NE N3 BBTR 0.08 [-0.11, 0.28) ™

Sublotal (95% Gl 267 T4 45T 0,07 [0.10, 0.24] L 2
Hateroganeity: Taw® = 0.00; CH® = 0,06, df = 1 (P = DEL I = 0%

Test for overall effoct Z = 0.82 (P = 0.41)

Total (95% C1) 532 525 100.0% 0010 [0.35, 0.15] -q-
Hetorogeneity: Taw® = 0.08; Ch = 14 37, of = 8 (P = 0.01); F = 8% _12 * ) 1
Tast for ovorall effoct 2 = 0.79 [P = 0.43) Faveours Colill  Favours Placsho

Ta#t for subgeoup differences: Chi' = 510, 0 = 3 (P = 0.96). P = 41.1%

312



Parkinson’s disease GDG 5 document 2
Error! No text of specified style in document.

UPDRS Il (motor)

Col10 Placebo Sed. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Randoen, 55% &1
141 dosa < 300 mg/day
Muler 2003 028 L0 1 084 128 14 25% 0034 041, 5.08]
QE2 2002 SRR SAESEAIZ M 654 EOTZE 18 DA% 011 [-078, 054
Sulsbabal [F5% C1) EL] N RN
Higtpiopanedy: Tau" = (OK ChP s 078 & = 1 (P = 038 P = 0%
Tkt o crenll alect: 7 = 0,34 (P = 0L74)
141 dose = §00 myg/day
QE2 2002 G4T BTESE2) 20 484 BOTNZE W 13N .01 [-06T, (.65
Siubbatal |H8% C1) n (L & 0.0 |-QUET, 0.85)

Mol

Toesd o ovarall aflect Z = 0.03 (P = D.G7T)

Sbd. Mean Differencs
¥, Random, 85% €1
0.08 [-0.41, 0.58] i —
e —
1.4 dose = 1200 mg/day

QEZ 2003 481 STaER0T I3 OB 80T W A% 033 |-0 98, 0.33]

CE3 2014 434 BMEAS 301 423 S4NET 203  ITAN 000 [-0.19, 0.30]

Subbotal (3% C1) 224 219 40.8%  -0.03 (029, 0.18)

Heterogenaly: Tau® = 0.00; Chi® = 0LB8, ol = 1 (P = QL35E F = 0%

Test bor cverall sifect: 2 = 0.27 [P = 0.79)

144 dose = 3400 mgiday

Mad-PD 2007 4T3 L ™ im B8 " % 015 |-0.18, 048]

QE3 2004 488 83 1 42 8410513 M3 W% 010 |-0.00, 0.30]

Subbotal [35% C1} 7 T B0.0% 0.1 [-8008, 0.28]

Hstarogenaty: Tau' = 0.00; Ch = (.08, o = 1 (P = QUB2E = 0%

Test for cvornll sfect: T = 1,32 (P = 018)

Totsl (R5% C1) E" 1] 539 100.0% 0.04 |-8.0T, 0.97]

Hedemogenedy: Tau = 0L00; Chi* = 2.0u, o = & (P = QB2 = 0% Tl -li!
Tl o ovarall afect I 084 [P = Qui0) Favwours Colin

Tead o subiroup dferences: Ch® = 123, df = 3 (P = QTHL = 0%
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Schwab and England modified score (“for examiner”)

Co10 Placabo Sed. Mlaan Difference Std. Msan Difference
Study or Subgroup _ Mean S0 Total Mean SD Total Weight IV, Random. 95% C1 IV, Randam, 85% CI
1.5.1 dose < 500 mg'day
QEZ 2002 459 5120337 21 -THE SIMEM 16 7% 0.58 -0.08. 1.25) T
Substotal (35% CI) 1 16 79%  0.58[-0.08, 1.25] i
Hetiroagarinty Mot aophcabi
Test for gverall effect: I = 1.72 (P = 0.09)
1.4.2 dose = 400 mygiday
GE2 2002 03 5000604 220 .TO8 SO%4B54 18 A% 018 [-0.48, 0.54) -_—
Subtatal (95% CI) 20 16 E1%  0.18[0.48 084 ——
Hiplarogarty Mol apphcabie
Test for overall efect: Z = 054 (P = 0.59)
1.5.3 dose = 1200 mg/day
OEZ 2002 -355 S07TI2 23 -TH8 5234604 18 T0% 0.84 [0.18. 1.51) T —
QE3 2014 439 BTIONT 201 407 883384 203 MI% 0,02 [-0.22. 047 -
Subtotal (25% CN) o1 29 8% 0.35[0.49,1.19] —
Hetarogareity: Tau® = 0.31: Chi = 590, &f = 1 (P = 001} P = B3%
Test for gwerall effect: T = 081 (P = 0.42)
1.5.4 dose = 2400 mgiday
Net-PD 2007 55 818 0TI 40 TEZ T 198% -0.08 [-0.40, 0.25) —_—
QE3 2014 454 863 186 407 88334 03 IMI% -0.10[-0.30, 0.10 -l
Subtotal (35% CI) 67 T4 4TE%  -0.00 [0.26, 0.08] -
Heterogarsity: Tau® = 000 CH = 007, &f = 1 (P = 0.90)%; F = 0%
Tast for overall sffect X = 1.08 (P = 0.28)
Total (35% CN) 532 525 100.0%. 0.08 [-0.13, 0.29] ?
Heterogensity: Tau® = 003, Ch® = 1053, df = 5 (P = 0L0&) P = 5% -=? 5' é i i
Testt ot cvirall effect: Z w 072 (P = 0.4T) Fisvomss GOt Fasous. Plcils

Test for subgroup diflgrences: Chi* = 497, df = 3 (P = 0L1T). P = 38.TS
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Forest plots (Creatine supplementation)

UPDRS Total
Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean  SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl

Bander 2006 19 1231 40 L4 1571 20 73% 250[-5.37 1037

Kiehurtz 2015 113 153 330 104 138 336 92.7% 080[-1321 311 —I—

Total (95% CI) 370 3156 100.0% 1.02[-111,3.15) <4

Heterogengity, Chi* = 015, of = 1 (P = 0.701 I* = 0% - i ; % él 1I0

Testfor pverall efect. £ = 0.94 = 0.33 Favours [control] Favours (experimentall

UPDRS Motor

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95%Cl IV, Fixed, 95% CI
Bender 2006 2678 40 04 108 20 7% 220[-3.13 7539
Kigburtz 2015 5.6 102 330 53 98 336 925% 030[-1.22 182 —I—
Total (95%Cl) 370 356 100.0% 044 [-1.02, 1.90] L
Heterogeneity Chi‘ = 0.45, of = 1P = 0.50]; 1* = 0% I_10 % U é

Testfor verel ffect: 2= 0.9 F = 0.53 Favours [control] Favours [experimental]
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UPDRS ADL
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95%Cl IV, Fixed, 95% CI
Bender 2006 14 45 40 01451 20 103% 130[-112, 3.72]
Kieburtz 2015 45 57 333 4 51 339 HOTE 050[-032, 137] ——I—
Total (95% CI) 37 359 100.0% 0.58 [-0.19, 1.36] -
Heterogeneity, Chi® = 0.38, df = L(F = 0.54) F = 0% I_4 lﬁ ! ﬁl 4:

Test for overall effect £ = 1.47 (P = 0.14)

UPDRS Mental

Favours [control] Favours [experimental]

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Bender 2006 03 176 40 08 166 20 87% -L10(-2.01 -0.19] B —
Kieburtz 2015 12 18 333 L1 18 338 &L3% 0.10]-0.18 038 -I-
Total (95% CI) in 359 100.0% -0.00(-0.27,0.26) &
Heterageneity Chi* = 6,11 df = 1(F = 0.01) I = B4% 5 h i 5

Test for overall effect; Z = 0.03 (F = 0.98)
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E.6 Advanced therapies: deep brain stimulation and levodopa—carbidopa intestinal gel

E.6.1 Deep brain stimulation compared with best medical treatment for advanced Parkinson’s disease

E.6.1.1 Adverse events

Serious adverse events (probability of experiencing 21)

41234 RCT No serious  Not serious® Serious® No serious  138/496 48/361 RR =2.26 (1.57 to MODERATE
3.23)

Serious adverse events (rate per patient-year)

41234 RCT No serious  Not serious® Serious® No serious 208 per 58 per IRR =2.72 (1.60 to MODERATE
314.25pt-yrs 291.25pt-yrs 4.64)

Falls (probability of experiencing 21)

41234 RCT No serious  Serious’ Serious® Serious® 29/496 14/361 RR =1.24 (0.32to VERY LOW
4.83)

Falls (rate per patient-year)

41234 RCT No serious  Serious’ Serious® Serious® 30 per 14 per IRR =1.44 (0.45 to VERY LOW
314.25pt-yrs 291.25pt-yrs 4.62)

Okun 2012

Deuschl 2006

Weaver 2009

Williams 2010 (main PDSURG publication [all participants regardless of HY score]; no subgroup data available for this outcome)

Statistical heterogeneity observed; however, this is almost wholly ascribable to differences between Okun 2012 and other studies, and this is explicable on the grounds

that participants in the control amm of Okun 2012 underwent surgical implantation of inert device, so not downgraded

Some RCTs include a nontrivial proportion of participants with less advanced PD than the specified population for this question

7 Marked statistical heterogeneity and inconsistency in definition of events (some RCTs report all recorded falls; some falls | eading to fracture only)

8 Ata 95% confidence level, data are consistent with appreciable harm, appreciable benefit and no difference

G A W N

(=)
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DBS Medication Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 3 months
Okun 2012 14 101 4 35 10.8% 1.21[0.43, 3.44] "
Subtotal (95% CI) 101 35 10.8% 1.21 [0.43, 3.44] “.’
Total events 14 4
Heterogeneity: Not applicable
Test for overall effect: Z = 0.36 (P =0.72)
4.1.2 6 months
Deuschl 2006 10 78 3 35 8.0% 1.50 [0.44, 5.10] -
Weaver 2009 49 134 15 134 33.4% 3.27 [1.93, 5.53] — &
Subtotal (95% CI) 212 169 41.5% 2.71 [1.41, 5.21] ’
Total events 59 18

Heterogeneity: Tau? = 0.07; Chiz = 1.32,df =1 (P = 0.25); I7 = 24%
Test for overall effect: Z = 3.00 (P = 0.003)

4.1.3 12 months

PDSURG full population (Williams 2010) 65 183 26 157  47.7% 2.14 [1.44, 3.21] i
Subtotal (95% CI) 183 157 47.7% 2.14 [1.44, 3.21] 0
Total events 65 26

Heterogeneity: Not applicable
Test for overall effect: Z = 3.72 (P = 0.0002)

Total (95% CI) 496 361 100.0% 2.26 [1.57, 3.23] ’
Total events 138 48
1 1 1 1 1

Heterogeneity: Tau? = 0.03; Chi? = 3.74, df = 3 (P = 0.29); I = 20% IO 1 0'2 0'5 1 2 5
Test for overall effect: Z =4.43 (P < 0.00001) Favours DBS Favours medication
Test for subaroup differences: Chi2 = 1.65, df =2 (P = 0.44), 2= 0%

DBS -v- medication alone: serious adverse events (proportion of participants experiencing 21) — forest plot
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DBS Medication Incidence rate ratio Incidence rate ratio
Study or Subgroup log[Incidence rate ratio] SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
4.2.1 3 months
Okun 2012 -0.00995 0.439155 101 35 20.6% 0.99[0.42, 2.34]
Subtotal (95% CI) 101 35 20.6% 0.99 [0.42, 2.34]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.02 (P = 0.98)
4.2.2 6 months
Deuschl 2006 1.203973 0.658281 78 35 12.3% 3.33[0.92, 12.11] "
Weaver 2009 1.360231 0.254611 134 134 32.0% 3.90 [2.37, 6.42] —
Subtotal (95% CI) 212 169 44.3% 3.82 [2.40, 6.08] ‘
Heterogeneity: Tau? = 0.00; Chi? = 0.05, df =1 (P = 0.82); 12 = 0%
Test for overall effect: Z = 5.64 (P < 0.00001)
4.2.3 12 months
PDSURG full population (Williams 2010) 1.197052 0.211895 183 157 35.1% 3.31[2.19, 5.01] —
Subtotal (95% CI) 183 157 35.1% 3.31 [2.19, 5.01] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 5.65 (P < 0.00001)
Total (95% CI) 496 361 100.0% 2.72 [1.60, 4.64] ‘
Heterogeneity: Tau? = 0.16; Chi? = 7.66, df = 3 (P = 0.05); 12 = 61% 0?1 oiz 0?5 : é é 150

Test for overall effect: Z = 3.69 (P = 0.0002)
Test for subaroup differences: Chi2 =7.61, df =2 (P =0.02), 12=73.7%

Favours DBS Favours medication

DBS -v- medication alone: serious adverse events (rate per patient-year) — forest plot
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Test for overall effect: Z =0.31 (P = 0.75)

Test for subaroup differences: Chi2 = 4.50, df = 2 (P = 0.11), 12 = 55.6%

DBS Medication Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.4.1 3 months
Okun 2012 9 101 0 35 15.3% 6.71 [0.40, 112.31] -
Subtotal (95% Cl) 101 35 15.3% 6.71 [0.40, 112.31] ——e
Total events 9 0
Heterogeneity: Not applicable
Test for overall effect: Z = 1.32 (P =0.19)
4.4.2 6 months
Deuschl 2006 1 78 1 35 15.9% 0.45 [0.03, 6.97] -
Weaver 2009 16 134 6 134 37.5% 2.67 [1.08, 6.61] — &
Subtotal (95% CI) 212 169 53.3% 1.78 [0.41, 7.68] ’
Total events 17 7
Heterogeneity: Tau? = 0.50; Chi? = 1.46, df =1 (P = 0.23); I7 = 32%
Test for overall effect: Z = 0.78 (P = 0.44)
4.4.3 12 months
PDSURG full population (Williams 2010) 3 183 7 157 31.4% 0.37 [0.10, 1.40] — &
Subtotal (95% CI) 183 157 31.4% 0.37 [0.10, 1.40] ’>
Total events 3 7
Heterogeneity: Not applicable
Test for overall effect: Z = 1.47 (P = 0.14)
Total (95% CI) 496 361 100.0% 1.24 [0.32, 4.83] ‘
Total events 29 14
Heterogeneity: Tau? = 1.07; Chi? = 7.66, df = 3 (P = 0.05); I = 61% ‘ ‘ ‘ ‘
0.01 0.1 1 10 100

Favours DBS Favours medication

DBS -v- medication alone: falls (proportion of participants experiencing 21) — forest plot
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Incidence rate ratio

Incidence rate ratio

Study or Subgroup log[incidence rate ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
4.5.1 3 months

Okun 2012 1.884667 1.450953 13.0% 6.58 [0.38, 113.12] ¥
Subtotal (95% CI) 13.0% 6.58 [0.38, 113.12] ‘ 
Heterogeneity: Not applicable

Test for overall effect: Z=1.30 (P = 0.19)

4.5.2 6 months

Deuschl 2006 0 1.414214 13.5% 1.00 [0.06, 15.99]

Weaver 2009 0.939405 0.474858 41.5% 2.56 [1.01, 6.49] —
Subtotal (95% CI) 55.0% 2.33 [0.96, 5.62] ‘
Heterogeneity: Tau? = 0.00; Chi? = 0.40, df =1 (P = 0.53); 1= 0%

Test for overall effect: Z = 1.88 (P = 0.06)

4.5.3 12 months

PDSURG full population (Williams 2010) -0.8473 0.690066 32.1% 0.43[0.11, 1.66] - &
Subtotal (95% CI) 32.1% 0.43 [0.11, 1.66] ‘
Heterogeneity: Not applicable

Test for overall effect: Z = 1.23 (P = 0.22)

Total (95% CI) 100.0%
Heterogeneity: Tau? = 0.63; Chi2 = 5.67,df =3 (P = 0.13); 12=47%

Test for overall effect: Z = 0.61 (P = 0.54)

Test for subaroup differences: Chi2 = 5.28, df = 2 (P = 0.07). I2=62.1%

1.44 [0.45, 4.62]

T T
0.1 1 10 100
Favours DBS Favours medication

DBS -v- medication alone: falls (rate per patient-year) — forest plot
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E.6.1.2 Symptom severity

Hoehn and Yahr score (off medication) (lower is better); 3—12 months

3134 RCT No serious No serious Serious® No serious 261 215 -0.66 (-0.82 to -0.50) MODERATE
Daily 'on’ time without troublesome dysinkesias (higher is better); 3—-6 months

213 RCT No serious Serious? Serious® No serious 275 229 3.66 (1.621t05.71) LOW

Daily 'off' time (lower is better); 6-12 months

234 RCT No serious No serious Very serious®®  No serious 169 185 -2.48 (-3.10 to -1.86) LOW
UPDRS | (lower is better); 3—12 months

41234 RCT No serious No serious Serious® No serious 323 281 -0.29 (-0.60 to 0.02) MODERATE
UPDRS Il on (lower is better); 3—12 months

412310 RCT No serious No serious’ Serious® No serious 352 276 -2.98 (-4.50 to -1.46) MODERATE
UPDRS il on (lower is better); 3—12 months

412310 RCT No serious Serious® Serious® No serious 331 280 -4.93 (-7.52 to -2.34) LOW
UPDRS IV (lower is better); 3-12 months

3134 RCT No serious Serious® Serious® No serious 243 204 -4.05 (-5.83 to -2.28) LOW

T Okun 2012

2 Deuschl 2006

3 Weaver 2009

4 PDSURG observed cases; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score used to estimate

treatment effect in people with Hoehn and Yahr score 23 at baseline; calculated by guideline developers from patient-level data supplied by investigators (NB HY score

23 was a prespecified subgroup in the trial protocol and a randomisation stratification vanable)

Some RCTs include a nontrivial proportion of participants with less advanced PD than the specified population for this question

At a 95% confidence level, data are only consistent with no meaningful effect

Some heterogeneity between 3-month and 6—12-month results; however direction of effect modification appears consistent and plausible, so not downgraded

I? greater than 40% with no obvious explanation for heterogeneity

PDSURG off time estimate approximated from answer to UPDRS Q39 (categorical proportion of waking day spent ‘off)

0 PDSURG multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score used to
estimate treatment effect in people with Hoehn and Yahr score 23 at baseline; calculated by guideline developers from patientHevel data supplied by investigators (NB
HY score 23 was a prespecified subgroup in the trial protocol and a randomisation stratification vanable)

© © N O O
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Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.1.1 3 months

Okun 2012 -0.57 0.165784 24.6% -0.57[-0.89, -0.25] - &

Subtotal (95% CI) 24.6% -0.57 [-0.89, -0.25] .
Heterogeneity: Not applicable

Test for overall effect: Z = 3.44 (P = 0.0006)

3.1.2 6 months

Weaver 2009 -0.7 0.112867 53.1% -0.70[-0.92, -0.48] ——

Subtotal (95% CI) 53.1% -0.70 [-0.92, -0.48] <P

Heterogeneity: Not applicable

Test for overall effect: Z = 6.20 (P < 0.00001)

3.1.3 12 months

PDSURG (baseline HY=3) ANCOVA; OC* -0.655 0.174 22.3% -0.66[-1.00, -0.31] - =

PDSURG (baseline HY=3) OCt -0.621 0.198637 0.0% -0.62[-1.01, -0.23]

Subtotal (95% CI) 22.3% -0.66 [-1.00, -0.31] e
Heterogeneity: Not applicable

Test for overall effect: Z = 3.76 (P = 0.0002)

Total (95% CI) 100.0% -0.66 [-0.82, -0.50] ‘

Heterogeneity: Chi? = 0.42, df = 2 (P = 0.81); I> = 0% ‘_2 =1 : 1‘

Test for overall effect: Z = 8.00 (P < 0.00001)

Test for subaroup differences: Chi2 =0.42, df =2 (P = 0.81), I?=0%

Favours DBS Favours medication

* observed cases; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score
T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumoses only

DBS -v- medication alone: Hoehn and Yahr score (off medication) — forest plot
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DBS Medication Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.2.1 3 months
Okun 2012 43 4.2 101 1.8 4.2 34 44.7% 2.50[0.87, 4.13] —i—
Subtotal (95% CI) 101 34 44.7% 2.50 [0.87, 4.13] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 3.00 (P = 0.003)

3.2.2 6 months

Deuschl 2006 4.4 0 53 -0.5 0 61 Not estimable
Weaver 2009 46 44 121 0 29 134 55.3% 4.60 [3.67, 5.53] i
Subtotal (95% CI) 174 195 55.3% 4.60 [3.67, 5.53] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 9.75 (P < 0.00001)

3.2.3 12 months
Subtotal (95% CI) V] 0 Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% CI) 275 229 100.0% 3.66 [1.62, 5.71] —~el

Heterogeneity: Tau? = 1.75; Chi2=4.81,df =1 (P = 0.03); I?=79% I I I I
Test for overall effect: Z = 3.51 (P = 0.0005)

T T
-4 -2 0 2 4
Favours medication Favours DBS
Test for subagroup differences: Chi2=4.81,df =1 (P =0.03), 2=79.2%

DBS -v- medication alone: mean daily 'on’ time without troublesome dysinkesias — forest plot
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Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

3.3.1 3 months

Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.3.2 6 months

Deuschl 2006 -4.2 0 Not estimable

Weaver 2009 -2.4 0.394635 63.5% -2.40][-3.17,-1.63] ——

Subtotal (95% CI) 63.5% -2.40 [-3.17, -1.63] >

Heterogeneity: Not applicable

Test for overall effect: Z = 6.08 (P < 0.00001)

3.3.3 12 months

PDSURG (baseline HY=3) ANCOVA; MI* -2.62 0.52 36.5% -2.62[-3.64, -1.60] — &

PDSURG (baseline HY=3) OCt -2.971 0.598179 0.0% -2.97 [-4.14, -1.80]

Subtotal (95% CI) 36.5% -2.62 [-3.64, -1.60] ’

Heterogeneity: Not applicable

Test for overall effect: Z = 5.04 (P < 0.00001)

Total (95% ClI) 100.0% -2.48 [-3.10, -1.86] <o

Heterogeneity: Chiz = 0.11, df = 1 (P = 0.74); I = 0% ‘ ‘ ‘ ‘
-4 -2 0 2 4

Test for overall effect: Z = 7.89 (P < 0.00001)

Test for subaroup differences: Chi2=0.11, df =1 (P =0.74), 2= 0%

Favours DBS Favours medication

*multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score

T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumposes only

DBS -v- medication alone: mean daily 'off' time — forest plot
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Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
3.4.1 3 months
Okun 2012 -0.01 0.343507 20.9% -0.01[-0.68, 0.66]
Subtotal (95% CI) 20.9% -0.01 [-0.68, 0.66]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.98)
3.4.2 6 months
Deuschl 2006 -0.58 0.409376 14.8% -0.58[-1.38, 0.22] l
Weaver 2009 -0.3 0.253336 38.5% -0.30[-0.80, 0.20] — &
Subtotal (95% CI) 53.3% -0.38 [-0.80, 0.04] ’
Heterogeneity: Chi? = 0.34, df = 1 (P = 0.56); 12 = 0%
Test for overall effect: Z = 1.75 (P = 0.08)
3.4.3 12 months
PDSURG (baseline HY=3) ANCOVA; OC* -0.32744 0.309642 25.8% -0.33[-0.93, 0.28] - &1
PDSURG (baseline HY=3) OC+t -0.246 0.391106 0.0% -0.25[-1.01, 0.52]
Subtotal (95% CI) 25.8% -0.33 [-0.93, 0.28] —ll
Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)
Total (95% CI) 100.0% -0.29 [-0.60, 0.02] .
Heterogeneity: Chiz = 1.18, df = 3 (P = 0.76); I = 0% 5_2 ’1 : 1‘

Test for overall effect: Z = 1.83 (P = 0.07)
Test for subaroup differences: Chiz2 = 0.84, df =2 (P = 0.66), I2= 0%

Favours DBS Favours medication

* observed cases; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score
T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumposes only

DBS -v- medication alone: UPDRS | — forest plot
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Mean Difference

Mean Difference

Test for overall effect: Z = 3.85 (P = 0.0001)

Test for subaroup differences: Chiz = 2.97, df =2 (P = 0.23), I2 = 32.6%

Study or Subgroup Mean Difference Weight IV, Random, 95% CI IV, Random, 95% CI
3.5.1 3 months

Okun 2012 -0.91 1.285723 19.1% -0.91 [-3.43, 1.61] L
Subtotal (95% Cl) 19.1%  -0.91 [-3.43, 1.61] e
Heterogeneity: Not applicable

Test for overall effect: Z =0.71 (P = 0.48)

3.5.2 6 months

Deuschl 2006 -2.6 0.880574 26.5% -2.60 [-4.33, -0.87] —

Weaver 2009 -4.6 0.643937 31.6% -4.60 [-5.86, -3.34] —

Subtotal (95% CI) 58.1%  -3.69 [-5.64, -1.74] e
Heterogeneity: Tau? = 1.40; Chi? = 3.36, df =1 (P = 0.07); 1= 70%

Test for overall effect: Z = 3.71 (P = 0.0002)

3.5.3 12 months

PDSURG (baseline HY=3) ANCOVA; MI* -2.93 22.8% -2.93 [-5.03, -0.83] - =

PDSURG (baseline HY=3) OC+t -3.762 1.23112 0.0% -3.76 [-6.17, -1.35]

Subtotal (95% Cl) 22.8%  -2.93 [-5.03, -0.83] e
Heterogeneity: Not applicable

Test for overall effect: Z =2.74 (P = 0.006)

Total (95% CI) 100.0%  -2.98 [-4.50, -1.46] .
Heterogeneity: Tau? = 1.49; Chiz = 8.24, df = 3 (P = 0.04); I2 = 64% 55 : é 10‘

Favours DBS Favours medication

*multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score
T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumoses only

DBS -v- medication alone: UPDRS Il (on) — forest plot
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Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight 1V, Random, 95% CI IV, Random, 95% CI
3.6.1 3 months

Okun 2012 -7.38 1.434864 25.2% -7.38[-10.19, -4.57] -

Subtotal (95% Cl) 25.2% -7.38 [-10.19, -4.57] S o

Heterogeneity: Not applicable

Test for overall effect: Z = 5.14 (P < 0.00001)

3.6.2 6 months

Deuschl 2006 -4.4 1.499651 24.5% -4.40 [-7.34, -1.46] —

Weaver 2009 -2 1.136584 28.3% -2.00 [-4.23, 0.23] —

Subtotal (95% CI) 52.9% -3.00 [-5.32, -0.68] ’
Heterogeneity: Tau? = 1.11; Chi2 = 1.63, df = 1 (P = 0.20); I2 = 39%

Test for overall effect: Z = 2.54 (P = 0.01)

3.6.3 12 months

PDSURG (baseline HY=3) ANCOVA; MI* -6.496 1.761  21.9% -6.50 [-9.95, -3.04] - =

PDSURG (baseline HY=3) OCt -9.493 2.214053 0.0% -9.49[-13.83, -5.15]

Subtotal (95% CI) 21.9%  -6.50 [-9.95, -3.04] .
Heterogeneity: Not applicable

Test for overall effect: Z = 3.69 (P = 0.0002)

Total (95% CI) 100.0%  -4.93 [-7.52, -2.34] @
Heterogeneity: Tau? = 4.88; Chiz = 10.15, df = 3 (P = 0.02); Iz = 70% ’_20 _150 : 150 20’

Test for overall effect: Z = 3.73 (P = 0.0002)

Test for subaroup differences: Chi2 = 6.30, df = 2 (P = 0.04), 12 = 68.2%

Favours DBS Favours medication

*multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score
T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumoses only

DBS -v- medication alone: UPDRS lll (on) - forest plot
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Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
3.7.1 3 months
Okun 2012 -3.4 0.612372 32.9% -3.40 [-4.60, -2.20] —i—
Subtotal (95% ClI) 32.9%  -3.40 [-4.60, -2.20] <
Heterogeneity: Not applicable
Test for overall effect: Z = 5.55 (P < 0.00001)
3.7.2 6 months
Weaver 2009 -2.9 0434124 35.5% -2.90 [-3.75, -2.05] -
Subtotal (95% CI) 35.5% -2.90 [-3.75, -2.05] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 6.68 (P < 0.00001)
3.7.3 12 months
PDSURG (baseline HY=3) ANCOVA; OC* -6.03297 0.692522 31.6% -6.03 [-7.39, -4.68] —&—
PDSURG (baseline HY=3) OC+t -5.495 0.833824 0.0% -5.50 [-7.13, -3.86]
Subtotal (95% CI) 31.6%  -6.03 [-7.39, -4.68] S
Heterogeneity: Not applicable
Test for overall effect: Z =8.71 (P < 0.00001)
Total (95% CI) 100.0%  -4.05 [-5.83, -2.28] .
Heterogeneity: Tau? = 2.12; Chiz = 14.98, df = 2 (P = 0.0006); Iz = 87% ’_10 i; : t‘_) 10‘

Test for overall effect: Z = 4.47 (P < 0.00001)
Test for subaroup differences: Chiz = 14.98, df = 2 (P = 0.0006), 12 = 86.7%

Favours DBS Favours medication

* observed cases; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score
T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumposes only

DBS -v- medication alone: UPDRS IV — forest plot
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E.6.1.3 Neuropsychological outcomes

Cognitive function (different measures pooled [standardised mean difference]) (higher is better); 6—12 months

3234 RCT No serious  Serious® Serious® Serious’ 310 334 SMD =-0.16 (-0.34 t0 0.03) VERY LOW

Semantic fluency (higher is better); 3—12 months

41234 RCT No serious  No serious Serious® Serious’ 324 271 SMD =-0.34 (-0.50 to -0.17) LOW

Phonemic fluency (higher is better); 6-12 months

3234 RCT No serious  No serious Serious® No serious 222 235 SMD =-0.52 (-0.71 to -0.33) MODERATE

Depression (different measures pooled [standardised mean difference]) (lower is better); 3—6 months

3123 RCT No serious  Serious® Serious® Very 274 233 SMD =-0.17 (-0.58 t0 0.25) VERY LOW
serious®

! Okun 2012

2 Deuschl 2006 (semantic fluency and phonemic fluency reported for a subgroup of participants in Witt 2009)

3 Weaver 2009

4 Williams 2010 (main PDSURG publication [all participants regardless of HY score]: no subgroup data available for this outcome)

5 2 greater than 40% with no obvious explanation for heterogeneity

6 Some RCTs include a nontrivial proportion of participants with less advanced PD than the specified population for this question

7 Ata 95% confidence level, data are consistent with appreciable harm and no meaningful effect

8

At a 95% confidence level, data are consistent with appreciable benefit, appreciable harm and no meaningful effect
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Test for overall effect: Z = 1.89 (P = 0.06)
Test for subaroup differences: Chi2 = 2.35, df =1 (P =0.13), I2=57.4%

Favours medication Favours DBS

DBS Medication Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.9.1 3 months
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
3.9.2 6 months
Deuschl 2006 -2 49 68 -0.5 4 67 20.8% -0.33 [-0.67, 0.01] |
Weaver 2009 -0.2 6.1 121 09 47 134 39.6% -0.20 [-0.45, 0.04] — &
Subtotal (95% CI) 189 201 60.4% -0.25 [-0.45, -0.05] ’
Heterogeneity: Chi? = 0.37,df =1 (P = 0.54); 1> = 0%
Test for overall effect: Z =2.43 (P = 0.01)
3.9.3 12 months
PDSURG full population (Williams 2010) -04 3.5 121 -04 29 133 39.6% 0.00 [-0.25, 0.25] i
Subtotal (95% CI) 121 133 39.6% 0.00 [-0.25, 0.25]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% CI) 310 334 100.0% -0.15 [-0.30, 0.01] ‘
Heterogeneity: Chiz = 2.72, df = 2 (P = 0.26); I2 = 26% ‘ ‘ ‘ ‘
-1 -0.5 0 0.5 1

DBS -v- medication alone: cognitive function (different measures pooled [standardised mean difference]) — forest plot
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Test for overall effect: Z = 3.95 (P < 0.0001)

Test for subaroup differences: Chiz2 = 2.62, df = 2 (P = 0.27), I2=23.7%

Favours medication

Favours DBS

DBS -v- medication alone: semantic fluency — forest plot
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DBS Medication Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
3.10.1 3 months
Okun 2012 -1.9 2627233 101 -1.52 2.627233 35 18.8% -0.14 [-0.53, 0.24] =
Subtotal (95% CI) 101 35 18.8% -0.14 [-0.53, 0.24] el
Heterogeneity: Not applicable
Test for overall effect: Z=0.73 (P = 0.46)
3.10.2 6 months
Deuschl 2006 -6.1 11.6 31 0.3 10.3 31 10.8% -0.58 [-1.08, -0.07] "
Weaver 2009 4.7 111115 121 -2 11.1196 134 45.7% -0.24 [-0.49, 0.00] —
Subtotal (95% CI) 152 165 56.5% -0.31 [-0.53, -0.08] ‘
Heterogeneity: Chi? = 1.34, df = 1 (P = 0.25); 12 = 25%
Test for overall effect: Z =2.70 (P = 0.007)
3.10.3 12 months
PDSURG full population (Williams 2010) -4.5 7.8 71 -0.2 7.7 71 24.7% -0.55 [-0.89, -0.22] - &
Subtotal (95% CI) 71 71 24.7% -0.55 [-0.89, -0.22] —ll
Heterogeneity: Not applicable
Test for overall effect: Z = 3.23 (P = 0.001)
Total (95% CI) 324 271 100.0% -0.34 [-0.50, -0.17] ‘
Heterogeneity: Chi? = 3.96, df = 3 (P = 0.27); I = 24% 51 _05_5 : 0?5 1‘
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DBS Medication Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.11.1 3 months
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
3.11.2 6 months
Deuschl 2006 -1.9 8.1 31 -0.5 6 31 14.0% -0.19 [-0.69, 0.31] "
Weaver 2009 -3.5 8.3336 121 1.1 8.7786 134 55.8% -0.54 [-0.79, -0.28]

Subtotal (95% CI) 152 165 69.8% -0.47 [-0.69, -0.24]
Heterogeneity: Chiz = 1.43, df = 1 (P = 0.23); I = 30%
Test for overall effect: Z = 4.09 (P < 0.0001)

3.11.3 12 months

_._
PDSURG full population (Williams 2010) 6.5 94 70 -06 87 70 30.2% -0.65[-0.99,-0.31] — & ——
Subtotal (95% Cl) 70 70 30.2%  -0.65[-0.99, -0.31] —l—

1

Heterogeneity: Not applicable
Test for overall effect: Z = 3.73 (P = 0.0002)

Total (95% CI) 222 235 100.0% -0.52 [-0.71, -0.33]
1

Heterogeneity: Chi2 = 2.20, df =2 (P = 0.33); 2= 9% 11 015 0 0|5
Test for overall effect: Z = 5.47 (P < 0.00001) Favours medication Favours DBS
Test for subaroup differences: Chi2 = 0.76, df =1 (P = 0.38), I2= 0%

DBS -v- medication alone: phonemic fluency — forest plot
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Favours DBS

Medication

Std. Mean Difference

Std. Mean Difference

Test for overall effect: Z=0.78 (P = 0.43)

Heterogeneity: Tau? = 0.10; Chiz2 = 9.44, df = 2 (P = 0.009); 12 = 79%

Test for subaroup differences: Chiz2 = 6.15, df =1 (P = 0.01), I2=83.7%

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.12.1 3 months

Okun 2012 -9.14 12.1 88 -1.8 121 30 29.6% -0.60 [-1.02, -0.18] - &

Subtotal (95% CI) 88 30 29.6% -0.60 [-1.02, -0.18] ‘
Heterogeneity: Not applicable

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

3.12.2 6 months

Deuschl 2006 -0.3 7.2 65 0.6 6.3 69 33.2% -0.13 [-0.47, 0.21] L
Weaver 2009 -0.4 7.2225 121 -1.5 7.0229 134 37.1% 0.15 [-0.09, 0.40] T
Subtotal (95% CI) 186 203 70.4% 0.04 [-0.24, 0.31] ‘
Heterogeneity: Tau? = 0.02; Chi2=1.80,df =1 (P =0.18); I2=44%

Test for overall effect: Z = 0.25 (P = 0.80)

3.12.3 12 months

Subtotal (95% CI) 0 0 Not estimable

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 274 233 100.0% -0.17 [-0.58, 0.25]

T T T
-1 -0.5 0 0.5
Favours DBS Favours medication

1

DBS -v- medication alone: depression (different measures pooled [standardised mean difference]) — forest plot
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E.6.1.4 Health related quality of life — patient

EQ-5D (higher is better); 12 months

17 RCT No serious No serious No serious No serious 50 50 0.123 (0.022 to 0.225) HIGH
PDQ-39 (lower is better); 6-12 months

3234 RCT No serious No serious Serious® No serious 243 258 -8.28 (-10.27 t0 -6.30)  MODERATE
" Okun 2012

2 Deuschl 2006

3 Weaver 2009

4 PDSURG multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score used to
estimate treatment effect in people with Hoehn and Yahr score 23 at baseline; calculated by guideline developers from patientdevel data supplied by investigators (NB
HY score 23 was a prespecified subgroup in the trial protocol and a randomisation stratification vanable)

5 Some RCTs include a nontrivial proportion of participants with less advanced PD than the specified population for this question
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Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

3.12.1 3 months

Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.12.2 6 months

Deuschl 2006 -9.7 2.2398 20.5% -9.70[-14.09, -5.31] - =

Weaver 2009 -8.1 1.2755 63.1% -8.10[-10.60, -5.60] ——

Subtotal (95% CI) 83.5% -8.49 [-10.66, -6.32] <o

Heterogeneity: Chi? = 0.39, df =1 (P = 0.53); 17 = 0%

Test for overall effect: Z = 7.66 (P < 0.00001)

3.12.3 12 months

PDSURG (baseline HY=3) ANCOVA; MI* -7.219 2495 16.5% -7.22[-12.11,-2.33] - &

PDSURG (baseline HY=3) OCt -7.35 2.7603 0.0% -7.35[-12.76, -1.94]

Subtotal (95% CI) 16.5% -7.22[-12.11, -2.33] ‘

Heterogeneity: Not applicable

Test for overall effect: Z = 2.89 (P = 0.004)

Total (95% CI) 100.0% -8.28 [-10.27, -6.30] ‘

Heterogeneity: Chi? = 0.60, df = 2 (P = 0.74); I = 0% ‘ ‘ ‘ ‘
-20 -10 0 10 20

Test for overall effect: Z = 8.18 (P < 0.00001)
Test for subaroup differences: Chi2 = 0.22, df =1 (P = 0.64). 2= 0%

Favours DBS Favours medication

*multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score
T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumposes only

DBS -v- medication alone: PDQ-39 — forest plot
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E.6.1.5 Medication load

Daily dosage of anti-Parkinson's medication (levodopa mg equivalent) (lower is better); 3—6 months

3123 RCT No serious No serious Serious® No serious 293 240 -381 (-468 to -295) MODERATE

! Okun 2012

2 Deuschl 2006

3 Weaver 2009

4 Some RCTs include a nontrivial proportion of participants with less advanced PD than the specified population for this question
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DBS Medication Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.13.1 3 months
Okun 2012 -492  437.005 101  -131 437.005 35 26.5% -361.00 [-529.00, -193.00] - &
Subtotal (95% CI) 101 35 26.5% -361.00 [-529.00, -193.00] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 4.21 (P < 0.0001)
3.13.2 6 months
Deuschl 2006 -593 548 71 -95 390 71 30.6% -498.00 [-654.45, -341.55] —
Weaver 2009 -296 666.6901 121 15 339.4397 134 42.9% -311.00 [-442.96, -179.04] —i—
Subtotal (95% CI) 192 205 73.5% -388.74 [-489.61, -287.86] ‘
Heterogeneity: Chi? = 3.21, df =1 (P = 0.07); 12 = 69%
Test for overall effect: Z = 7.55 (P < 0.00001)
3.13.3 12 months
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 293 240 100.0% -381.39 [-467.87, -294.91] ‘
Heterogeneity: Chiz = 3.28, df = 2 (P = 0.19); I2 = 39% I I I I
-500 -250 0 250 500

Test for overall effect: Z = 8.64 (P < 0.00001)

Test for subgroup differences: Chi2 = 0.08, df =1 (P =0.78), 2= 0%

Favours DBS Favours medication
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E.6.2 Levodopa-carbidopa intestinal gel compared with best medical treatment for advanced Parkinson’s disease

E.6.2.1 Adverse events

Serious adverse events (probability of experiencing 21)

Olanow et. al. RCT High' NA? Serious?® Serious* 5/37 7134 RR = 0.66 (0.23 to VERY
(2014) 1.87) LOW
Any adverse events (probability of experiencing 21)

Olanow et. al. RCT High' NA? Serious® None 35/37 34/34 RR = 0.95 (0.86 to LOW
(2014) 1.04)

Device complications (probability of experiencing 21)

Olanow et. al. RCT High' NA? Serious?® Serious* 34/37 29/34 RR =1.08 (0.91 to VERY
(2014) 1.28) LOW
Falls (probability of experiencing 21)

Olanow et. al. RCT High' NA? Serious?® Serious* 4/37 4/34 RR =0.92 (0.25 to VERY
(2014) 3.39) LOW

" High risk of bias, due to device implantation in both trial arms

2 NA: Not applicable as only 1 study contributed to this analysis

3 Serious indirectness, due to device implantation in both trial arms

4 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit and no difference
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Symptom severity

On time without dyskinesias (hrs, increase is good)

Olanow et. al. (2014) RCT Low' NA? None?® None 35 31 2.28 (0.4 to 4.09) HIGH

Off time per day (hrs, reduction is good)

Olanow et. al. (2014) RCT Low! NA? None?® None 35 31 -1.91 (-3.031t0 -0.79) HIGH
UPDRS Il (on) (lower is better)

Olanow et. al. (2014) RCT Low! NA? None?® None 35 31 -3.00 (-5.16 t0 -0.84) HIGH
UPDRS Il (on) (lower is better)

Olanow et. al. (2014) RCT Low! NA? None?® Serious* 35 31 1.40 (-2.72t05.52) MODERATE
Clinical global impression of change score (lower is better)

Olanow et. al. (2014) RCT Low' NA? None3 None 35 31 -0.7 (-1.4t0 -0.1) HIGH

" Low risk of bias, as assessed by NICE RCT quality checklist

2 NA: Not applicable as only 1 study contributed to this analysis

3 No serious indirectness; population was as described in review protocol

4 At a 95% confidence level, data are consistent with appreciable harm, appreciable benefit and no difference

Health-related quality of life — patient

Generic health-related quality of life: EQ-5D

Olanow et. al. RCT Low' NA? None? Serious* 35 31 0.07 (-0.01 t0 0.15) MODERATE
(2014)

Parkinson’s disease-related quality of life: PDQ 39

Olanow et. al. RCT Low! NA? None? None 35 31 -7.00 (-12.49 to - HIGH
(2014) 1.51)

" Low risk of bias, as assessed by NICE RCT quality checklist

2 NA: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol

4 At a 95% confidence level, data are consistent with appreciable benefit and no difference
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E.6.2.4 Health-related quality of life — carer

Zarit carer burden interview

Olanow et. al. (2014) RCT Low' NA? None? Serious* 35 31 -4.5 (-10.58 to 1.58) MODERATE

" Low risk of bias, as assessed by NICE RCT quality checklist

2 NA: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol

4 At a 95% confidence level, data are consistent with appreciable benefit and no difference

E.6.2.5 Medication load

Levodopa daily dosage (mg)

Olanow et. al. (2014) RCT Low' NA? None? Serious* 35 31 -158.0 (-324.5t0 8.5) MODERATE

" Low risk of bias, as assessed by NICE RCT quality checklist

2 NA: Not applicable as only one study contributed to this analysis

3 No serious indirectness; population was as described in review protocol

4 At a 95% confidence level, data are consistent with appreciable benefit and no difference
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Indirect comparison of DBS and LCIG

Symptom severity

UPDRS I (lower is better)

DBS (n=45) -v- BMT (n=47) PDSURG (HY=23)® 52wk E.6.1.2 -2.92(-5.02t0-0.82) HIGH — —
LCIG (n=35) -v- BMT (n=31) Olanow et al. (2014) 12wk E.6.22 -3.00(-5.161t0 -0.84) HIGH — —
DBS -v- LCIG — 52wk’ - — — 0.08 (-3.14 to 3.29) LOW?23
UPDRS il (lower is better)
DBS (n=40) -v- BMT (n=38) PDSURG (HY=3)°® 52wk E.6.1.2 -6.48(-9.9310-3.03) HIGH — —
LCIG (n=35) -v- BMT (n=31) Olanow et al. (2014) 12wk E.6.2.2 1.40(-2.72t05.52) MODERATE* — -
DBS -v- LCIG — 52wk’ - — — -7.88 (-13.63 to -2.14) MODERATE?
Off time (lower is better)
DBS (n=48) -v- BMT (n=51) PDSURG (HY=3)°® 52wk E.6.1.2 -2.62(-3.65t0-1.60) MODERATE® — —
LCIG (n=35) -v- BMT (n=31) Olanow et al. (2014) 12wk E.6.22 -1.91(-3.03t0-0.79) HIGH — —
DBS -v- LCIG — 52wk’ — — — -0.71 (-2.29, 0.87) VERY LOW?235
T Incorporating increased uncertainty for LCIG -v- BMT due to unknown 'drift’ from 12wk to 52wk timepoints (parameterised using Femandez et al. 2015)
2 Downgraded for indirectness (12wk estimate used to estimate 52wk effects)
3 Downgraded for imprecision (at a 95% confidence level, data are consistent with appreciable benefit with DBS, appreciable benefit with LCIG and no meaningful difference)
4 Downgraded for imprecision
5 Downgraded for indirectness (off time estimate approximated from answer to UPDRS Q39 [categorical proportion of waking day spent 'off])
6

PDSURG multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score used to
estimate treatment effect in people with Hoehn and Yahr score 23 at baseline; calculated by guideline developers from patientdevel data supplied by investigators (NB HY
score 23 was a prespecified subgroup in the trial protocol and a randomisation stratification variable)
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E.6.3.2 Health-related quality of life — patient

EQ-5D (higher is better)

DBS (n=50) -v- BMT (n=50) PDSURG (HY=3)° 52wk E.6.1.4 0.12 (0.02 to 0.22) HIGH = =
LCIG (n=35) -v- BMT (n=31) Olanow et al. (2014) 12wk E.6.2.3 0.07 (-0.01 to 0.15) MODERATE* - =
DBS -v- LCIG — 52wk’ — — — 0.05(-0.08t0 0.19) LOW?=3
PDQ-39 (lower is better)
DBS (n=51) -v- BMT (n=51) PDSURG (HY=3)? 52wk E.6.1.4 -7.21 (-12.10 to -2.32) HIGH - -
LCIG (n=35) -v- BMT (n=31) Olanow et al. (2014) 12wk E.6.2.3 -7.00 (-12.49 to -1.51) HIGH - -
DBS -v- LCIG — 52wk’ - - — -0.21 (-7.92t0 7.50) LOW?=3
T Incorporating increased uncertainty for LCIG -v- BMT due to unknown 'drift' from 12wk to 52wk timepoints (parameterised using Femandez et al. 2015)
2 Downgraded for indirectness (12wk estimate used to estimate 52wk effects)
3 Downgraded for imprecision (at a 95% confidence level, data are consistent with appreciable benefit with DBS, appreciable benefit with LCIG and no meaningful difference)
4 Downgraded for imprecision
5

PDSURG multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score used to
estimate treatment effect in people with Hoehn and Yahr score 23 at baseline; calculated by guideline developers from patientHevel data supplied by investigators (NB HY
score 23 was a prespecified subgroup in the trial protocol and a randomisation stratification variable)
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E.6.4 Deep brain stimulation compared with best medical treatment for earlier Parkinson’s disease

E.6.4.1 Adverse events

Serious adverse events (probability of experiencing 21); 24 months

1% RCT No serious N/A Not serious Serious?® 68/124 56/127 RR =1.24 (0.97 to 1.60) MODERATE
Serious adverse events (rate per patient-year); 24 months

12 RCT No serious N/A Not serious Serious* 123 per 246pt-yrs® 128 per 249pt-yrs® IRR =0.97 (0.76 to 1.25) MODERATE
Falls (probability of experiencing 21); 24 months

1% RCT No serious N/A Not serious Serious* 8/124 5/127 RR = 1.64 (0.55 t0 4.87) MODERATE
Falls (rate per patient-year); 24 months

12 RCT No serious N/A Not serious Serious* 11 per 246pt-yrs® 5 per 249pt-yrs® IRR =2.23 (0.77 to 6.41) MODERATE
v Schiipbach 2007

2 Schiipbach 2013

S at a 95% confidence level, data are consistent with appreciable harm and no meaningful effect

& at a 95% confidence level, data are consistent with appreciable benefit, appreciable harm and no meaningful effect

5

assuming dropouts withdrew at 1 year (i.e. halfway through 2-year follow-up)
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E.6.42 Symptom severity

Hoehn and Yahr score (off medication) (lower is better); 3-12 months

17 RCT No serious N/A No serious No serious 85 95 -0.32 (-0.56 to -0.09) HIGH

Daily 'on’ time without troublesome dysinkesias (higher is better); 24 months

1% RCT No serious N/A No serious No serious 105 110 1.90 (0.51 to 3.29) HIGH

Daily 'off' time (lower is better); 12—-24 months

223 RCT No serious No serious No serious No serious 209 212 -1.70 (-2.35 to -1.06) HIGH
UPDRS | (lower is better); 12—24 months

3245 RCT No serious No serious No serious Serious’ 233 225 -0.01 (-0.34 t0 0.32) MODERATE
UPDRS Il on (lower is better); 12—24 months

41235 RCT No serious No serious No serious Serious’ 246 244 0.48 (-0.40 to 1.37) MODERATE
UPDRS il on (lower is better); 12-24 months

41235 RCT No serious No serious No serious No serious 243 241 -3.21 (-4.49 to -1.93) HIGH
UPDRS IV (lower is better); 12—24 months

41245 RCT No serious Serious® No serious No serious 214 212 -4.68 (-6.75 to -2.61) MODERATE
v Schiipbach 2007

Z Schiipbach 2013

¥ PDSURG (subgroup with baseline HY<3); multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation
as covariates of final score; calculated by guideline developers from patient-level data supplied by investigators

& PDSURG (subgroup with baseline HY<3); observed cases; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as
covariates of final score; calculated by guideline developers from patient-level data supplied by investigators

2 Charles 2014

@ 2 greater than 40% with no obvious explanation for heterogeneity

v at a 95% confidence level, data are consistent with appreciable benefit and no effect
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Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.5.1 12 months

PDSURG (baseline HY less than 3) ANCOVA; MI* -1.676 0.372 78.3% -1.68[-2.41, -0.95] _._

PDSURG (baseline HY less than 3) OC+t -2.057 0.496326 0.0% -2.06 [-3.03, -1.08]

PDSURG (meeting EarlyStim inclusion criteria); OC§ -2.902 0.75342 0.0% -2.90 [-4.38, -1.43]

Subtotal (95% CI) 78.3% -1.68 [-2.41, -0.95] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 4.51 (P < 0.00001)

3.5.2 18 months
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.5.3 24 months

Schuepbach 2013 -1.8 0.707103

Subtotal (95% CI)

21.7% -1.80[-3.19, -0.41]
21.7% -1.80 [-3.19, -0.41]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.55 (P = 0.01)

>

Total (95% CI) 100.0% -1.70 [-2.35, -1.06]
] ] ] ]
T

Heterogeneity: Chiz = 0.02, df =1 (P = 0.88); I2= 0% '4 '2 o é 2
Test for overall effect: Z=5.17 (P < 0.00001) Favours DBS Favours medication
Test for subgroup differences: Chi2 = 0.02, df =1 (P = 0.88), I2= 0%

*multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score

T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumoses only

§ participants meeting key eligibility critena for EarlyStim (age 18-60; disease duration 24 years; Hoehn and Yahr <3; improvement of 50% or more with dopaminergic
medication on UPDRS-IIl); observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison purposes only

DBS -v- medication alone: mean daily 'off' time — forest plot
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Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.2.1 12 months
PDSURG (baseline HY less than 3) ANCOVA; OC* -0.20413 0.215309 59.7% -0.20[-0.63, 0.22] —l—
PDSURG (baseline HY less than 3) OC+t -0.327 0.227256 0.0% -0.33[-0.77, 0.12]
PDSURG (meeting EarlyStim inclusion criteria); OC§ -0.425 0.305964 0.0% -0.42[-1.02,0.17]
Subtotal (95% CI) 59.7% -0.20 [-0.63, 0.22] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
3.2.2 18 months
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
3.2.3 24 months
Charles 2014 0.1 0.756009 4.8% 0.10[-1.38, 1.58]
Schuepbach 2013 0.3 0.279478 35.4% 0.30[-0.25, 0.85] —
Subtotal (95% CI) 40.3% 0.28 [-0.24, 0.79] —al—
Heterogeneity: Chiz = 0.06, df = 1 (P = 0.80); 12 = 0%
Test for overall effect: Z = 1.05 (P = 0.29)

Total (95% CI) 100.0% -0.01 [-0.34, 0.32] ’
1 1 1

Heterogeneity: Chiz = 2.06, df = 2 (P = 0.36); 12 = 3% ! 5 '1 (') ‘II
Test for overall effect: Z = 0.06 (P = 0.95) Favours DBS Favours medication
Test for subaroup differences: Chi? = 2.00, df =1 (P = 0.16), 17 =50.1%

* observed cases; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score

1 observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumposes only

§ participants meeting key eligibility critenia for EaryStim (age 18-60; disease duration 24 years; Hoehn and Yahr <3; improvement of 50% or more with dopaminergic
medication on UPDRS-IIl); observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison purposes only

DBS -v- medication alone: UPDRS | — forest plot
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Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
3.2.1 12 months
PDSURG (baseline HY less than 3) ANCOVA; MI* 0.595 0.779 33.6% 0.59[-0.93, 2.12] T
PDSURG (baseline HY less than 3) OC+t 0.81 0.802492 0.0% 0.81[-0.76, 2.38]
PDSURG (meeting EarlyStim inclusion criteria); OC§ 1.04 1.110806 0.0% 1.04 [-1.14, 3.22]
Subtotal (95% CI) 33.6% 0.59 [-0.93, 2.12] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 0.76 (P = 0.44)

3.2.2 18 months

Schuepbach 2007 -0.2 1.236932 13.3% -0.20 [-2.62, 2.22] — =
Subtotal (95% CI) 13.3% -0.20 [-2.62, 2.22] i

Heterogeneity: Not applicable
Test for overall effect: Z=0.16 (P = 0.87)

3.2.3 24 months

Charles 2014 1.8 2.489612 3.3% 1.80 [-3.08, 6.68] "
Schuepbach 2013 0.5 0.640315 49.8% 0.50[-0.75, 1.75]
Subtotal (95% CI) 53.0% 0.58 [-0.63, 1.80]

Heterogeneity: Chiz = 0.26, df =1 (P = 0.61); 12= 0%
Test for overall effect: Z = 0.94 (P = 0.35)

Total (95% CI) 100.0% 0.48 [-0.40, 1.37] ?
1 ] ]

Heterogeneity: Chi? = 0.61, df = 3 (P = 0.90); 12 = 0% f 10 '5 (') é
Test for overall effect: Z = 1.07 (P = 0.29) Favours DBS Favours medication
Test for subgroup differences: Chi? = 0.35, df =2 (P = 0.84), 7= 0%

*multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score

T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumoses only

§ participants meeting key eligibility criteria for EarlyStim (age 18-60; disease duration 24 years; Hoehn and Yahr <3; improvement of 50% or more with dopaminergic
medication on UPDRS-IIl); observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison purposes only

DBS -v- medication alone: UPDRS Il (on) — forest plot
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Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.3.1 12 months
PDSURG (baseline HY less than 3) ANCOVA; MI* -1.592 1.199 29.8% -1.59[-3.94, 0.76] — &
PDSURG (baseline HY less than 3) OCt -1.878 1.2187 0.0% -1.88[-4.27, 0.51]
PDSURG (meeting EarlyStim inclusion criteria); OC§ -1.842 1.744699 0.0% -1.84[-5.26, 1.58]
Subtotal (95% CI) 29.8% -1.59 [-3.94, 0.76] ‘
Heterogeneity: Not applicable
Test for overall effect: Z=1.33 (P =0.18)
3.3.2 18 months
Schuepbach 2007 -2.25 1.5612 17.6% -2.25[-5.31, 0.81] - ®
Subtotal (95% CI) 17.6% -2.25[-5.31, 0.81] ’»
Heterogeneity: Not applicable
Test for overall effect: Z = 1.44 (P = 0.15)
3.3.3 24 months
Charles 2014 -3.3 4.474924 2.1% -3.30[-12.07, 5.47] ¢
Schuepbach 2013 -4.5 0.921954 50.4% -4.50[-6.31, -2.69] —i—
Subtotal (95% CI) 52.6% -4.45 [-6.22, -2.68] P
Heterogeneity: Chi?2 = 0.07,df =1 (P = 0.79); I7= 0%
Test for overall effect: Z = 4.93 (P < 0.00001)
Total (95% CI) 100.0% -3.21 [-4.49, -1.93] > o
Heterogeneity: Chi? = 4.16, df = 3 (P = 0.24); 12 = 28% I I I I

-10 -5 0 5 10

Test for overall effect: Z = 4.90 (P < 0.00001)
Test for subgroup differences: Chiz2 = 4.09, df =2 (P =0.13), I7=51.1%

Favours DBS Favours medication

*multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score

1 observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumposes only

§ participants meeting key eligibility critena for EaryStim (age 18-60; disease duration 24 years; Hoehn and Yahr <3; improvement of 50% or more with dopaminergic
medication on UPDRS-IIl); observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison purposes only

DBS -v- medication alone: UPDRS lll (on) - forest plot
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Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
3.4.1 12 months
PDSURG (baseline HY less than 3) ANCOVA; OC* -3.77109 0.47251 27.6% -3.77 [-4.70, -2.84] -
PDSURG (baseline HY less than 3) OCt -3.773  0.52987 0.0% -3.77 [-4.81, -2.73]
PDSURG (meeting EarlyStim inclusion criteria); OC§ -4.29 0.748125 0.0% -4.29 [-5.76, -2.82]
Subtotal (95% CI) 27.6% -3.77 [-4.70, -2.84] ’
Heterogeneity: Not applicable
Test for overall effect: Z =7.98 (P < 0.00001)
3.4.2 18 months
Schuepbach 2007 -9.7 1.118034 22.0% -9.70[-11.89,-7.51] — =
Subtotal (95% CI) 22.0% -9.70[-11.89, -7.51] ’
Heterogeneity: Not applicable
Test for overall effect: Z = 8.68 (P < 0.00001)
3.4.3 24 months
Charles 2014 -1.6  1.06444 22.5% -1.60 [-3.69, 0.49] - =
Schuepbach 2013 -4.1 0.419094 27.9% -4.10 [-4.92, -3.28] &
Subtotal (95% CI) 50.4%  -3.04 [-5.46, -0.62] P
Heterogeneity: Tau? = 2.47; Chi?2 = 4.78, df =1 (P = 0.03); 1> = 79%
Test for overall effect: Z=2.46 (P = 0.01)
Total (95% CI) 100.0%  -4.68 [-6.75, -2.61] .
Heterogeneity: Tau? = 3.84; Chiz = 31.03, df = 3 (P < 0.00001); I? = 90% I I I I
-10 -5 0 5 10

Test for overall effect: Z = 4.42 (P < 0.00001)
Test for subaroup differences: Chiz = 25.41, df = 2 (P < 0.00001), I2=92.1%

Favours DBS Favours medication

* observed cases; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score

T observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumposes only

§ participants meeting key eligibility critenia for EarlyStim (age 18-60; disease duration 24 years; Hoehn and Yahr <3; improvement of 50% or more with dopaminergic
medication on UPDRS-IIl); observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison purposes only

DBS -v- medication alone: UPDRS IV — forest plot
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E.6.4.3 Neuropsychological outcomes

Cognitive function (MDRS) (higher is better); 18—24 months

212 RCT No serious  Not serious Not serious Serious?® 134 137 0.61(-0.47 to 1.68) MODERATE
Depression (Montgomery—Asberg depression scale) (lower is better); 18—24 months

212 RCT No serious Not serious Not serious Not serious 133 137 -2.66 (-4.11 to -1.20) HIGH

v Schiipbach 2007

2 Schiipbach 2013

¥ at a 95% confidence level, data are consistent with appreciable benefit, appreciable harm and no meaningful effect
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Heterogeneity: Chiz = 0.42, df =1 (P = 0.52); 2= 0%
Test for overall effect: Z=1.11 (P = 0.27)
Test for subaroup differences: Chi2 = 0.42, df = 1 (P = 0.52), 12= 0%

DBS Medication Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
3.10.1 18 months
Schuepbach 2007 -1 5.348889 10 -0.25 4.253658 10 6.4% -0.75[-4.99, 3.49] -
Subtotal (95% CI) 10 10  6.4% -0.75 [-4.99, 3.49] ———e—
Heterogeneity: Not applicable
Test for overall effect: Z = 0.35 (P = 0.73)
3.10.2 24 months
Schuepbach 2013 1.3 4.4542 124 0.6 4.5078 127 93.6% 0.70[-0.41, 1.81] i
Subtotal (95% CI) 124 127 93.6% 0.70 [-0.41, 1.81]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.24 (P = 0.22)
Total (95% CI) 134 137 100.0% 0.61[-0.47, 1.68]

T T T T
-4 -2 2 4

Favours DBS Favours medication

DBS -v- medication alone: cognitive function (MDRS) - forest plot
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DBS Medication Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.11.1 18 months
Schuepbach 2007 -2.75 3.192602 10 0.75 3.686435 10 23.2% -3.50[-6.52,-0.48] -

Subtotal (95% CI) 10 10 23.2% -3.50 [-6.52, -0.48] -l

Heterogeneity: Not applicable
Test for overall effect: Z = 2.27 (P = 0.02)

3.11.2 24 months

Schuepbach 2013 -1.1 6.6543 123 1.3 6.7617 127 76.8% -2.40[-4.06, -0.74]
Subtotal (95% CI) 123 127 76.8% -2.40 [-4.06, -0.74]

$=

Heterogeneity: Not applicable
Test for overall effect: Z = 2.83 (P = 0.005)

Total (95% Cl) 133 137 100.0% -2.66 [-4.11, -1.20] S o
| | | |

Heterogeneity: Chiz = 0.39, df =1 (P = 0.53); 1= 0% T T T T
Test f Il effect: Z = 3.57 (P = 4 10 N ° ° 10

est for overall effect: Z = 3.57 (P = 0.0004) Favours DBS Favours medication
Test for subgroup differences: Chi?2 = 0.39, df =1 (P = 0.53), 7= 0%

DBS -v- medication alone: depression (MADRS) — forest plot

E.6.4.4 Health related quality of life — patient

EQ-5D (higher is better); 12 months

(= RCT No serious NA No serious Very LOW
serious* 104 99 0.00 (-0.08 to 0.07)

PDQ-39 (lower is better); 12-24 months

41235 RCT No serious No serious No serious No serious 306 288 -5.96 (-8.27 to -3.65) HIGH

v Schiipbach 2007

2 Schiipbach 2013

¥ PDSURG (subgroup with baseline HY<3); multiply imputed data; ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation

as covarates of final score; calculated by guideline developers from patient-level data supplied by investigators

4 at a 95% confidence level, data are consistent with appreciable benefit, appreciable harm and no meaningful effect
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5 Charles 2014

Mean Difference

Mean Difference

Test for overall effect: Z = 5.06 (P < 0.00001)

Heterogeneity: Chiz = 4.14, df = 3 (P = 0.25); 17 =27%

Test for subaroup differences: Chi2 = 2.64, df = 2 (P = 0.27), 12 =24.2%

Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
3.6.1 12 months

PDSURG (baseline HY less than 3) ANCOVA; MI* -3.35 1.999 34.8% -3.35[-7.27, 0.57] — &
PDSURG (baseline HY less than 3) OC+t -3.49 1.659078 0.0% -3.49[-6.74, -0.24]

PDSURG (meeting EarlyStim inclusion criteria); OC§ -4.021 2.685906 0.0% -4.02 [-9.29, 1.24]

Subtotal (95% CI) 34.8% -3.35 [-7.27, 0.57] ’
Heterogeneity: Not applicable

Test for overall effect: Z = 1.68 (P = 0.09)

3.6.2 18 months

Schuepbach 2007 -8.1 5.210216 51% -8.10[-18.31, 2.11] -

Subtotal (95% CI) 5.1% -8.10[-18.31, 2.11]  "
Heterogeneity: Not applicable

Test for overall effect: Z = 1.55 (P = 0.12)

3.6.3 24 months

Charles 2014 -2.4 4.27614 7.6% -2.40[-10.78, 5.98] -
Schuepbach 2013 -8 1.627882 52.5% -8.00[-11.19, -4.81] —l—
Subtotal (95% CI) 60.1% -7.29 [-10.27, -4.31] ’
Heterogeneity: Chiz = 1.50, df = 1 (P = 0.22); 12 = 33%

Test for overall effect: Z =4.79 (P < 0.00001)

Total (95% CI) 100.0% -5.96 [-8.27, -3.65] ’

T
-20 -10 0 10
Favours DBS Favours medication

*multiply imputed data;, ANCOVA model with baseline score, Hoehn and Yahr status (<3 -v- 23) and treatment allocation as covariates of final score
1 observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison pumposes only
§ participants meeting key eligibility criteria for EarlyStim (age 18-60; disease duration 24 years; Hoehn and Yahr <3; improvement of 50% or more with dopaminergic
medication on UPDRS-IIl); observed cases; unadjusted mean difference; not included in meta-analysis — shown for comparison purposes only
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DBS -v- medication alone: PDQ-39 — forest plot

E.6.4.5 Medication load

Daily dosage of anti-Parkinson's medication (levodopa mg equivalent) (lower is better); 24 months

3123 RCT No serious Serious* No serious No serious 149 151 -469 (-765 to -173)  MODERATE
v Schiipbach 2007

2 Schiipbach 2013

¥ Charles 2014

4

I? greater than 40% with no obvious explanation for heterogeneity
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DBS Medication Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.9.1 12 months
Subtotal (95% CI) 0 0 Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

3.9.2 18 months

Schuepbach 2007 520 364.6917 10 130 232.9163 10 29.9% -650.00[-918.20,-381.80] — ®——
Subtotal (95% Cl) 10 10  29.9% -650.00 [-918.20, -381.80] —i—

Heterogeneity: Not applicable
Test for overall effect: Z =4.75 (P < 0.00001)

3.9.3 24 months

Charles 2014 97.7 344.7208 15 214.5 342.234 14 30.9% -116.80 [-366.94, 133.34] — &
Schuepbach 2013 -363.3 216.0293 124 2458 211.8652 127 39.2% -609.10 [-662.05, -556.15] L}
Subtotal (95% CI) 139 141 70.1% -378.75 [-860.20, 102.70] ——e

Heterogeneity: Tau? = 112670.66; Chi2 = 14.24, df = 1 (P = 0.0002); 12 = 93%
Test for overall effect: Z = 1.54 (P = 0.12)

Total (95% Cl) 149 151 100.0% -469.17 [-765.21, -173.13] —el

Heterogeneity: Tau? = 57519.17; Chiz = 14.44, df = 2 (P = 0.0007); I = 86% I ) I 1

Test f Il effect: Z = 3.11 (P = 0.002 ~1000 - -500 0 °00 1000
est for overall effect: 2 =3.11 (P = 0. ) Favours DBS Favours medication

Test for subgroup differences: Chiz = 0.93, df =1 (P = 0.33), I2= 0%

DBS -v- medication alone: medication load (levodopa equivalent mg/day)
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E.7 Managing and monitoring impulse control disorder as an adverse effect of dopaminergic

treatment
E.7.1 Predictors for the development of impulse control disorders

Predictive factors for the development of ICD - unadjusted odds ratios (OR)

Male gender

Joutsa Cohort  Serious' Serious? Not Not serious 93 963
2012 serious®

Antonini

2016

Comorbid anxiety or depression

Pontone Cohort  Very N/A8 Not Serious® 9 100
2006 serious* serious?

DA use

Pontone Cohort Very Not serious  Not Not serious 30 386
2006 serious* serious®

Voon 2007

Pramipexole use

Imamura Cohort Very Not serious  Not Not serious 20 137
2008 serious* serious®

Pontone

2006

Sharma

2015

" Unadjusted odds ratio

2 N/A; not applicable as only 1 study contributed to this analysis

3 No serious indirectness; population is as described in review protocol

4 Serious risk of bias, as assessed by NICE or CASP quality assessment checklist and unadjusted odds ratios
5 Non-significant results

6 Serious inconsistency; confidence intervals around point estimates do not overlap
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6.10 (2.16 to 17.18)

1.14 (0.68, 1.92)

2.54 (0.6 to 10.15)

10.46 (3.13 to 34.91)

3.26 (1.99 to 5.35)

LOW

VERY LOW

LOW

LOW
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Amantadine use

Weintraub Cohort Serious' Not serious  Not serious  Not serious 728 2357 1.68 (1.36 to 2.08) MODERATE
2010b

Sharma

2015

Levodopa use

Imamura Cohort Serious' Not Serious® Serious® 82 752 0.27 (0.05 to 1.29) VERY LOW
2008 serious

Antonini 2.35(0.83t06.61)

2016

Combination levodopa and pramipexole therapy

Imamura Cohort  Serious' N/A2 Serious?® Serious® 11 37 1.96 (0.3 to 8.79) VERY LOW
2008

Entacapone use

Sharma Cohort  Serious' N/A2 Not serious  Serious® 74 255 1.47 (0.75 t0 2.9) LOW

2015

Rasagaline use

Sharma Cohort  Serious' N/A2 Not serious  Serious® 74 255 0.98 (0510 1.9) LOW

2015

Marriage status (unmarried)

Sharma Cohort  Serious' N/A2 Not serious  Not serious 74 255 9.6 (2.9t0 31.3) MODERATE
2015

Alcohol intake (high alcohol consumption)

Sharma Cohort Serious' N/A? Not serious  Not serious 74 255 4.0 (2.0 to 8.05) MODERATE
2015

Smoker status (smoker)

Imamura Cohort  Serious' N/A? Serious® Not serious 11 37 7.5 (3.5t0 16.15) LOW

2008

" Unadjusted odds ratio
2 N/A; not applicable as only 1 study contributed to this analysis
3 Serious indirectness; population was comprised of only those with pathological gambling
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Family history of alcohol or gambling abuse

Voon 2007  Cohort Serious' N/A Not serious  Not serious 21 286 5.66 (1.78 to 18.03) MODERATE
Rotigotine dose (12-16mg/day versus 2-10mg/day)

Antonini Cohort Serious' N/A Not serious  Serious® 71 715 0.66 (0.40 to 1.08) LOW

2016
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Predictive factors for the development of ICD - Adjusted odds ratios (OR)

Younger age at onset of PD

4 studies:  Cohort  Serious'
Auyeung

2011

Gliadi 2007

Wentraub
2006
Sharma
2015

Comorbid anxiety or depression

Auyeung Cohort  Serious?® N/A

2011

Joutsa Cohort Not serious N/A

2012

Gender male

2 studies: Cohort
Gliadi 2007

Weintraub
2006

Serious’ N/A

DA use

2 studies: Cohort
Weintraub

2006

Weintraub

2010a

Serious?

Not serious  Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not
serious

Not serious

Not serious

Serious®

Not serious

844

15

22

782

749

2976

198

248

2689

2608

OR1: 4.1 (1.1 to 15.9) LOW
OR2: 0.99 (0.99 to 1.00)
OR3: 2.40 (1.91 to 3.02)
OR4: 0.96 (0.93 to 0.99)

10.0 (2.0 to 50.8) MODERATE
1.095 (1.001 to 1.195) HIGH
LOW

OR1: 1.10 (1.00 to 1.22)

OR2: 4.34 (0.54 to
34.4871)

OR1:16.7 (2.61 to 100) HIGH
OR2: 2.64 (2.01 to 3.46)

1 Serious risk of bias as assessed by CASP cohort study checklist. Due to the very tight confidence intervals, this Gliadi et al study is heavily weighing the overall estimate
2 Serious inconsistency; confidence intervals around point estimates do not overlap
3 Serious risk of bias: Study unclear as to how depression is retrospectively accounted for an in what subset of the study population
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1 Serious risk of bias, as assessed by CASP cohort study quality checklist
2 Non-significant results
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DA LEDD 60-160 mg/d

Lee 2010 Cohort Not Not serious Not Not 118 1049 HIGH
serious' serious? serious 3.3(1.3t09.1)

DA LEDD > 150mg/day

Lee 2010 Cohort Not Serious® Not Not 118 1049 MODERATE

Sharma serious’ serious® serious OR1=4.3(161o0 11.9)

2015 OR2 =4.52 (1.6 to 12.5)

DA LEDD 400 - 800mg/day

Lee 2010 Cohort  Not Serious* Not Serious® 118 1049 LOW

Sharma serious’ serious® OR1=0.8 (0.4 to 1.6)

2015 OR2 =1.38 (0.5 to 3.82)

DA LEDD >750mg/day

Lee 2010 Cohort  Not serious! N/A* Not , Serious® 118 1049 1.0 (0.5t02.1) MODERATE

serious

DA treatment duration <2 years

Gliadi 2007 Cohort  Serious® N/AS Serious® Serious® 27 166 0.95 (0.84 to 1.08) VERY LOW

DA treatment duration 3 - 5 years

Gliadi 2007 Cohort  Serious® N/AS Serious’ Serious® 27 166 1.04 (0.01 to 1.18) VERY LOW

DA treatment duration > 6 years

Gliadi 2007 Cohort  Serious® N/AS Serious 7 Not 27 166 1.18 (1.00 to 1.39) LOW
serious

Amantadine use

2 studies:  Cohort  Not serious’ Not serious Not Not 749 2608 1.35(1.07 to 1.70) HIGH
Weintraub serious® serious
2006/2010a

" Low risk of bias, as assessed by CASP cohort study quality check list

2 No serious indirectness; population was as described in review protocol

3 Serious inconsistency: Lee and Sharma define drug dosage differently, whereby Lee defined >160mg and 540-750mg; Sharma defines as 150-300mg, and >300mg
4 NA; not applicable as one only study contributed to this analysis

5 Serious risk of bias, as assessed by CASP cohort study quality check list

6 Serious indirectness; population was comprised of those with CGEC behaviours, not ICD diagnosis

8 Non-significant results
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Levodopa use

Weintraub ~ Cohort  Not serious’ N/A2? Not Not 728 2357 1.51 (1.09 to 2.09) HIGH
2010a serious® serious

Prior history of ICD symptoms

Weintraub Cohort  Not serious’ N/A? Not Not 21 251 15.54 (2.83 t0 76.16) HIGH
2006 serious® serious

Family history of alcohol abuse

Weintraub Cohort  Not serious’ N/A? Not Not 728 2357 2.08 (1.33 to 3.25) HIGH
2010a serious® serious

Incidence of ICD

ICD rate with short- and long-acting DAs
Rizos 2016 Survey Not serious N/A Not serious Serious* 57 368 MODERATE
based on
medical
records and
clinical
interviews

Incidence of ICD and association with dopamine replacement therapy
Wang 2016 Interviews Not serious N/A Not serious Serious* 9 208 MODERATE

" Low risk of bias, as assessed by CASP study quality checklist

2 NA; not applicable as only one study contributed to the analysis

3 No serious indirectness; population was as described in review protocol
4 Serious imprecision: Low numbers of ICD vs no ICD
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E.7.2 Managing dopaminergic treatment in people who have developed impulse control disorder

Adjustment of dopaminergic medication

Discontinuation of dopaminergic therapy

Bastiaens Cohort Not N/A? Not Very n=10 10/10 (100%) LOW
2013 serious’ serious® serious*

Reduction of dopaminergic therapy

Bastiaens Cohort Not N/A2 Not Very n=5 3/5 (60%) LOW
2013 serious’ serious® Serious*

Continue same dosage of dopaminergic therapy

Bastiaens Cohort Not N/A? Not Very n=3 0/3 (0%)

2013 serious’ serious? Serious*

Development of DAWS in those who discontinued dopaminergic therapy

Bastiaens Cohort Not N/A? Not Very 10 4/10 LOW
2013 serious'’ serious® serious*

Development of DAWS in those who reduced dopaminergic therapy

Bastiaens Cohort Not N/A? Not Very 5 1/5 LOW
2013 serious’ serious® Serious*

Development of DAWS in those who continued same dosage of dopaminergic therapy

Bastiaens Cohort Not N/A? Not Very 3 1/3 LOW
2013 serious’ serious?® Serious*

" Low risk of bias, as assessed by CASP cohort study quality checklist

2 NA; not applicable, only 1 study contributed to this analysis

3 No serious indirectness, study population were as outlined in review protocol

4 Very serious imprecision; very small sample size to derive meaningful population prevalence estimates
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Cognitive behavioural therapy (CBT) for ICD

Resolution of ICD symptoms

Okai 2013 RCT Not N/A? Not Not serious 27 17 -4.17 (-5.8 to -2.5) HIGH
serious’ serious®

Effect of CBT on CGIC score

Okai 2013 RCT Not N/A? Not Not serious 27 17 -0.8 (-5.6 t0 -0.3) HIGH
serious’ serious®

Effect of CBT on general health (GHQ)

Okai 2013 RCT Not N/A2? Not Not serious 27 17 -3.8 (-56.6 t0 -2.0) HIGH
serious’ serious®

Effect of CBT on mental health (NPI)

Okai 2013 RCT Not N/A? Not Not serious 27 17 -4.7 (9.1 10 -0.3) HIGH
serious’ serious?

Effect of CBT on social adjustment

Okai 2013 RCT Not N/A2 Not Not serious 27 17 -3.6 (-6 to -1.3) HIGH
serious’ serious®

Effect of CBT on depression (BDI)

Okai 2013  RCT Not N/A2 Not Serious* 27 17 -3.5(6.6t00.4) MODERATE
serious’ serious®

Effect of CBT on anxiety (BAI)

Okai 2013  RCT Not N/A2 Not Serious* 27 17 -1.8 (-5.4t0 1.8) MODERATE
serious’ serious®

Effect of CBT on carers perception of the quality of their relationship with their partner (GRIMS marital state)

Okai 2013 RCT Not N/A? Not Serious* 27 17 -2.3 (-5.7t0 1.3) MODERATE
serious’ serious®

Effect of CBT on carers general health (GHQ)

Okai 2013 RCT Not N/A? Not Serious* 27 17 -1.5(-3.2t0 0.1) MODERATE
serious’ serious®

" Low risk of bias, as assessed by NICE RCT study quality checklist
2 NA; not applicable, only 1 study contributed to this analysis
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"Low risk of bias, as assessed by NICE RCY study quality checklist

2NA; not applicable, only 1 study contributed to this analysis

3 No serious indirectness, study population were as outlined in review protocol
4 Non-significant results

Naltrexone therapy

QUIP ICD score

Papay 2014 RCT Not N/A? Not Not serious 24
serious’ serious®

Change in CGIC score (change of 1 or 2 points from baseline)

Papay 2014 RCT Not N/A? Not Serious* 24
serious’ serious?

UPDRS motor sore

Papay 2014 RCT Not N/A? Not Serious® 24
serious'’ serious?®

Adverse events that lead to study discontinuation

Papay 2014 RCT Not N/A? Not Not serious 24
serious'’ serious?®

" Low risk of bias, as assessed by NICE RCT study quality checklist

2 N/A; not applicable, only 1 study contributed to this analysis

3 No serious indirectness, study population were as outlined in review protocol

4 Non-significant result

5 Cl cross the MID between 3.25 (Horvath et al., 2015) and 5 points (Schrag et al., 2006)
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Amantadine therapy

Symptom assessment scale (SAS)

Thomas Cross-over  Serious’ N/A2 Serious® Not serious 12
2010 RCT

Yale-Brown obsessive compulsive scale (Y-BOCS)

Thomas Cross-over  Serious’ N/A? Serious® Not serious 12
2010 RCT

Resolution of PG spending behaviour

Thomas Cross-over  Serious’ N/A2 Serious® Not serious 12
2010 RCT

Adverse events

Thomas Cross-over  Serious’ N/A? Serious?® Not serious 12
2010 RCT

1 Serious risk of bias, as assessed by NICE RCT quality checklist
2 N/A; not applicable as only 1 study contributed to this analysis
3 Serious indirectness; population was composed of those with pathological gambling only

1 Serious risk of bias, as assessed by NICE RCT quality checklist
2 NA; not applicable as only 1 study contributed to this analysis
3 Serious indirectness; population was composed of those with pathological gambling only
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-9.6 (-10.12 t0-9.08)

-9.17 (-11.1 to -10.3)

-16.40 (-18.73 to -14.27)

5 patients dropped out of
the amantadine group

LOW

LOW

LOW

LOW
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E.8 Palliative Care

Patient support needs

Highest self-rated support needs of patients with PD (mean score >2.5)

Information  Kirstjanson  Survey Serious' N/A? Serious?® 174 35 LOW
aboutPD  (20086)

Equipment  Kirstianson  Survey Serious' N/A? Serious 3 174 2.62 LOW
for daily (2006)

living

Need for open discussion concerning treatment and care

Open dialogue between patient and clinician
Discussion  Giles Interview Very N/A2 Serious® 2 "I'm the type of woman, I'm afraid to ask too  \ERY LOW
of (2009) serious? many questions because sometimes | feel
like they would say, like you're asking too
many questions, just take the pills" (from
Giles et al., 2009)

medication

1 Serious risk of bias (CASP cohort quality check list): Methodology not clear, not clear whether all survey material was standardised or validated

2 N/A; not applicable, single study
3 Serious indirectness - population was restricted to moderate disease; no advanced or newly diagnosed participants
4 Very serious risk of bias (CASP qualitative check list): study methodology unclear, interview open to researcher interpretation, role of interviewer in shaping response unclear

5 Serious indirectness; very small number of patients,
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Advance care directives

Advanced care directives

Input from 2: Interview Very Not Not 22 ) ) ) LOW
healthcare  Gijles serious’ serious? serious? To help the family or as a group d_ec;de

team to (2009) what would be the best care situation for

inform Hasson the person, and you know what to

planning (2010) expect” (from Giles et al., 2009)

Advance care planning

Advanced planning of legal will

Complete Kwak Survey Serious* N/AS Not 64 93.7% MODERATE
will (2014) serious®

Share will Kwak Survey Serious* N/A® Not 64 90.6% MODERATE
with spouse  (2014) serious®

Share will Kwak Survey Serious* N/A® Not 64 37.5% MODERATE
with (2014) serious®

physician

Preferences for communication about advance care planning

Advance Tuck (2015) Survey Serious? N/AS Not 267 68.5% (with any kind of advance care MODERATE
care serious? planning documents)

" Very serious risk of bias (CASP qualitative check list); Hasson (2010) study was retrospective and open to memory bias; methodology very open to researcher interpretation
and unclear in Giles (2009)

2 No serious inconsistency, both studies share similar message

3 No serious indirectness, all participants were carers of a person with PD and therefore matched protocol

4 Serious risk of bias (CASP cohort quality check list): Methodology not clear, not clear whether all survey/questionnaire material was standardised or validated

5 N/A, not applicable; single study
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planning
documents

When Tuck (2015) Survey Serious' N/A? Not serious 267 - MODERATE
should your

doctor

discuss

advance

care

planning

Who should  Tuck (2015) Survey Serious’ N/A2 Not serious 267 94.4% responded MODERATE
ideally raise

issues

regarding

advance

care

planning to

discuss

Support needs

Greatest support needs identified by carers (mean score >2.5)

Information:  Kirstjanson  Survey Serious' N/A? Serious ® 141 3.31 LOW
how to (2006)

provide

care

1 Serious risk of bias (CASP cohort quality check list): Methodology not clear, not clear whether all survey material was standardised or validated
2 N/A; not applicable, single study
3 Serious indirectness - population was restricted to moderate disease; no advanced or newly diagnosed participants
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Reliable Kirstianson  Survey Serious' N/A? Serious?®

support (2006)

workers

Financial Kirstianson  Survey Serious' N/A? Serious?® 141 2.72 LOW
assistance  (2006)

for care

Flexible Kirstianson  Survey Serious' N/A? Serious?® 141 2.52 LOW
home (2006)

support

program

access

Multidisciplinary care

Multidisciplinary care need

Need for 2: Interview Very Not Not 22 "There seems to be a vague boundary | QoW
coordinated  Hasson serious’ serious? serious?® between the responsibilities that one
care (2010) person has and the responsibilities

Files another has. They just don't seem to work

as a team or have any team effort as
such. You are nearly taking pot luck with
each one in tum" (Giles et al., 2009)

(2009)

" Very serious risk of bias (CASP qualitative check list); Hasson study was retrospective and open to memory bias; methodology very open to researcher interpretation and
unclear in Giles (09)

2 No serious inconsistency, both studies share similar message

3 No serious indirectness, all participants were carers of a person with PD and therefore matched protocol
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Decision making

End of life care goals

Several Kwak Survey Serious’ N/A? Not 64 53% MODERATE
people (2014) serious®

discuss; 1

person

decide on

action

One person  Kwak Survey Serious’ N/A2 Not 64 28% MODERATE
decide alone (2014) serious?®

Several Kwak Survey Serious' N/A2 Not 64 14% MODERATE
people (2014) serious?®

decide on

action

together

Carer to be Kwak Survey Serious’ N/A? Not 64 92% MODERATE
involved in (2014) serious®

decision

making

Other family ~ Kwak Survey Serious’ N/A? Not 64 72% MODERATE
members to  (2014) serious®

be involved

in decision

making

Physicianto  Kwak Survey Serious' N/A? Not 64 70% MODERATE
be involved  (2014) serious®

in decision

making

Carer, family, Kwak Survey Serious’ N/A? Not 64 52% MODERATE
and (2014) serious®

1 Serious risk of bias: Methodology not clear, not clear whether all survey material was standardised or validated
2N/A, single study
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physician to
be involved
in decision
making

Information needs

Information at diagnosis about Parkinson’s disease

understandi  Giles Interview Very N/A2 Serious? 5 "you have to be prepared and understand  \ERY LOW
ng the (2009) serious it's just kind of a shocker and no one

disease really explained to us what all of this

meant" (from Giles et al., 2009)
Information to help carers prepare to advancement of disease

Preparation Hasson Interview Serious? N/A2 Not 15 ‘I knew he was deteriorating but | didnt M ODERATE
for end of (2010) serious® expect him to die so soon” (Hasson et al.,
life 2010)”

"Very serious risk of bias (CASP qualitative check list): methodology unclear and open to researcher interpretation
2N/A, not applicable, single study

3 Serious indirectness, very small sample size, may be unrepresentative of general population

4 Serious bias (CASP qualitative check list), retrospective perspective may bias responses

5 No serious indirectness; carers of patient with PD as specified in protocol
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Satisfaction with care

Satisfaction with care received

Information  Kirstjanson  Survey Serious’ N/A Serious? 141 69% LOW
giving (20086)
Physical Kirstianson  Survey Serious’ N/A Serious? 141 80% LOW
care (2006)
Phycosocial Kirstianson  Survey Serious’ N/A Serious? 141 63% LOW
care (2006)
Availability ~ Kirstianson  Survey Serious’ N/A Serious? 141 71% LOW
of care (2006)

Respite opportunities and availability of care

Respite opportunities

Accessto  2: Interview Very Not Not 22 'they (govemment homecare) still LOW
respite eEae serious® serious? serious’® haven't called us ...so we're lucky ?h.at,

(2010) you know, we finally made the decision

Gil to move on. Because | don't know what

(2IOeOSQ) we would have done... | don't think my

mom would have lasted" (from Giles et
al., 2009)

1 Serious risk of bias: Methodology not clear, not clear whether all survey material was standardised or validated

2 Serious indirectness - population was restricted to moderate disease; no advanced or newly diagnosed participants

3 Very serious risk of bias (CASP qualitative check list); Hasson (2010) study was retrospective and open to memory bias; methodology very open to researcher interpretation
and unclear in Giles (2009)

4 No serious inconsistency, both studies share similar message

5 No serious indirectness, all participants were carers of a person with PD and therefore matched protocol
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Access to domiciliary palliative care services

Access to domiciliary palliative care services

Accessto 2 Interview Very Not Not serious 22 ‘that (home care services) is something | ow
palliative Hasson serious? serious? that you know somebody should tell
care (2010) those people”. (from Giles et al., 2009)
services Giles

(2009)

Patient and carer quality of life

Patient quality of life (QoL)

Patient- Kirstianson  Survey Serious' N/A?2 Serious?® 174 6.87 (2.29) LOW
rated QoL (2006)
Satisfaction Kirstianson  Survey Serious' N/A? Serious?® 174 5.55 (2.68) LOW

withQoL  (2006)

"Very serious risk of bias: Methodology not clear, not clear whether all survey material was standardised or validated

2N/A, not applicable, single study
3 Serious indirectness - population was restricted to moderate disease; no advanced or newly diagnosed participants
4 Very serious risk of bias (CASP qualitative check list); Hasson (2010) study was retrospective and open to memory bias; methodology very open to researcher interpretation

and unclear in Giles (2009)
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Carer quality of life (QoL)

carer-rated  Kirstianson  Survey Serious' N/A? Serious?® 141 6.59 (2.27) LOW
QoL (20086)
Satisfaction Kirstianson  Survey Serious' N/A? Serious?® 141 6.35 (2.58) LOW

withQoL  (2006)

Symptom severity experience in patients

Worst experienced symptoms

Fatigue and Kirstjanson  Survey Serious’ NA?2 Serious?® 174 5.1 (2.9) LOW

tiredness (2006)

concentrati  Kirstjanson  Survey Serious’ NA2 Serious?® 174 3.9 (3.1) LOW

on (2006)

sleeping Kirstianson  Survey Serious’ NA?2 Serious?® 174 4.1 (3.3) LOW
(2006)
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Incidence of anxiety and depression in patients and carers

Patient self-reported moderate-to severe experience

Anxiety Kirstjanson Survey Serious’ N/A? Serious® 174 20% LOW
(2006)

Depression  Kirstjanson Survey Serious' N/A? Serious?® 174 30% LOW
(20086)

Carer self-reported moderate-to severe experience

Anxiety and  Kirstjanson Survey Serious’ N/A2 Serious® 141 19% LOW

depression (2006)

1 Serious risk of bias: Methodology not clear, not clear whether all survey material was standardised or validated
2N/A, not applicable, single study
3 Serious indirectness - population was restricted to moderate disease; no advanced or newly diagnosed participants
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