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Appendix eFigure 1. Funnel plot for publication bias.
Funnel plot for stroke in observational studies
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Funnel plot for myocardial infarction in observational studies
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Funnel plot for overall death in RCTs
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Comparison “placebo versus CAB short term”


Comparison “placebo versus GnRH agonist”
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Comparison “OT versus OT + AA”



Comparison “OT versus GnRH agonist”



Comparison “Estrogen versus GnRH agonist”
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       Comparison “GnRH agonist versus CAB continuous”
AA: antiandrogen

CAB: combined androgen blockade (GnRH agonist + AA)

OT: orchidectomy

Appendix eFigure 2. Estimate from network meta-analysis for overall death (LHRH agonist is the reference).
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AA : antiandrogen – CAB : agonist LHRH + AA – ABIRA : abiraterone – ENZ: enzalutamide – OT: orchiectomy – CPT : cyproterone acetate – CMD : chlormadinone – DES: diethylstilbestrol – LHRH = GnRH.

Appendix eFigure 3. Treatment network of overall death for all studies.

Line’s thickness is proportional to the number of studies comparing the corresponding ADT modalities. 
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ABIRA : abiraterone – AA: antiandrogen – BT: brachytherapy – CAB: Combined androgen blockade = GnRH agonist + antiandrogen – CMD : chlormadinone – CPT: cyproterone – DES: diethylstilbestrol – ENZ : enzalutamide – OT: orchidectomy – PEP: polyestradiol phosphate – RT: radiotherapy.
- Short term CAB corresponded to 3 or 4 months treatment.

- Long term CAB to only 6 to 8 months treatment.

- Continuous treatment was a very long term (> 1 year or permanent) treatment contrary to intermittent treatment which was also given on a very long term but episodically often because of progression or relapse of prostate cancer disease.

- CMD long term: at least 24 months.

- CMD short term: 8 weeks.

- DES short term: 8 weeks.
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	2012
	USA
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	69
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BT + CAB
	4.8
	No
	No
	No
	Yes 

	Matsumoto
	 Medical Oncology
	2014
	Japan
	410
	76
	 
	T1-T3, N0, M0
	High (59.5%)
	not given
	GnRH agonist

CAB
	6.0
	No
	No
	No
	Yes

	Van Hemelrijck
	European Urologia
	2012
	Sweden
	76 600
	90 % > 65
	Yes
	M1 (40% of ADT treated patients)
	High
	(33% to 56%)
	Watching
GnRH agonist
AA, CAB, OT
	4.0
	Yes
	Yes
	No
	No

	Koutsilieris
	Urology
	1986
	Canada
	59
	NA
	Yes
	D2
	High
	not given
	OT
GnRH agonist
	3.0
	No
	No
	No
	Yes

	Parekh
	Brachytherapy
	2013
	USA
	5972
	72
	Yes
	T1-T3
	Low or intermediate (81%)
	MI or coronary HF (8.2%)
Diabetes (7.7%)
Hypertension and hyperchol. (29%)
	BT
BT + GnRH agonist
	4.0
	No
	No
	No
	Yes

	Keating
	J Natl Cancer Inst
	2010
	USA
	37443
	66.9
	Yes
	Local or regional, M0
	NA
	Overall (29%)
	No treatment

GnRH agonist
AA, CAB, OT
	2.6
	Yes
	Yes
	No
	No

	Azoulay
	European Urology
	2011
	Canada
	22310
	72.3
	Yes
	M0
	NA
	MI (0.9%), HF (6%)

Diabetes (9.9%) Hypertension (37.2%), 


	No treatment

GnRH agonist

AA, CAB, OT
	3.9
	No
	Yes
	No
	No

	Martín-Merino ADDIN ZOTERO_ITEM CSL_CITATION {"citationID":"1megpstv3v","properties":{"formattedCitation":"{\\rtf \\super 28\\nosupersub{}}","plainCitation":"28","dontUpdate":true},"citationItems":[{"id":1736,"uris":["http://zotero.org/users/295490/items/5JP9VGWK"],"uri":["http://zotero.org/users/295490/items/5JP9VGWK"],"itemData":{"id":1736,"type":"article-journal","title":"Androgen deprivation therapy and the risk of coronary heart disease and heart failure in patients with prostate cancer: A nested case-control study in UK primary care","container-title":"Drug Safety","page":"1061-1077","volume":"34","issue":"11","abstract":"Background: Androgen deprivation therapy (ADT) is used to delay tumour development and improve survival in patients with prostate cancer. However, several randomized controlled trials and observational studies have suggested that ADT may increase the risk of cardiovascular events. Objective: The aim of the study was to evaluate the risk of coronary heart disease (CHD) and heart failure (HF) in patients with prostate cancer receiving ADT in UK primary care, and to evaluate the risks associated with individual ADT and combination ADT. Methods: The UK General Practice Research Database was used to identify a cohort of patients with a first prostate cancer diagnosis during 1999-2005. These patients were followed up to assess the occurrence of acute myocardial infarction (AMI), death from CHD, incident HF and hospitalization due to acute decompensated HF. Nested case-control analyses were performed to assess the risk of these outcomes associated with anti-androgen therapy, as well as different types of ADT and combinations of ADT. Results: Current anti-androgen use was associated with a significant increase in the risk of hospitalization due to HF (odds ratio [OR] 2.15; 95% CI 1.08, 4.29), but not of incident HF, CHD or AMI. When assessed individually, there was no significant association of bicalutamide or cyproterone use with the risk of AMI or CHD. Current use of bicalutamide 50mg/day was associated with a significant increase in the risk of HF (OR 3.28; 95% CI 1.31, 8.18); however, this increased risk of HF was only found in patients taking bicalutamide 50 mg/day in combination with luteinizing hormone-releasing hormone (LHRH) receptor agonists. There were no cases of hospitalized HF in patients taking bicalutamide 50 mg/day as monotherapy and there was no significant association between current use of bicalutamide 150mg/day and the risk of hospitalized HF. Combination therapy with LHRH agonists and anti-androgens was associated with a significant increase in the risk of CHD (OR 4.35; 95%CI 1.94, 9.75), AMI (OR 3.57; 95%CI 1.44, 8.86), incident HF (OR 3.19; 95% CI 1.10, 9.27) and hospitalized HF (OR 3.39; 95% CI 1.07, 10.70) compared with non-use of these drugs.Conclusions: In men with prostate cancer, combination therapy with LHRH agonists and anti-androgens is associated with significant increases in the risk of CHD, AMI, incident HF and hospitalized HF. Individual therapies do not appear to increase the risk of these outcomes. © 2011 Adis Data Information BV. All rights reserved.","language":"English","author":[{"family":"Martín-Merino","given":"E"},{"family":"Johansson","given":"S"},{"family":"Morris","given":"T"},{"family":"García Rodríguez","given":"L A"}],"issued":{"date-parts":[["2011"]]}}}],"schema":"https://github.com/citation-style-language/schema/raw/master/csl-citation.json"} 
	Drug safety
	2011
	Europe
	5103
	72
	Yes
	Mostly M0
	NA
	IHD (47%)

Stroke (18%)

Diabetes (17%)

Hyperchol. (22%)

Hypertension (51%)
	no treatment

GnRH agonist

AA, CAB, OT
	7.0
	Yes
	Yes
	No
	No


AA: antiandrogen – BT: brachytherapy – CAB: Combined androgen blockade = GnRH agonist + antiandrogen – OT: orchidectomy – RT: radiotherapy.

M1 = metastatic disease – NA: not available.
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Online-only eTable2: Extracted randomized controlled trials
	First author
	Journal
	Publication

year
	Country
	Patients

N
	Median age (years)
	Participants naïve of treatment
	T-score
Metastasis
	CV history
	Drugs compared
	Follow-up duration

(years) 
	Data provided on outcome

	
	
	
	
	
	
	
	
	
	
	
	MI
	Stroke 
	CV death
	Overall death

	D'Amico
	JAMA
	2008
	USA
	206
	75
	Yes
	T1- T2, N0, M0
	Moderate or severe comorbidity (25%)
	RT
RT + short term CAB
	7.6 y
	No
	No
	No
	Yes

	Hussain
	NEJM
	2013
	USA, Canada
	1 535
	70
	Drugs (≈28%)
RT (≈29%), PT (≈20%)
	M1
	NA
	Intermittent CAB
Continuous CAB
	9.8 y
	No
	No
	No
	Yes

	Mottet
	BJUI
	2012
	Europe
	173
	69
	No (CAB)
	M1
	NA
	Intermittent CAB
Continuous CAB
	3.7 y
	No
	No
	No
	Yes

	Jones
	NEJM
	2011
	USA, Canada
	1979
	70
	No
	T1-T2, Nx, M0
	NA
	RT
RT + short term CAB
	9.2 y
	No
	No
	No
	Yes

	Denham
	Lancet Oncology
	2011
	Australia, New Zealand
	802
	70
	Yes
	T2-T4, M0
	NA
	RT alone
RT + CAB 3 mo.
RT + CAB 6 mo.
	10.6 y
	No
	No
	Yes
	Yes

	Bolla
	Lancet Oncology
	2010
	International
	415
	70
	Yes
	T1-T4, M0
	NA
	RT
RT + GnRH agonist
	9.1 y
	No
	No
	Yes
	Yes

	Akaza
	Cancer
	2009
	Japan
	203
	75
	Yes
	T2-T4, Mx 
	NA
	GnRH agonist + placebo
CAB
	5.2 y
	No
	No
	No
	Yes

	Bolla
	NEJM
	2009
	International
	970
	69
	Yes
	T1-T4, M0
	(24%)
	RT + CAB 6 mo.
RT + CAB 6 mo. + GnRH agonist
	6.4 y
	No
	No
	No
	Yes
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	European Urology
	2009
	International
	626
	73
	CPT + GnRH agonist 3 mo.
	T3-T4, Mx
	(10-17%)
	GnRH agonist + CPT intermittent
GnRH agonist + CPT continuous
	51 mo.
	No
	No
	Yes
	Yes

	Horwitz
	JCO
	2008
	USA, Canada
	1521
	70
	Yes
	T2 à T4, M0
	CVD (25-30%)
Hypertension (35%)
Diabetes (13-15%)
	RT + CAB 4 mo.
RT + CAB 4 mo.
+ GnRH agonist (2 years)
	11.3 y 
	No
	No
	No
	Yes

	Efstathiou
	European Urology
	2008
	
	
	
	
	
	
	
	8.1 y
	No
	No
	Yes
	No

	Irani
	European Urology
	2008
	Europe
	129
	72
	Yes
	M1
	NA
	CAB intermittent
CAB continuous
	42.8 mo.
	No
	No
	No
	Yes

	Mc Roach III
	JCO
	2008
	USA
	456
	70
	Yes
	B2 (30%)
	NA
	RT
RT + short term CAB
	13.2 y
	No
	No
	Yes
	Yes

	Iversen

(trial 24)
	BJUI
	2010
	Europe, South Africa, Mexico, Australia, Israel
	3603

	68.6
	Yes
	T1-T4, Nx, M0
	NA
	Placebo + standard care
AA + standard care
	9.7 y
	No
	No
	No
	Yes

	Iversen

(trial 23)
	BJUI
	2010
	North America
	3292

	64.5
	Yes
	T1-T4, 
M0
	NA
	Placebo + standard care
AA + standard care
	9.7 y
	No
	No
	No
	Yes

	Iversen

(trial 25)
	BJUI
	2010
	Scandinavia
	1218

	68.5
	Yes
	T1-T4, Nx, M0
	NA
	Placebo + standard care
AA + standard care
	9.7 y
	No
	No
	No
	Yes

	Eisenberger
	NEJM
	1998
	USA, Japan
	1385
	71
	RP (12.5%)
RT (4.3-6.4%)
	M1
	NA
	OT + placebo
OT + AA
	49 mo.
	No
	No
	No
	Yes

	Schröder0
	European Urology
	2004
	Europe
	310
	70
	Yes
	T0-T4, Mx
	(10%)
	AA
CPT continuous
	8.6 y
	Yes
	Yes
	Yes
	Yes

	Boccardo
	European Urology
	2002
	Italy
	220
	74
	Yes
	T1-T4, Mx
	NA
	AA
CAB continuous
	54 mo.
	No
	No
	No
	Yes

	Chang
	JCO
	1996
	USA
	92
	67
	RT (25%)
	D2, M1
	(36-53 %)
	AA
Oestrogen (DES)
	59 mo.
	Yes
	Yes
	Yes
	No

	Aro
	Ann Chir Gynaecol
	1993
	Finland
	147
	72
	Yes
	T3-T4, Mx
	NA
	GnRH agonist
Oestrogen
	36 mo.
	No
	No
	Yes
	No

	Denis
	European Urology
	1998
	Europe
	310
	75% > 66
	Yes
	T0-T4, Mx
	NA
	OT
CAB continuous
	7.2 y
	No
	No
	No
	Yes

	Iversen
	Cancer
	1993
	Denmark
	262
	NA
	Yes
	M1
	NA
	OT
CAB continuous
	57 mo.
	No
	No
	Yes
	Yes

	Boccardo
	Eur J Cancer
	1993
	Italy
	373
	73
	Yes
	stage C or D
	NA
	GnRH agonist
CAB continuous
	24 mo.
	No
	No
	No
	Yes

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	First author
	Journal
	Publication

year
	Country
	Patients

N
	Median age (years)
	Participants naïve of treatment
	T-score
Metastasis
	CV history
	Drugs compared
	Follow-up duration

(years) 
	Data provided on outcome

	
	
	
	
	
	
	
	
	
	
	
	MI
	Stroke 
	CV death
	Overall death

	Kaisary
	BJU
	1991
	United Kingdom
	292
	72
	Yes
	T0-T4, Mx
	NA
	OT
GnRH agonist
	59.6 wk.
	No
	No
	No
	Yes

	Sharifi
	Urology
	1985
	USA
	25
	NA
	Yes
	D2, M1
	NA
	GnRH agonist 
Oestrogen (DES)
	72 wk.
	No
	No
	No
	Yes

	Kotake
	Japanese Journal of Clinical Oncology
	1999
	Japan
	388
	73
	Yes
	Stage C to D2
	NA
	GnRH agonist
GnRH agonist + CMD short term
GnRH agonist + CMD long term
GnRH agonist + DES short term
	3 y
	No
	No
	No
	Yes

	Botto
	Prog Clin Biol Res
	1989
	France
	80
	NA
	Yes
	Stage C or D
	NA
	OT
GnRH agonist
	3 y
	No
	No
	No
	Yes

	Lukkarinen
	Scand J Urol Nephrol
	1994
	Finland
	236
	NA
	Yes
	T2-T4, Nx, Mx
	NA
	GnRH agonist
Oestrogen (PEP)
	26 mo.
	Yes
	No
	Yes
	Yes

	Organ
	Am J Clin Oncol
	2013
	Canada
	31
	M1
	Yes
	M1
	NA
	GnRH agonist Intermittent
GnRH agonist Continuous
	27.8 mo.
	No
	No
	No
	Yes

	Crawford
	NEJM
	1989
	USA
	603
	68
	RT
	M1 stage D2
	NA
	GnRH agonist + placebo
CAB continuous
	42 mo.
	No
	No
	No
	Yes

	Klotz
	BJUI
	2008
	International
	610
	73
	Yes
	T1-T4, Nx,  M0
	NA
	GnRH agonist
GnRH antagonist
	12 mo.
	No
	No
	Yes
	No

	Smith
	Journal of Urology
	2010
	International
	610
	73
	Yes
	T1-T4, Nx,  M0
	NA
	GnRH agonist
GnRH antagonist
	12 mo.
	Yes
	Yes
	No
	No

	Akaza
	BJUI
	2003
	Japan
	178
	78
	Yes
	T1-T3, M0
	NA
	GnRH agonist
GnRH agonist + CMD long term
	78 mo.
	No
	No
	No
	Yes

	Manikandan
	Urol Int
	2005
	United Kingdom
	58
	76.7
	Yes
	M1 (30- 50%)
	NA
	GnRH agonist + DES
GnRH agonist + AA
	24 mo.
	No
	No
	No
	Yes

	Crook
	Int J Radiat Oncol Biol Phys
	2009
	Canada
	361
	72
	Yes
	T1-T4, M0
	NA
	short term CAB
long term CAB
	79 mo.
	No
	No
	Yes
	No

	Burns-Cox
	International Journal of Urology
	2002
	United Kingdom
	28
	74
	No (OT or LHRH)
	Not given
	NA
	AA
Oestrogen (DES)
	18.3 mo.
	No
	No
	No
	Yes

	Brisset
	Prog Clin Biol Res
	1987
	France
	127
	72
	Yes
	Stage D1, D2
	NA
	OT + placebo
OT + AA
	18 mo.
	No
	No
	No
	Yes

	Mikkola
	BJU
	1998
	Finland
	444
	73
	Yes
	T1-T4, Mx
	NA
	OT
Oestrogen (PEP)
	2 y
	Yes
	Yes
	Yes
	No

	Waymont
	BJU
	1992
	United Kingdom
	250
	72.5
	Yes
	T3-T4, Mx
	NA
	GnRH agonist 
Oestrogen (DES)
	43 mo.
	Yes
	Yes
	No
	Yes

	Thorpe
	European Urology
	1996
	United Kingdom
	525
	71
	Yes
	T0-T4, Mx
	(26-33%)
	CPT long term
GnRH agonist
CPT long term + GnRH agonist
	4 y
	No
	No
	No
	Yes

	Robinson
	European Urology
	1995
	Europe
	351
	85% > 65
	Yes
	T0-T4, Mx
	Stroke (1-2%)
IHD (5-10%)
MI (3-7%)
	OT
OT + CPT
DES
	4 y
	Yes
	Yes
	Yes
	Yes

	Armstrong
	Int J Radiat Oncol Biol Phys
	2011
	Ireland
	261
	67
	OT
	T1-T4, M0
	NA
	RT
RT + short term CAB
	102 mo.
	No
	No
	No
	Yes

	Dijkman
	The Journal of Urology
	1997
	Netherlands
	457
	NA
	OT
	Stage D2
	NA
	OT + placebo
OT + AA
	8.5 y
	No
	No
	No
	Yes

	Ostri
	Urol Int
	1991
	Denmark
	37
	74
	Yes
	T1-T4, Nx, Mx
	NA
	OT
CPT
	12 mo.
	No
	No
	No
	Yes

	Wirth
	European Urologia
	2004
	Germany
	309
	64
	No
	T3-T4, M0
	NA
	No treatment
AA
	6.1 y
	No
	No
	No
	Yes

	Bales
	Urology
	1996
	Scandinavian
	376
	71
	Yes
	stage D2
	NA
	OT
AA
	17 mo.
	No
	No
	No
	Yes

	Citrin
	The Prostate
	1991
	USA
	77
	69
	Yes
	Stage D2
	NA
	GnRH agonist
Oestrogen (DES)
	95 wk.
	No
	No
	No
	Yes

	Ansari
	Int J Urol
	2004
	India
	100
	60
	Yes
	stage D2
	NA
	OT
OT + AA
	3.5 y
	No
	No
	No
	Yes

	Pavone-Macaluso
	The Journal of Urology
	1986
	Europe
	210
	90% > 60
	Yes
	T1-T4, Mx
	27%
	CPT
Oestrogen (DES)
Medroxyprogesterone
	7 y
	No
	No
	No
	Yes

	Parmar
	Am J Clin Oncol
	1988
	United Kingdom
	110
	NA
	Yes
	M1
	NA
	OT
GnRH agonist
	45 mo.
	No
	No
	No
	Yes

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	

	First author
	Journal
	Publication

year
	Country
	Patients

N
	Median age (years)
	Participants naïve of treatment
	T-score
Metastasis
	CV history
	Drugs compared
	Follow-up duration

(years) 
	Data provided on outcome

	
	
	
	
	
	
	
	
	
	
	
	MI
	Stroke 
	CV death
	Overall death

	Tyrrell
	European Urologia
	2000
	Europe
	586
	73
	Yes
	T3-T4, Mx
	NA
	GnRH agonist
CAB continuous
	4.9 y
	No
	No
	No
	Yes

	Bono
	Urol Int
	1998
	Italy
	241
	68
	Yes
	Stage C-D1, (M1 75%)
	 (25 à 30%)
	GnRH agonist
CAB continuous
	44 mo.
	No
	No
	Yes
	No

	Zalcberg
	Br J Urol
	1996
	Australia
	222
	72
	RT (24-34%)
	Stage D
	(53%)
	OT + Placebo
OT + AA
	60 mo.
	No
	No
	Yes
	No

	Navratil
	Prog Clin Biol Res
	1987
	France
	38
	72
	Yes
	Stage D2
	NA
	GnRH agonist
CAB continuous
	24 mo.
	No
	No
	No
	Yes

	Anderson
	Urol Int
	2013
	Europe
	40
	70
	5ARI, adreno-receptor
antagonist
	T1-T4, Mx
	NA
	GnRH antagonist
Short term CAB
	12 wk.
	No
	No
	No
	Yes


AA: antiandrogen – BT: brachytherapy – CAB: Combined androgen blockade = GnRH agonist + antiandrogen – CPT: cyproterone – DES: diethylstilbestrol  – OT: orchidectomy –  PEP: polyestradiol phosphate – RT: radiotherapy.

NA: not available.
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Appendix Table 3. Overall results from observational studies with direct meta-analyses.
	Outcome
	Reference
	Tested therapy
	Comparisons, n
	Relative Risk
	95% LCL
	95% UCL
	I²

	Myocardial infarction
	AA
	OT
	1
	2.04
	0.66
	8.33
	

	
	OT
	GnRH agonist
	1
	0.61
	0.30
	0.92
	

	
	OT
	CAB
	1
	0.49
	0.19
	0.89
	

	
	GnRH agonist
	CAB
	4
	0.97
	0.63
	1.47
	86%

	
	AA
	GnRH agonist
	4
	1.43
	1.10
	1.85
	59%

	
	AA
	CAB
	4
	1.34
	0.87
	2.06
	78%

	
	No endocrine treatment
	GnRH agonist
	4
	1.41
	1.19
	1.68
	77%

	
	AA
	No endocrine treatment
	4
	0.91
	0.79
	1.05
	0%

	
	No endocrine treatment
	CAB
	4
	1.27
	0.90
	1.79
	78%

	
	No endocrine treatment
	OT
	2
	2.11
	1.30
	3.42
	0%

	Stroke
	AA
	OT
	3
	1.14
	0.83
	1.56
	0%

	
	OT
	GnRH agonist
	3
	1.00
	0.58
	1.72
	84%

	
	OT
	CAB
	3
	0.71
	0.52
	0.97
	0%

	
	GnRH agonist
	CAB
	4
	0.82
	0.66
	1.02
	70%

	
	AA
	GnRH agonist
	4
	1.22
	0.93
	1.61
	77%

	
	AA
	CAB
	4
	1.10
	1.02
	1.19
	4%

	
	No endocrine treatment
	OT
	3
	1.68
	1.27
	2.22
	0%

	
	No endocrine treatment
	GnRH agonist
	3
	1.22
	1.11
	1.34
	0%

	
	AA
	No endocrine treatment
	3
	0.99
	0.66
	1.49
	75%

	
	No endocrine treatment
	CAB
	3
	0.88
	0.59
	1.32
	78%

	CV death
	No endocrine treatment
	CAB ≤ 6 months
	1
	1.01*(
	0.74
	1.39
	

	
	No endocrine treatment
	CAB > 6 months
	1
	1.04*(
	0.65
	1.67
	

	All-cause mortality
	No endocrine treatment
	CAB 6 months
	1
	0.30(
	0.16
	0.58
	

	
	No endocrine treatment
	CAB ≤ 6 months
	1
	1.12*(
	0.77
	1.62
	

	
	No endocrine treatment
	CAB > 6 months
	1
	1.03*(
	0.75
	1.41
	

	
	No endocrine treatment
	CAB (1 to 96 months)
	1
	1.02
	0.98
	1.05
	

	
	CAB
	GnRH agonist
	1
	1.26(
	0.78
	2.03
	

	
	OT + AA
	CAB
	1
	0.57(
	0.07
	4.38
	

	
	OT
	GnRH agonist
	1
	1.12
	0.64
	1.96
	

	
	No endocrine treatment**
	GnRH agonist
	1
	◊
	
	
	


AA: antiandrogen – CAB: Combined androgen blockade = GnRH agonist + antiandrogen – OT: orchidectomy.

* Authors stratified the data on the risk of death in the prostate cancer population. Low and intermediate risk represented the most of the population and the RR chosen was this one.

** No endocrine treatment: All patients underwent brachytherapy >3 years before analysis and some received supplemental radiation therapy.

OT means orchiectomy, AA anti-androgens, GnRH gonadotrophin releasing hormone, CAB combined androgen blockade; LCL denotes (lower limit) and UCL (upper limit)
◊ Stratification following comorbidities has be done in a study 66. Adjusted HR of death in group ‘MI or CHF, with revascularization’: 2.06 [1.02-4.17]; adjusted HR of death in group with no comorbidity: 0.97 [0.82-1.15].
( We recalculated crude relative risk from raw data, except those tagged by a “(”.
Appendix eTable 4. Johanna Briggs quality assessment

 = 1, not specified or not realized
 = 2, unclear
 = 3, done 

Observational studies 

	Author
	Year
	Analysis
	Is the sample representative of patients in the population as a whole?
	Are the patients at a similar point in the course of their condition/illness?
	Are confounding factors identified and strategies to deal with them stated?
	Was follow up carried out over a sufficient time period ?
	Are outcomes assessed using objective criteria?
	Were the outcomes of people who withdrew described and included in the analysis?
	Were outcomes measured in a reliable way?
	Was appropriate statistical analysis used?
	Score final

	D’Amico
	2006
	Main
	
	
	
	
	
	
	
	
	23

	Robinson
	2012
	Main
	
	
	
	
	
	
	
	
	20

	Bittner
	2008
	Main
	
	
	
	
	
	
	
	
	21

	Nanda
	2012
	Main
	
	
	
	
	
	
	
	
	20

	Matsumoto
	2014
	Main
	
	
	
	
	
	
	
	
	22

	Van Hemelrijck
	2010
	Main
	
	
	
	
	
	
	
	
	18

	Koutsilieris
	1986
	Main
	
	
	
	
	
	
	
	
	22

	Parekh
	2013
	Main
	
	
	
	
	
	
	
	
	22

	Keating
	2010
	Main
	
	
	
	
	
	
	
	
	19

	Azoulay
	2011
	Main
	
	
	
	
	
	
	
	
	20

	Martin-Merino
	2011
	Main
	
	
	
	
	
	
	
	
	20


Using the Johanna Briggs manual1.

1 The Joanna Briggs Institute, The University of Adelaide. Joanna Briggs Institute. Reviewer’s manual - 2011 Edition. 2011 http://joannabriggs.org/assets/docs/sumari/ReviewersManual-2011.pdf.
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Appendix Table 5. Overall results from randomized controlled trials with direct meta-analyses.
	Outcome
	Reference
	Tested therapy
	Comparisons, n
	Relative Risk
	95% LCL
	95% UCL
	I²

	Myocardial infarction
	AA
	CPT
	1
	0.49
	0.04
	5.39
	

	
	AA
	Estrogen
	1
	∞
	
	
	

	
	Estrogen
	GnRH agonist
	2
	0.33
	0.04
	2.52
	NA*

	
	GnRH agonist
	GnRH antagonist
	1
	0.42
	0.23
	0.77
	

	
	OT
	Estrogen
	2
	1.44
	0.61
	3.42
	0%

	
	OT
	OT + CPT
	1
	1.24
	0.34
	4.48
	

	
	OT + CPT
	Estrogen
	1
	1.04
	0.31
	3.48
	

	Stroke
	AA
	CPT
	1
	0.79
	0.22
	2.89
	

	
	AA
	estrogen
	1
	0.36
	0.04
	3.37
	

	
	GnRH agonist
	GnRH antagonist
	1
	3.44
	0.43
	27.8
	

	
	estrogen
	GnRH agonist
	1
	∞
	
	
	

	
	OT
	estrogen
	2
	2.62
	0.37
	18.4
	NA*

	
	OT
	OT + CPT
	1
	0.49
	0.05
	5.37
	

	
	OT + CPT
	estrogen
	1
	3.12
	0.33
	29.5
	

	CV death
	CAB short term
	CAB long term
	2
	1.16
	0.55
	2.41
	0%

	
	GnRH agonist
	CAB
	1
	1.00
	0.85
	1.19
	

	
	Estrogen
	GnRH agonist
	2
	0.94
	0.42
	2.07
	0%

	
	CPT intermittent
	CPT continuous
	1
	1.23(
	0.81
	1.87
	

	
	AA
	CPT continuous
	1
	0.77
	0.40
	1.49
	

	
	AA
	Estrogen
	1
	1.85
	0.17
	19.6
	

	
	OT
	CAB continuous
	1
	1.44
	0.47
	4.43
	

	
	OT
	GnRH agonist
	2
	1.11
	0.85
	1.44
	0%

	
	OT
	Estrogen**
	2
	1.69
	0.55
	5.21
	0%

	
	OT
	OT + CPT
	1
	1.29
	0.56
	2.93
	

	
	OT
	GnRH agonist + CPT long term
	1
	0.80
	0.35
	1.82
	

	
	OT
	OT + AA
	1
	1.02
	0.86
	1.20
	

	
	OT + CPT
	estrogen
	1
	1.38
	0.69
	2.78
	

	All-cause mortality
	intermittent CAB
	Continuous CAB
	3
	0.91
	0.81
	1.02
	0%

	
	CAB short term
	CAB long term
	2
	0.88
	0.74
	1.05
	80%

	
	CPT intermittent
	CPT continuous
	1
	0.99(
	0.80
	1.23
	

	
	OT
	OT + AA
	4
	0.90
	0.83
	0.97
	0%

	
	AA
	CPT continuous
	1
	1.22(
	0.95
	1.57
	 

	
	AA
	CAB continuous
	1
	0.93(
	0.64
	1.35
	

	
	OT
	GnRH agonist
	5
	0.93
	0.86
	1.00
	0%

	
	OT
	Estrogen
	2
	0.95
	0.83
	1.09
	77%

	
	Estrogen
	GnRH agonist
	5
	1.05
	0.88
	1.24
	20%

	
	OT
	CAB continuous
	2
	0.94
	0.85
	1.05
	68%

	
	GnRH agonist
	CAB continuous
	5
	0.90
	0.82
	1.00
	60%

	
	OT
	GnRH agonist + CPT long term
	1
	0.96
	0.87
	1.06
	

	
	Estrogen long term
	CMD short term
	1
	1.18
	0.80
	1.75
	

	
	Estrogen long term
	CMD long term
	1
	1.48
	1.03
	2.12
	

	
	CMD short term
	CMD long term
	1
	1.25
	0.89
	1.75
	

	
	AA
	OT
	1
	0.57(
	0.41
	0.79
	

	
	GnRH agonist intermittent
	GnRH agonist concomitant
	1
	1.04
	0.83
	1.30
	 


Appendix Table 5 (continued).

	Outcome
	Reference
	Tested therapy
	Comparisons, n
	Relative Risk
	95% LCL
	95% UCL
	I²

	
	GnRH agonist
	GnRH antagonist
	1
	0.55
	0.22
	1.32
	

	
	AA
	Estrogen
	2
	0.90
	0.70
	1.16
	0%

	
	GnRH agonist
	CPT continuous
	1
	1.39
	0.79
	2.45
	

	
	OT
	OT + CPT
	1
	1.00
	0.88
	1.14
	

	All-cause mortality
	OT + CPT
	Estrogen
	1
	0.97
	0.85
	1.11
	

	
	OT
	CPT
	1
	1.49
	0.74
	2.98
	

	
	Estrogen
	CPT
	1
	1.09
	0.79
	1.51
	

	
	Estrogen
	MPA
	1
	1.35
	1.01
	1.81
	

	
	CPT
	MPA
	1
	0.81
	0.62
	1.05
	

	
	CAB short term
	GnRH antagonist
	1
	∞
	 
	 
	


*This estimation was done using one study which included arm without event.

AA denotes antiandrogens; CPT, cyproterone acetate; OT, orchiectomy; CAB, combined androgen blockade (agonist LHRH + antiandrogen) with short term defined as 3 months of treatment, but long term had different definition across studies: 6 months in one study and 8 months in the second one. 

DES denotes Diethylstilbestrol; MPA, Medroxy Progesterone acetate,
** DES in one study and PEP in the other.
( We recalculated crude relative risk from raw data, except those tagged with “(”.
Appendix eTable 6. Johanna Brigg’s quality assessment.

 = 1, unclear or not specified or not realized
 = 3, done 

Randomized Controlled Trials

	Author
	Year
	Analysis
	Was the assignment to treatment groups truly random?
	Were participants blinded to treatment allocation?
	Was allocation to treatment groups concealed from the allocator?
	Were the outcomes of people who withdrew described and included in the analysis?
	Were those assessing outcomes blind to the treatment allocation?
	Were the control and treatment groups comparable at entry?
	Were groups treated identically other than for the named interventions?*
	Were outcomes measured in the same way for all groups?
	Were outcomes measured in a reliable way?
	Was appropriate statistical analysis used?
	Score final

	D’Amico
	2008
	Main
	
	
	
	
	
	
	
	
	
	
	28

	Hussain
	2013
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Mottet
	2011
	Main
	
	
	
	
	
	
	
	
	
	
	26

	Jones
	2011
	Main
	
	
	
	
	
	
	
	
	
	
	20

	Denham
	2011
	Main
	
	
	
	
	
	
	
	
	
	
	20

	Bolla
	2010
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Akaza
	2009
	Main
	
	
	
	
	
	
	
	
	
	
	28

	Bolla
	2009
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Calais da Silva
	2009
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Horwitz
	2008
	Main
	
	
	
	
	
	
	
	
	
	
	28

	Irani
	2008
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Roach
	2008
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Iversen

(Trial 23)
	2010
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Iversen

(Trial 24)
	2010
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Iversen

(Trial 25)
	2010
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Eisenberger
	1998
	Main
	
	
	
	
	
	
	
	
	
	
	28

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Author
	Year
	Analysis
	Was the assignment to treatment groups truly random?
	Were participants blinded to treatment allocation?
	Was allocation to treatment groups concealed from the allocator?
	Were the outcomes of people who withdrew described and included in the analysis?
	Were those assessing outcomes blind to the treatment allocation?
	Were the control and treatment groups comparable at entry?
	Were groups treated identically other than for the named interventions?
	Were outcomes measured in the same way for all groups?
	Were outcomes measured in a reliable way?
	Was appropriate statistical analysis used?
	Score final

	Schröder
	2004
	Main
	
	
	
	
	
	
	
	
	
	
	25

	Boccardo
	2002
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Bruun
	1996
	Main
	
	
	
	
	
	
	
	
	
	
	26

	Chang
	1996
	Main
	
	
	
	
	
	
	
	
	
	
	26

	Denis
	1998
	Main
	
	
	
	
	
	
	
	
	
	
	28

	Iversen
	1993
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Boccardo
	1993
	Main
	
	
	
	
	
	
	
	
	
	
	26

	De Voogt
	1998
	Main
	
	
	
	
	
	
	
	
	
	
	20

	Kaisary
	1991
	Main
	
	
	
	
	
	
	
	
	
	
	26

	Sharifi
	1985
	Main
	
	
	
	
	
	
	
	
	
	
	18

	Kotake
	1999
	Main
	
	
	
	
	
	
	
	
	
	
	30

	Lukkarinen
	1994
	Main
	
	
	
	
	
	
	
	
	
	
	20

	Organ
	2013
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Crawford
	1989
	Main
	
	
	
	
	
	
	
	
	
	
	26

	Klotz
	2008
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Akaza
	2003
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Manikandan
	2005
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Crook
	2009
	Main
	
	
	
	
	
	
	
	
	
	
	28

	Burns-Cox
	2002
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Brisset
	1997
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Mikkola
	1998
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Vogelzang
	1995
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Waymont
	1995
	Main
	
	
	
	
	
	
	
	
	
	
	26

	Thorpe
	1996
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Robinson
	1995
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Armstrong
	2011
	Main
	
	
	
	
	
	
	
	
	
	
	26

	Dijkman
	1997
	Main
	
	
	
	
	
	
	
	
	
	
	30

	Author
	Year
	Analysis
	Was the assignment to treatment groups truly random?
	Were participants blinded to treatment allocation?
	Was allocation to treatment groups concealed from the allocator?
	Were the outcomes of people who withdrew described and included in the analysis?
	Were those assessing outcomes blind to the treatment allocation?
	Were the control and treatment groups comparable at entry?
	Were groups treated identically other than for the named interventions?
	Were outcomes measured in the same way for all groups?
	Were outcomes measured in a reliable way?
	Was appropriate statistical analysis used?
	Score final

	Ostri
	1991
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Wirth
	2004
	Main
	
	
	
	
	
	
	
	
	
	
	20

	Bales
	1996
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Citrin
	1991
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Ansari
	2004
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Pavone-Macaluso
	1986
	Main
	
	
	
	
	
	
	
	
	
	
	28

	Parmar
	1988
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Anderson
	2013
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Tyrrell
	2000
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Bono
	1998
	Main
	
	
	
	
	
	
	
	
	
	
	28

	Zalcberg
	1996
	Main
	
	
	
	
	
	
	
	
	
	
	26

	Aro
	1993
	Main
	
	
	
	
	
	
	
	
	
	
	24

	Navratil
	1987
	Main
	
	
	
	
	
	
	
	
	
	
	22

	Botto
	1989
	Main
	
	
	
	
	
	
	
	
	
	
	24


* when the treatment was adapted to the medical status of the patient (progression of prostate cancer, adverse effect…), we considered that the group were not identically treated.

Using the Johanna Briggs manual1.

1
The Joanna Briggs Institute, The University of Adelaide. Joanna Briggs Institute. Reviewer’s manual - 2011 Edition. 2011 http://joannabriggs.org/assets/docs/sumari/ReviewersManual-2011.pdf.
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Appendix eTable 7. Analysis from randomized controlled trials: the upper right side concern the indirect comparisons (network) with RR (95%CL) for overall death (the reference treatment appears in the column), and the lower left side concern the direct analysis (the reference treatment appears in the line).

	
	AA
	CAB continuous
	CAB intermittent
	CPT continuous
	CPT intermittent
	Estrogen
	LHRH agonist
	LHRH agonist + CMD long term
	LHRH agonist + CMD short term
	LHRH agonist + CPT
	LHRH agonist + DES short term
	LHRH antagonist
	long term CAB
	long term CMD
	Medroxyprogesterone
	OT
	OT + AA
	OT + CPT
	Placebo
	short term CAB

	AA
	.
	1.23
[1.01-1.49]
	1.11
[0.83-1.48]
	0.87
[0.68-1.11]
	0.86
[0.57-1.29]
	1.13
[0.93-1.37]
	1.16
[0.98-1.37]
	1.08
[0.70-1.67]
	1.35
[0.86-2.13]
	1.16
[0.87-1.54]
	1.60
[1.00-2.58]
	2.26
[0.92-5.52]
	1.27
[0.92-1.77]
	1.03
[0.60-1.77]
	0.75
[0.53-1.09]
	1.11
[0.93-1.34]
	1.19
[0.93-1.52]
	1.10
[0.83-1.48]
	1.05
[0.91-1.21]
	1.11
[0.88-1.39]

	CAB continuous
	1.07
[0.74-1.56]
	.
	0.90
[0.73-1.12]
	0.71
[0.54-0.93]
	0.70
[0.45-1.07]
	0.92
[0.75-1.12]
	0.94
[0.82-1.08]
	0.88
[0.58-1.34]
	1.10
[0.71-1.72]
	0.94
[0.72-1.23]
	1.31
[0.82-2.08]
	1.84
[0.76-4.48]
	1.04
[0.73-1.48]
	0.84
[0.49-1.46]
	0.62
[0.42-0.90]
	0.91
[0.78-1.06]
	0.97
[0.78-1.21]
	0.90
[0.67-1.20]
	0.85
[0.70-1.03]
	0.90
[0.69-1.17]

	CAB intermittent
	x
	0.91
[0.81-1.02]
	.
	0.78
[0.55-1.11]
	0.77
[0.48-1.25]
	1.02
[0.76-1.36]
	1.04
[0.81-1.34]
	0.98
[0.61-1.56]
	1.22
[0.74-1.99]
	1.04
[0.74-1.46]
	1.44
[0.87-2.41]
	2.03
[0.81-5.08]
	1.15
[0.76-1.73]
	0.93
[0.51-1.68]
	0.68
[0.44-1.05]
	1.00
[0.77-1.30]
	1.07
[0.79-1.46]
	0.99
[0.69-1.42]
	0.94
[0.71-1.26]
	1.00
[0.71-1.40]

	CPT continuous
	0.82
[0.64-1.05]
	x
	x
	.
	0.99
[0.71-1.38]
	1.30
[1.01-1.68]
	1.34
[1.03-1.72]
	1.25
[0.78-2.00]
	1.56
[0.95-2.56]
	1.33
[0.95-1.88]
	1.85
[1.11-2.09]
	2.61
[1.04-6.51]
	1.47
[1.00-2.18]
	1.19
[0.67-2.13]
	0.87
[0.63-1.22]
	1.29
[0.99-1.67]
	1.38
[1.01-1.87]
	1.27
[0.90-1.80]
	1.21
[0.93-1.57]
	1.28
[0.93-1.75]

	CPT intermittent
	x
	x
	x
	0.99
[0.80-1.23]
	.
	1.32
[0.87-2.00]
	1.35
[0.89-2.05]
	1.26
[0.71-2.24]
	1.58
[0.87-2.86]
	1.35
[0.84-2.17]
	1.87
[1.02-3.44]
	2.63
[1.00-6.97]
	1.49
[0.89-2.48]
	1.21
[0.62-2.34]
	0.88
[0.55-1.41]
	1.30
[0.85-1.98]
	1.39
[0.89-2.18]
	1.29
[0.80-2.07]
	1.22
[0.80-1.86]
	1.29
[0.82-2.04]

	Estrogen
	1.11
[0.86-1.42]
	x
	x
	1.09
[0.79-1.51]
	x
	.
	1.02
[0.86-1.22]
	0.96
[0.62-1.48]
	1.20
[0.76-1.89]
	1.02
[0.77-1.36]
	1.42
[0.88-2.29]
	2.00
[0.82-4.90]
	1.13
[0.79-1.61]
	0.92
[0.53-1.60]
	0.67
[0.48-0.95]
	0.99
[0.83-1.18]
	1.06
[0.83-1.34]
	0.98
[0.75-1.27]
	0.93
[0.76-1.14]
	0.98
[0.75-1.29]

	LHRH agonist
	x
	0.90
[0.82-1.00]
	x
	1.39
[0.79-2.45]
	x
	0.95
[0.81-1.13]
	.
	0.94
[0.63-1.39]
	1.17
[0.77-1.79]
	1.00
[0.79-1.27]
	1.39
[0.89-2.16]
	1.95
[0.81-4.71]
	1.10
[0.79-1.54]
	0.89
[0.52-1.53]
	0.65
[0.46-0.94]
	0.96
[0.85-1.09]
	1.03
[0.84-1.27]
	0.95
[0.73-1.25]
	0.91
[0.78-1.06]
	0.96
[0.76-1.21]

	LHRH agonist + CMD long term
	x
	x
	x
	x
	x
	x
	x
	.
	1.25
[0.82-1.90]
	1.07
[0.67-1.70]
	1.48
[0.96-2.30]
	2.09
[0.79-5.48]
	1.18
[0.70-1.98]
	0.95
[0.49-1.87]
	0.70
[0.41-1.20]
	1.03
[0.68-1.56]
	1.10
[0.70-1.72]
	1.02
[0.63-1.72]
	0.97
[0.63-1.48]
	1.02
[0.64-1.62]

	LHRH agonist + CMD short term
	x
	x
	x
	x
	x
	x
	1.17
[0.69-1.65]
	1.25
[0.89-1.75]
	.
	0.85
[0.52-1.39]
	1.19
[0.75-1.88]
	1.67
[0.63-4.43]
	0.94
[0.55-1.61]
	0.76
[0.38-1.52]
	0.56
[0.32-0.98]
	0.82
[0.53-1.28]
	0.88
[0.55-1.41]
	0.81
[0.49-1.35]
	0.77
[0.49-1.21]
	0.82
[0.50-1.33]

	LHRH agonist + CPT
	x
	x
	x
	x
	x
	x
	x
	x
	x
	.
	1.39
[0.84-2.30]
	1.95
[0.78-4.87]
	1.10
[0.73-1.66]
	0.89
[0.50-1.61]
	0.66
[0.43-1.00]
	0.96
[0.76-1.23]
	1.03
[0.77-1.38]
	0.95
[0.67-1.35]
	0.91
[0.69-1.20]
	0.96
[0.69-1.34]

	LHRH agonist + DES short term
	x
	x
	x
	x
	x
	x
	1.39
[0.96-2.00]
	1.48
[1.03-2.13]
	1.19
[0.80-1.75]
	x
	.
	1.41
[0.53-3.77]
	0.79
[0.46-1.38]
	0.64
[0.32-1.30]
	0.47
[0.27-0.84]
	0.69
[0.44-1.10]
	0.74
[0.46-1.21]
	0.69
[0.41-1.16]
	0.65
[0.41-1.01]
	0.69
[0.42-1.14]

	LHRH antagonist
	x
	x
	x
	x
	x
	x
	1.82
[0.75-4.55]
	x
	x
	x
	x
	.
	0.56
[0.22-1.44]
	0.46
[0.16-1.28]
	0.34
[0.13-0.87]
	0.49
[0.20-1.20]
	0.53
[0.21-1.30]
	0.49
[0.19-1.23]
	0.46
[0.19-1.13]
	0.49
[0.20-1.21]

	long term CAB
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	.
	0.81
[0.45-1.47]
	0.59
[0.37-0.95]
	0.87
[0.62-1.24]
	0.94
[0.64-1.37]
	0.86
[0.57-1.31]
	0.82
[0.61-1.10]
	0.87
[0.66-1.14]

	long term CMD
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	.
	0.73
[0.39-1.38]
	1.08
[0.62-1.87]
	1.15
[0.65-2.04]
	1.07
[0.59-1.94]
	1.01
[0.60-1.70]
	1.07
[0.62-1.85]

	
	AA
	CAB continuous
	CAB intermittent
	CPT continuous
	CPT intermittent
	Estrogen
	LHRH agonist
	LHRH agonist + CMD long term
	LHRH agonist + CMD short term
	LHRH agonist + CPT
	LHRH agonist + DES short term
	LHRH antagonist
	long term CAB
	long term CMD
	Medroxyprogesterone
	OT
	OT + AA
	OT + CPT
	Placebo
	short term CAB

	Medroxyprogesterone
	x
	x
	x
	1.24
[0.95-1.61]
	x
	0.74
[0.55-0.99]
	x
	x
	x
	x
	x
	x
	x
	x
	.
	1.47
[1.02-2.12]
	1.57
[1.06-2.34]
	1.46
[0.96-2.22]
	1.38
[0.96-2.00]
	1.46
[0.97-2.20]

	OT
	1.76
[1.27-2.44]
	0.95
[0.85-1.06]
	x
	1.49
[0.74-2.98]
	x
	0.95
[0.83-1.09]
	0.93
[0.86-1.00]
	x
	x
	0.96
[0.88-1.06]
	x
	x
	x
	x
	x
	.
	1.07
[0.91-1.26]
	0.99
[0.76-1.28]
	0.94
[0.78-1.13]
	0.99
[0.77-1.28]

	OT + AA
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	1.11

[1.03-1.20]
	.
	0.92
[0.68-1.25]
	0.88
[0.69-1.12]
	0.93
[0.69-1.26]

	OT + CPT
	x
	x
	x
	x
	x
	0.97
[0.85-1.11]
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	.
	0.95
[0.71-1.28]
	1.00
[0.71-1.42]

	Placebo
	1.01
[0.93-1.09]
	X
	x
	1.00
[0.90-1.11]
	x
	x
	0.94
[0.84-1.05]
	x
	x
	x
	x
	x
	0.63
[0.48-0.83]
	1.05
[0.81-1.36]
	x
	x
	x
	x
	.
	1.06
[0.88-1.26]

	short term CAB
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	0.88
[0.74-1.05]
	x
	x
	x
	x
	x
	0.99
[0.90-1.10]
	.


"AA": antiandrogen

"CAB": combined androgen blockade (LHRH antagonist + AA)

"CPT": cyproterone acetate

"LHRH": luteinizing hormone-releasing hormone = GnRH: gonadotropin-releasing hormone

"CMD": chlormadinone acetate

"DES": diethylstilbestrol

"OT": orchiectomy

- Short term CAB corresponded to 3 or 4 months treatment.

- Long term CAB to only 6 to 8 months treatment.

- Continuous treatment was a very long term (> 1 year or permanent) treatment contrary to intermittent treatment which was also given on a very long term but episodically often because of progression or relapse of prostate cancer disease.

- CMD long term: at least 24 months.

- CMD short term: 8 weeks.

- DES short term: 8 weeks.

Appendix eTable 8. Net heat plot for all-cause mortality.

The area of the gray squares displays the contribution of the direct estimate in design d (shown in the column) to the network estimate in design d’ (shown in the row). The colors are associated with the change in inconsistency between direct and indirect evidence in design d’ (shown in the row) after detaching the effect of design d (shown in the column). Blue colors indicate an increase and warm colors indicate a decrease (the stronger the intensity of the color, the stronger the change).
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1: "AA"

3: "CAB continuous"

4: "CAB intermittent"

5: "CPT continuous"

6: "CPT intermittent"

8: "Estrogen"

9: "LHRH agonist"

10: "LHRH agonist + CMD long term"

11: "LHRH agonist + CMD short term"

12: "LHRH agonist + CPT"

13: "LHRH agonist + DES short term"

14: "LHRH agonist continuous"

15: "LHRH agonist intermittent"

16: "LHRH antagonist"

17: "long term CAB"

18: "long term CMD"

19: "Medroxyprogesterone"

20: "OT"

21: "OT + AA"

22: "OT + CPT"

23: "Placebo"

24 : "short term CAB"

Appendix eText 1

Medline query on the 28th July 2014

(prostatic neoplasm[MeSH Terms] OR prostate neoplasm OR prostatic cancer OR prostate cancer) AND (androgen antagonists[MeSH Terms] OR androgen deprivation OR androgen suppression OR antiandrogen OR gonadotropin-releasing hormone[MeSH Terms] OR GnRH OR gonadotropin releasing hormone agonist OR gonadotropin releasing hormone antagonist OR luteinizing hormone releasing hormone agonist OR luteinizing hormone releasing hormone antagonist OR LHRH OR flutamide OR bicalutamide OR enzalutamide OR nilutamide OR leuprorelin OR leuprolide OR goserelin OR triptorelin OR buserelin OR histrelin OR degarelix OR cetrorelix OR abarelix OR cyproterone OR orchiectomy) 

Article types

- Clinical Trial

- Clinical Trial, Phase I

- Clinical Trial, Phase II

- Clinical Trial, Phase III

- Clinical Trial, Phase IV

- Comparative Study

- Congresses

- Controlled Clinical Trial

- Multicenter Study

- Pragmatic Clinical Trial

- Randomized Controlled Trial

- Observational study

Species

    Humans

Appendix eText 2. Script network meta-analysis for overall death

#ouverture des librairies

library (rmeta);library(meta); library (netmeta);library(base)

setwd("C:/Users/florian/Desktop")

getwd ()

# on commence par la description des études

tab1<-read.csv2 ("ANTI_A.csv", header=T)

tab2<-subset(tab1, tab1$ANALYSE == "OK")

tab2$Treat_1 <- factor(tab2$Treat_1)

summary(tab2$Treat_1)

tab2$Treat_2<-factor(tab2$Treat_2)

summary(tab2$Treat_2)

netmetaresults <- netmeta(TE=TE,seTE=se.TE, treat1=Treat_1, treat2=Treat_2, studlab=author.study, data=tab2, sm="OR") 

summary(netmetaresults)

# Clairement, utiliser le modèle à effet aléatoire 

netmetaresults2 <- netmeta(TE=TE,seTE=se.TE, treat1=Treat_1, treat2=Treat_2, studlab=author.study, data=tab2, comb.fixed=FALSE, comb.random=TRUE, sm="OR") 

summary(netmetaresults2)

# FAIT LE GRAPHE

netgraph(netmetaresults2,multiarm=FALSE)

netgraph(netmetaresults2)

# COMPARAISONS VERSUS PLACEBO

summary(netmetaresults2,ref="PLACEBO",digits=2)

# Forest plot vs PLACEBO

forest(netmetaresults2,ref="Placebo")

# Assess the degree of heterogeneity and inconsistency

# Heterogeneity and inconsistency statistics.

netmetaresults2$Q

netmetaresults2$df

netmetaresults2$pval.Q

netmetaresults2$Q.heterogeneity

netmetaresults2$Q.inconsistency

netmetaresults2$Q.decomp

netmetaresults2$I2

print(netmetaresults2)

# via decomposition

decomp.design(netmetaresults2)

# quantifying proportion of direct evidence, mean path length, minimal parallelism.

netmeasures(netmetaresults2)

# On renomme avec des petits noms (chiffres) pour faire un netheat plot ; 

import_dataset<-read.csv2 ("import_dataset.csv", header=T)

alltreatments <- sort(unique(import_dataset[,"treatment"]))

# On renomme pour le traitement 1

tab2$T1N[tab2$Treat_1=="AA"]<-1

tab2$T1N[tab2$Treat_1=="ABIRA"]<-2

tab2$T1N[tab2$Treat_1=="CAB continuous"]<-3

tab2$T1N[tab2$Treat_1=="CAB intermittent"]<-4

tab2$T1N[tab2$Treat_1=="CPT continuous"]<-5

tab2$T1N[tab2$Treat_1=="CPT intermittent"]<-6

tab2$T1N[tab2$Treat_1=="ENZ"]<-7

tab2$T1N[tab2$Treat_1=="Estrogen"]<-8

tab2$T1N[tab2$Treat_1=="LHRH agonist"]<-9

tab2$T1N[tab2$Treat_1=="LHRH agonist + CMD long term"]<-10

tab2$T1N[tab2$Treat_1=="LHRH agonist + CMD short term"]<-11

tab2$T1N[tab2$Treat_1=="LHRH agonist + CPT"]<-12

tab2$T1N[tab2$Treat_1=="LHRH agonist + DES short term"]<-13

tab2$T1N[tab2$Treat_1=="LHRH agonist continuous"]<-14

tab2$T1N[tab2$Treat_1=="LHRH agonist intermittent"]<-15

tab2$T1N[tab2$Treat_1=="LHRH antagonist"]<-16

tab2$T1N[tab2$Treat_1=="long term CAB"]<-17

tab2$T1N[tab2$Treat_1=="long term CMD"]<-18

tab2$T1N[tab2$Treat_1=="Medroxyprogesterone"]<-19

tab2$T1N[tab2$Treat_1=="OT"]<-20

tab2$T1N[tab2$Treat_1=="OT + AA"]<-21

tab2$T1N[tab2$Treat_1=="OT + CPT"]<-22

tab2$T1N[tab2$Treat_1=="Placebo"]<-23

tab2$T1N[tab2$Treat_1=="short term CAB"]<-24

tab2$T1N

# On renomme pour le traitement 2

tab2$T2N[tab2$Treat_2=="AA"]<-1

tab2$T2N[tab2$Treat_2=="ABIRA"]<-2

tab2$T2N[tab2$Treat_2=="CAB continuous"]<-3

tab2$T2N[tab2$Treat_2=="CAB intermittent"]<-4

tab2$T2N[tab2$Treat_2=="CPT continuous"]<-5

tab2$T2N[tab2$Treat_2=="CPT intermittent"]<-6

tab2$T2N[tab2$Treat_2=="ENZ"]<-7

tab2$T2N[tab2$Treat_2=="Estrogen"]<-8

tab2$T2N[tab2$Treat_2=="LHRH agonist"]<-9

tab2$T2N[tab2$Treat_2=="LHRH agonist + CMD long term"]<-10

tab2$T2N[tab2$Treat_2=="LHRH agonist + CMD short term"]<-11

tab2$T2N[tab2$Treat_2=="LHRH agonist + CPT"]<-12

tab2$T2N[tab2$Treat_2=="LHRH agonist + DES short term"]<-13

tab2$T2N[tab2$Treat_2=="LHRH agonist continuous"]<-14

tab2$T2N[tab2$Treat_2=="LHRH agonist intermittent"]<-15

tab2$T2N[tab2$Treat_2=="LHRH antagonist"]<-16

tab2$T2N[tab2$Treat_2=="long term CAB"]<-17

tab2$T2N[tab2$Treat_2=="long term CMD"]<-18

tab2$T2N[tab2$Treat_2=="Medroxyprogesterone"]<-19

tab2$T2N[tab2$Treat_2=="OT"]<-20

tab2$T2N[tab2$Treat_2=="OT + AA"]<-21

tab2$T2N[tab2$Treat_2=="OT + CPT"]<-22

tab2$T2N[tab2$Treat_2=="Placebo"]<-23

tab2$T2N[tab2$Treat_2=="short term CAB"]<-24

tab2$T2N

netmetaresults3 <- netmeta(TE=TE,seTE=se.TE, treat1=T1N, treat2=T2N, studlab=author.study, data=tab2, comb.fixed=FALSE, comb.random=TRUE, sm="OR", reference="17") 

summary(netmetaresults3)

# Visual inspection via netheat plot.

netheat(netmetaresults3)

