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key question
Wat is de aanbevolen 2e lijns behandeling bij progressie tijdens/na docetaxel bij patiënten met een mCRPC?
P  Patiënten met gemetastaseerd castratie-resistent prostaatcarcinoom (mCRPC) tijdens of na behandeling met chemotherapie (docetaxel)
I   Cabazitaxel, Abiraterone, Enzalutamide, Radium-223, Sipuleucel-T, anti-androgenen
C  Placebo of prednison
O Progressie-vrije overleving, Algehele overleving, Kwaliteit van leven, Toxiciteit


golden hits
1. De Bono J, Oudard S, Ozguroglu M, et al. Prednison plus cabazitaxel or mitoxantrone for metastatic castration-resistant prostate cancer progressing after docetaxel treatment: a randomized open-label trial. Lancet 2010; 376 (9747): 1147-1154. >>> cabazitaxel
2. Fizazi K, Scher H, Molina A, et al. Abiraterone acetate for treatment of metastatic castration-resistant prostate cancer: final overall analysis of the COU-AA-301 randomised, double-blind, placebo-controlled phase 3 study. Lancet Oncol 2012, 13: 983-992. >>> abiraterone
3. Scher H, Fizazi K, Saad F et al. Increased survival with enzalutamide in prostate cancer after chemotherapy. N Engl J Med 2012; 367(13): 1187-1197. >>> enzalutamide
4. Hoskin P, Sartor O, O’Sullivan JM et al. Efficacy and safety of radium-223 dichloride in patients with castration-resistant prostate cancer and symptomatic bone metastases, with or without previous docetaxel use: a prespecified subgroup analysis from the randomized, double-blind, phase 3 ALSYMPCA trial. Lancet Oncology 2014; 15(12): 1397-1406.

Search strategy
The searches were run on 16 juli 2015. Pubmed Medline, Embase, Cochrane (all libraries) were searched. Detailed search strings are given below. The searches were limited to 2007-2015, English and Dutch. Study types: systematic reviews, meta-analysis and RCTs.
Search results
The Medline search  yielded  1232 hits, while  the search in Embase yielded 788 hits, Cochrane yielded 212 hits. 

After merging the search files into one file and removal of the duplicates 1983  records were screened on title and abstract. Of these 1755 were excluded. The most important reasons for exclusion was that studies were
1. Patient population 
2. Intervention

Of the remaining 228 studies, the full text was retrieved. Based on the full text, an additional 210 studies were excluded. Table 4.1 provides an overview of the studies, with the reason for exclusion.
Table 4.1 Full text screening and reason for in- or exclusion.

	#
	Reference
	Included / Excluded
	Reasons

	#1
	Abiraterone. After prostate cancer treatment failure: 4-month survival advantage. Prescrire Int, 2012. 21(128): p. 147-9.
	Excluded
	Narrative review

	#2
	Second-line treatment of metastatic prostate cancer. Prednisone and radiotherapy for symptom relief. Prescrire Int, 2013. 22(136): p. 74-8.
	Excluded
	Narrative review regarding radiotherapy

	#3
	Acar, O., T. Esen, and N.A. Lack, New therapeutics to treat castrate-resistant prostate cancer. The Scientific World Journal, 2013. 2013.
	Excluded
	Narrative review

	#4
	Adesunloye, B.A. and W.L. Dahut, Tasquinimod: Antiangiogenic agent oncolytic. Drugs of the Future, 2012. 37(6): p. 423-430.
	Excluded
	Comparison is tasquinimod vs placebo.

	#5
	Agarwal, N., G. Sonpavde, and O. Sartor, Cabazitaxel for the treatment of castration-resistant prostate cancer. Future Oncology, 2011. 7(1): p. 15-24.
	Excluded
	Narrative review

	#6
	Agarwal, N., G. Sonpavde, and C.N. Sternberg, Novel molecular targets for the therapy of castration-resistant prostate cancer. Eur Urol, 2012. 61(5): p. 950-60.
	Excluded
	Narrative review

	#7
	Agota, P., The treatment of castration-resistant prostate cancer. Magyar Onkologia, 2012. 56(4): p. 219-228.
	Excluded
	Written in Hungarian

	#8
	Ahmadi, H. and S. Daneshmand, Androgen deprivation therapy: evidence-based management of side effects. BJU Int, 2013. 111(4): p. 543-8.
	Excluded
	Review without pooled analysis

	#9
	Al-Asaaed, S. and E. Winquist, Secondary hormonal manipulation in castration resistant prostate cancer. Can J Urol, 2014. 21(2 Supp 1): p. 37-41.
	Excluded
	Narrative review

	#10
	Ansari, J., et al., Role of second-line systemic treatment post-docetaxel in metastatic castrate resistant prostate cancer- current strategies and future directions. Anticancer Agents Med Chem, 2011. 11(3): p. 296-306.
	Excluded
	Review with retrospective studies included.

	#11
	Antonarakis, E.S., et al. A randomized phase 2 study evaluating the optimal sequencing of sipuleucel-T and androgen deprivation therapy (ADT) in biochemically-recurrent prostate cancer (BRPC): Immune results with a focus on humoral responses. European Urology, Supplements, 2014. 13, e980-e980b.
	Excluded
	Abstract

	#12
	Aragon-Ching, J.B., Enzalutamide (formerly MDV3100) as a new therapeutic option for men with metastatic castration-resistant prostate cancer. Asian Journal of Andrology, 2012. 14(6): p. 805-806.
	Excluded
	Letter to editor describing other trial

	#13
	Arai, Y., et al., Evaluation of quality of life in patients with previously untreated advanced prostate cancer receiving maximum androgen blockade therapy or LHRHa monotherapy: a multicenter, randomized, double-blind, comparative study. J Cancer Res Clin Oncol, 2008. 134(12): p. 1385-96.
	Excluded
	Solely previously untreated advanced prostate cancer included.

	#14
	Armstrong, A.J., et al., Prediction of survival following first-line chemotherapy in men with castration-resistant metastatic prostate cancer. Clin Cancer Res, 2010. 16(1): p. 203-11.
	Excluded
	Comparison is docetaxel and prednisone every 3 weeks, weekly administration of
docetaxel and prednisone, and administration of mitoxantrone and prednisone every 3 weeks

	#15
	Auchus, R.J., et al., Use of prednisone with abiraterone acetate in metastatic castration-resistant prostate cancer. Oncologist, 2014. 19(12): p. 1231-40.
	Excluded
	(Narrative) review without pooled analysis (all studies included)

	#16
	Azad, A.A., et al. A randomized phase II efficacy and safety study of vandetanib (ZD6474) in combination with bicalutamide versus bicalutamide alone in patients with chemotherapy naive castration-resistant prostate cancer. Investigational new drugs, 2014. 32, 746-52 DOI: 10.1007/s10637-014-0091-8.
	Excluded
	Comparison is vandetanib + bicalutamide versus bicalutamide

	#17
	Basch, E.M., et al. Pain control and delay in time to skeletal-related events (SREs) in patients with metastatic castration-resistant prostate cancer (mCRPC) treated with abiraterone acetate (AA): Long-term follow-up. Journal of clinical oncology, 2012. 30.
	Excluded
	Abstract

	#18
	Beckett, R.D., K.M. Rodeffer, and R. Snodgrass, Abiraterone for the treatment of metastatic castrate-resistant prostate cancer. Annals of Pharmacotherapy, 2012. 46(7-8): p. 1016-1024.
	Excluded
	(Narrative) review without pooled analysis (all studies included)

	#19
	Beltran, H., et al., New therapies for castration-resistant prostate cancer: efficacy and safety. Eur Urol, 2011. 60(2): p. 279-90.
	Excluded
	(Narrative) review without pooled analysis (all studies included)

	#20
	Bennett, L.L. and A. Ingason, Enzalutamide (Xtandi) for patients with metastatic, resistant prostate cancer. Ann Pharmacother, 2014. 48(4): p. 530-7.
	Excluded
	(Narrative) review without pooled analysis (all studies included)

	#21
	Bono, J.S., et al. Abiraterone and increased survival in metastatic prostate cancer. The New England journal of medicine, 2011. 364, 1995-2005 DOI: 10.1056/NEJMoa1014618.
	Excluded
	Duplicate

	#22
	Bono, J.S., et al. A subgroup analysis of the TROPIC trial exploring reason for discontinuation of prior docetaxel and survival outcome of cabazitaxel in metastatic castration-resistant prostate cancer (mCRPC). Journal of clinical oncology, 2011. 29.
	Excluded
	Abstract

	#23
	Bono, J.S., et al. Prednisone plus cabazitaxel or mitoxantrone for metastatic castration-resistant prostate cancer progressing after docetaxel treatment: a randomised open-label trial. Lancet (London, England), 2010. 376, 1147-54 DOI: 10.1016/S0140-6736(10)61389-X.
	Excluded
	Duplicate

	#24
	Bono, J.S., et al. Cabazitaxel shows a consistently greater survival benefit compared to mitoxantrone in patients with mCRPC. Nowotwory, 2014. 64, 1-6 DOI: 10.5603/NJO.2014.0001.
	Excluded
	Non-English

	#25
	Botrel, T.E., et al., Intermittent versus continuous androgen deprivation for locally advanced, recurrent or metastatic prostate cancer: a systematic review and meta-analysis. BMC Urol, 2014. 14: p. 9.
	Excluded
	Design: SR with meta-analysis
Patients: locally advanced, recurrent or
metastatic hormone-sensitive prostate cancer
Intervention: Intermittent androgen
deprivation
Control: continuous androgen
deprivation

	#26
	Brodszky, V., et al. Clinical efficacy and safety of enzalutamide in metastatic castration-resistant prostate cancer: systematic review and meta-analysis (Provisional abstract). Database of Abstracts of Reviews of Effects, 2014. 189-197.
	Excluded
	Written in Hungarian

	#27
	Brungs, D., et al., Intermittent androgen deprivation is a rational standard-of-care treatment for all stages of progressive prostate cancer: results from a systematic review and meta-analysis. Prostate Cancer Prostatic Dis, 2014. 17(2): p. 105-11.
	Excluded
	Design: SR with meta-analysis
Patients: patients diagnosed with any stage of prostate cancer
Intervention: Intermittent androgen
deprivation
Control: continuous androgen
deprivation

	#28
	Calais da Silva, F., et al., Locally advanced and metastatic prostate cancer treated with intermittent androgen monotherapy or maximal androgen blockade: results from a randomised phase 3 study by the South European Uroncological Group. Eur Urol, 2014. 66(2): p. 232-9.
	Excluded
	RCT in which the randomisation was based on a variable (PSA level).

	#29
	Calais da Silva, F.E., et al., Intermittent androgen deprivation for locally advanced and metastatic prostate cancer: results from a randomised phase 3 study of the South European Uroncological Group. Eur Urol, 2009. 55(6): p. 1269-77.
	Excluded
	RCT in which the randomisation was based on a variable (PSA level).

	#30
	Cella, D., et al., Impact of enzalutamide on quality of life in men with metastatic castration-resistant prostate cancer after chemotherapy: Additional analyses from the AFFIRM randomized clinical trial. Annals of Oncology, 2015. 26(1): p. 179-185.
	Included
	Design: RCT
Patients: histologically or cytologically confirmed adenocarcinoma of the prostate and castrate levels of serum testosterone after chemotherapy.
Intervention: oral enzalutamide 160mg
Control: placebo

	#31
	Chakravarti, A., et al., Prognostic value of p16 in locally advanced prostate cancer: a study based on Radiation Therapy Oncology Group Protocol 9202. J Clin Oncol, 2007. 25(21): p. 3082-9.
	Excluded
	Comparison is long-term (LT) versus short-term (ST) androgen-deprivation therapy (AD).

	#32
	Climent, M.A., et al. Randomized phase II study of abiraterone acetate maintenance in combination with docetaxel after disease progression to abiraterone acetate in metastatic castration-resistant prostate cancer (mCRPC): ABIDO SOGUG trial. Journal of clinical oncology, 2014. 32.
	Excluded
	Abstract

	#33
	Conti, P.D., et al., Intermittent versus continuous androgen suppression for prostatic cancer. Cochrane Database Syst Rev, 2007(4): p. Cd005009.
	Excluded
	Design: SR with meta-analysis
Patients: prostatic cancer patients
Intervention: Intermittent androgen
deprivation
Control: continuous androgen
deprivation

	#34
	Corona, G., et al., Androgen deprivation therapy in prostate cancer: focusing on sexual side effects. J Sex Med, 2012. 9(3): p. 887-902.
	Excluded
	Narrative review

	#35
	Crook, J., The role of intermittent androgen suppression in biochemically recurrent or newly diagnosed metastatic prostate cancer. Curr Opin Support Palliat Care, 2013. 7(3): p. 258-64.
	Excluded
	Comparison is: continuous combined androgen blockade or intermittent.

	#36
	Danila, D.C., et al., Phase II multicenter study of abiraterone acetate plus prednisone therapy in patients with docetaxel-treated castration-resistant prostate cancer. J Clin Oncol, 2010. 28(9): p. 1496-501.
	Excluded
	Single-arm study.

	#37
	Dason, S., et al., Intermittent androgen deprivation therapy for prostate cancer: translating randomized controlled trials into clinical practice. Can J Urol, 2014. 21(2 Supp 1): p. 28-36.	
	Excluded
	Narrative review

	#38
	De Bono, J.S., et al., Abiraterone and increased survival in metastatic prostate cancer. New England Journal of Medicine, 2011. 364(21): p. 1995-2005.
	Included
	Design: RCT
Patients: histologically or cytologically
confirmed prostate cancer that had previously been treated with docetaxel,
Intervention: abiraterone acetate and prednisone 
Control: placebo and prednisone

	#39
	De Bono, J.S., et al., Prednisone plus cabazitaxel or mitoxantrone for metastatic castration-resistant prostate cancer progressing after docetaxel treatment: A randomised open-label trial. The Lancet, 2010. 376(9747): p. 1147-1154.
	Included
	Design: RCT
Patients: pathologically proven prostate cancer with documented disease progression during or after completion of docetaxel treatment.
Intervention: prednisolone and cabazitaxel
Control: prednisolone and mitoxantrone

	#40
	De Conti, P., et al. Intermittent versus continuous androgen suppression for prostatic cancer. Cochrane Database of Systematic Reviews, 2007.  DOI: 10.1002/14651858.CD005009.pub2.
	Excluded
	Design: SR with meta-analysis
Patients: prostatic cancer patients
Intervention: Intermittent androgen
deprivation
Control: continuous androgen
deprivation

	#41
	de Giorgi, U., et al., Early outcome prediction on 18F-fluorocholine PET/CT in metastatic castration-resistant prostate cancer patients treated with abiraterone. Oncotarget, 2014. 5(23): p. 12448-12458.
	Excluded
	Single-arm study.

	#42
	Dearden, L., et al. Comparison of mean overall surviva l (OS) and radiographic progression free survival (RPFS) based on matching adjusted indirect comparison of abiraterone acetate and enzalutamide for the treatment of castration-resistant prostate cancer in chemotherapy naive patients. Value in health, 2014. 17, A616 DOI: 10.1016/j.jval.2014.08.2170.
	Excluded
	Abstract

	#43
	Den, R.B., L.A. Doyle, and K.E. Knudsen, Practical guide to the use of radium 223 dichloride. Can J Urol, 2014. 21(2 Supp 1): p. 70-6.
	Excluded
	Narrative review

	#44
	Dreicer, R., et al., A randomized, double-blind, placebo-controlled, Phase II study with and without enzastaurin in combination with docetaxel-based chemotherapy in patients with castration-resistant metastatic prostate cancer. Invest New Drugs, 2013. 31(4): p. 1044-50.
	Excluded
	Comparison is docetaxel + prednisone + enzastaurin versus docetaxel + prednisone.

	#45
	Dreicer, R., et al. Results from a phase 3, randomized, double-blind, multicenter, placebo-controlled trial of orteronel (TAK-700) plus prednisone in patients with metastatic castration-resistant prostate cancer (mCRPC) that has progressed during or following docetaxel-based therapy (ELM-PC 5 trial). Journal of clinical oncology, 2014. 32.
	Excluded
	Abstract

	#46
	Dreicer, R., et al., Phase I/II trial of orteronel (TAK-700)-an investigational 17,20-lyase inhibitor-in patients with metastatic castration-resistant prostate cancer. Clinical Cancer Research, 2014. 20(5): p. 1335-1344.
	Excluded
	No RCT (no control)

	#47
	Dyer, M., et al., NICE guidance on abiraterone for castration-resistant metastatic prostate cancer previously treated with a docetaxel-containing regimen. Lancet Oncol, 2012. 13(8): p. 762-3.
	Excluded
	Letter to the editor about RCT that is already included.

	#48
	Fizazi, K., et al. Phase III, randomized, double-blind, multicenter trial comparing orteronel (TAK-700) plus prednisone with placebo plus prednisone in patients with metastatic castration-resistant prostate cancer that has progressed during or after docetaxel-based therapy: ELM-PC 5. Journal of clinical oncology, 2015. 33, 723-31 DOI: 10.1200/JCO.2014.56.5119.
	Included
	Design: RCT
Patients: confirmed adenocarcinoma of the prostate and radiographically documented metastatic disease after receiving docetaxel.
Intervention: orteronel 400 mg plus prednisone
Control: placebo plus prednisone

	#49
	Fizazi, K., et al. Regional differences observed in the phase 3 trial (ELM-PC 5) with orteronel (TAK-700) plus prednisone in patients with metastatic castration-resistant prostate cancer (mCRPC) that has progressed during or following docetaxel. Journal of clinical oncology, 2014. 32.
	Excluded
	Abstract

	#50
	Fizazi, K., et al. Effect of enzalutamide on time to first skeletal-related event, pain, and quality of life in men with castration-resistant prostate cancer: results from the randomised, phase 3 AFFIRM trial. The Lancet. Oncology, 2014. 15, 1147-56 DOI: 10.1016/S1470-2045(14)70303-1.
	Included
	Design: RCT
Patients: progressive metastatic castration-resistant prostate cancer that had been previously treated with docetaxel.
Intervention: enzalutamide
Control: placebo

	#51
	Fizazi, K., et al. Abiraterone acetate for treatment of metastatic castration-resistant prostate cancer: final overall survival analysis of the COU-AA-301 randomised, double-blind, placebo-controlled phase 3 study. The Lancet. Oncology, 2012. 13, 983-92 DOI: 10.1016/S1470-2045(12)70379-0.
	Included
	Design: RCT
Patients: histologically or cytologically confirmed metastatic castration-resistant prostate cancer were eligible if they had had previous treatment with docetaxel
Intervention: abiraterone acetate plus prednisone
Control: placebo plus prednisone

	#52
	Fizazi, K., et al. Final overall survival (OS) analysis of COU-AA-301, a phase 3 study of abiraterone acetate plus prednisone in patients with metastatic castration-resistant prostate cancer (mCRPC) pretreated with docetaxel. European journal of cancer, 2011. 47, S483-s484 DOI: 10.1016/S0959-8049%2811%2971951-7.
	Excluded
	Abstract

	#53
	Fossa, S.D., et al., Circulating tumor cells in patients with metastatic castration resistant prostate cancer: Exploratory findings at a tertiary referral hospital. Research and Reports in Urology, 2014. 6: p. 121-126.
	Excluded
	No RCT (prospective cohort study)

	#54
	Francini, E., et al., Abiraterone in heavily pretreated patients with metastatic castrate-resistant prostate cancer. Anti-Cancer Drugs, 2014. 25(4): p. 472-477.
	Excluded
	Single-arm study.

	#55
	Goldkorn, A., et al., Circulating tumor cell counts are prognostic of overall survival in SWOG S0421: a phase III trial of docetaxel with or without atrasentan for metastatic castration-resistant prostate cancer. J Clin Oncol, 2014. 32(11): p. 1136-42.
	Excluded
	Comparison is atrasentan versus placebo.

	#56
	Goodman, O.B., Jr., et al., Exploratory analysis of the visceral disease subgroup in a phase III study of abiraterone acetate in metastatic castration-resistant prostate cancer. Prostate Cancer Prostatic Dis, 2014. 17(1): p. 34-9.
	Included
	Design: RCT
Patients: post-docetaxel mCRPC patients
Intervention: abiraterone acetate
Control: placebo

	#57
	Graff, J.N., M.J. Gordon, and T.M. Beer, Safety and effectiveness of enzalutamide in men with metastatic, castration-resistant prostate cancer. Expert Opinion on Pharmacotherapy, 2014. 16(5): p. 749-754.
	Excluded
	Narrative review

	#58
	Gravis, G., et al., Androgen-deprivation therapy alone or with docetaxel in non-castrate metastatic prostate cancer (GETUG-AFU 15): a randomised, open-label, phase 3 trial. Lancet Oncol, 2013. 14(2): p. 149-58.
	Excluded
	Comparison is androgen deprivation therapy alone versus docetaxel + androgen deprivation therapy

	#59
	Hamilton, R.J., et al. Effect of concomitant medication use on outcomes of treatment and placebo arms of the COU-AA-301 and COU-AA-302 studies of abiraterone acetate (AA) in metastatic castration-resistant prostate cancer (mCRPC). Journal of clinical oncology, 2014. 32.
	Excluded
	Abstract

	#60
	Hao, Y., et al. Effect of abiraterone acetate (AA) on patient-reported pain in metastatic castration-resistant prostate cancer (mCRPC) post-docetaxel: Results of longitudinal sensitivity analyses. Journal of clinical oncology, 2013. 31.
	Excluded
	Abstract

	#61
	Harland, S., et al. Effect of abiraterone acetate treatment on the quality of life of patients with metastatic castration-resistant prostate cancer after failure of docetaxel chemotherapy. European journal of cancer (Oxford, England : 1990), 2013. 49, 3648-57 DOI: 10.1016/j.ejca.2013.07.144.
	Included
	Design: RCT
Patients: mCRPC post-docetaxel
Intervention: abiraterone acetate
(1 g daily) plus prednisone (5 mg twice daily)
Control: placebo plus prednisone (5 mg twice daily)

	#62
	Harrison, M.R., et al., Radium-223 chloride: a potential new treatment for castration-resistant prostate cancer patients with metastatic bone disease. Cancer Manag Res, 2013. 5: p. 1-14.
	Excluded
	(Narrative) review without pooled analysis (all studies included)

	#63
	Heidenreich, A., et al., Cabazitaxel plus prednisone for metastatic castration-resistant prostate cancer progressing after docetaxel: Results from the German compassionate-use programme. European Urology, 2013. 63(6): p. 977-982.
	Excluded
	Single-arm study

	#64
	Heinrich, D., et al. Updated analysis of radium-223 dichloride (Ra-223) impact on pain, skeletal-related events (SRE), and survival from the phase 3 randomized trial (ALSYMPCA) in patients with castration-resistant prostate cancer (CRPC) and bone metastases. European Urology, Supplements, 2013. 12, e101-e102.
	Excluded
	Abstract

	#65
	Heinrich, D., et al. Effects of radium-223 dichloride (Ra-223) on total alkaline phosphatase (ALP) and prostate-specific antigen (PSA) in patients with castration-resistant prostate cancer (CRPC) and symptomatic bone metastases from the phase 3 ALSYMPCA trial. European Urology, Supplements, 2014. 13, e865.
	Excluded
	Abstract

	#66
	Higano, C.S., Intermittent versus continuous androgen deprivation therapy. J Natl Compr Canc Netw, 2014. 12(5): p. 727-33.
	Excluded
	Comparison is intermittent versus continuous androgen deprivation therapy

	#67
	Hoskin, P., et al., Efficacy and safety of radium-223 dichloride in patients with castration-resistant prostate cancer and symptomatic bone metastases, with or without previous docetaxel use: A prespecified subgroup analysis from the randomised, double-blind, phase 3 ALSYMPCA trial. The Lancet Oncology, 2014. 15(12): p. 1397-1406.
	Included
	Design: RCT
Patients: progressive, symptomatic castration-resistant prostate cancer, at least two bone metastases.
Intervention: six intravenous injections of radium-223
Control: or matching placebo

	#68
	Hoy, S.M., Abiraterone acetate: a review of its use in patients with metastatic castration-resistant prostate cancer. Drugs, 2013. 73(18): p. 2077-91.
	Excluded
	Narrative review

	#69
	Hussain, M., et al., Intermittent versus continuous androgen deprivation in prostate cancer. N Engl J Med, 2013. 368(14): p. 1314-25.
	Excluded
	Comparison is intermittent versus continuous androgen deprivation therapy

	#70
	James, N.D., et al., Final safety and efficacy analysis of the specific endothelin A receptor antagonist zibotentan (ZD4054) in patients with metastatic castration-resistant prostate cancer and bone metastases who were pain-free or mildly symptomatic for pain: A double-blind, placebo-controlled, randomized Phase II trial. BJU International, 2010. 106(7): p. 966-973.
	Excluded
	Comparison is zibotentan versus placebo.

	#71
	Jana, B.R.P., Cabazitaxel and prednisone as second-line therapy of metastatic, castration-resistant prostate cancer. Community Oncology, 2010. 7(12): p. 540-542.
	Excluded
	Letter to the editor.

	#72
	Jha, G.G. and J.S. Miller A randomized, double-blind phase 2 study of sipuleucel-T followed by indoximod or placebo in the treatment of patients with asymptomatic or minimally symptomatic metastatic castration-resistant prostate cancer. Journal of clinical oncology, 2014. 32.
	Excluded
	Abstract

	#73
	Joshua, A.M., et al., Safety of enzalutamide in patients with metastatic castration-resistant prostate cancer previously treated with docetaxel: expanded access in North America. Prostate, 2015. 75(8): p. 836-44.
	Excluded
	Single-arm study

	#74
	Kantoff, P.W., et al. Sipuleucel-T immunotherapy for castration-resistant prostate cancer. The New England journal of medicine, 2010. 363, 411-22 DOI: 10.1056/NEJMoa1001294.
	Excluded
	Results not stratified among patients that received chemo and those that did not.

	#75
	Kindlova, E., Radium-223 dichloride (Xofigo) - management of the treatment of castration-resistant prostate cancer. Onkologie (Czech Republic), 2014. 8(1): p. 24-26.
	Excluded
	Narrative review

	#76
	Kirby, M., C. Hirst, and E.D. Crawford, Characterising the castration-resistant prostate cancer population: A systematic review. International Journal of Clinical Practice, 2011. 65(11): p. 1180-1192.
	Excluded
	Systematic review that includes retrospective studies

	#77
	Klotz, L., Intermittent versus continuous androgen deprivation therapy in advanced prostate cancer. Curr Urol Rep, 2013. 14(3): p. 159-67.
	Excluded
	(Narrative) review without pooled analysis 

	#78
	Kluetz, P.G., et al., Abiraterone acetate in combination with prednisone for the treatment of patients with metastatic castration-resistant prostate cancer: U.S. food and drug administration drug approval summary. Clinical Cancer Research, 2013. 19(24): p. 6650-6656.
	Excluded
	Patients included were chemotherapy-naïve mCRPC.

	#79
	Kluetz, P.G., et al., Radium Ra 223 dichloride injection: U.S. food and drug administration drug approval summary. Clinical Cancer Research, 2014. 20(1): p. 9-14.
	Excluded
	No original treatment data

	#80
	Koenig, F., et al. Efficacy and safety of radium-223 dichloride (Ra-223) in castration-resistant prostate cancer (CRPC) patients with bone metastases who had prior or no-prior docetaxel (D) therapy in the phase 3 ALSYMPCA trial. Onkologie, 2013. 36, 77-8 DOI: 10.1159/000356365.
	Excluded
	Abstract

	#81
	Kratiras, Z., C. Konstantinidis, and K. Skriapas, A review of continuous vs intermittent androgen deprivation therapy: redefining the gold standard in the treatment of advanced prostate cancer. Myths, facts and new data on a ''perpetual dispute''. Int Braz J Urol, 2014. 40(1): p. 3-15; discussion 15.
	Excluded
	(Narrative) review without pooled analysis

	#82
	Kuczyk, M.A., et al. Overall survival benefit and safety profile of radium-223 chloride, a first-in-class alpha-pharmaceutical: Results from a phase III randomized trial (ALSYMPCA) in patients with castration-resistant prostate cancer (CRPC) with bone metastases. Onkologie, 2012. 35, 182 DOI: 10.1159/000178474.
	Excluded
	Abstract

	#83
	Langenhuijsen, J.F., et al., Continuous vs. intermittent androgen deprivation therapy for metastatic prostate cancer. Urol Oncol, 2013. 31(5): p. 549-56.
	Excluded
	Comparison is intermittent versus continuous androgen deprivation therapy

	#84
	Lee, J.L., et al., Effectiveness and safety of cabazitaxel plus prednisolone chemotherapy for metastatic castration-resistant prostatic carcinoma: data on Korean patients obtained by the cabazitaxel compassionate-use program. Cancer Chemother Pharmacol, 2014. 74(5): p. 1005-13.
	Excluded
	Single-arm study

	#85
	Lin, T.H., et al., Anti-androgen receptor ASC-J9 versus anti-androgens MDV3100 (Enzalutamide) or Casodex (Bicalutamide) leads to opposite effects on prostate cancer metastasis via differential modulation of macrophage infiltration and STAT3-CCL2 signaling. Cell Death Dis, 2013. 4: p. e764.
	Excluded
	Animal study

	#86
	Lin, T.H., et al., Differential androgen deprivation therapies with anti-androgens casodex/bicalutamide or MDV3100/Enzalutamide versus anti-androgen receptor ASC-J9(R) Lead to promotion versus suppression of prostate cancer metastasis. J Biol Chem, 2013. 288(27): p. 19359-69.
	Excluded
	Animal study

	#87
	Liu, G., et al., Phase II trial of weekly ixabepilone in men with metastatic castrate-resistant prostate cancer (E3803): a trial of the Eastern Cooperative Oncology Group. Clin Genitourin Cancer, 2012. 10(2): p. 99-105.
	Excluded
	No RCT (no control)

	#88
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Appendix
Search strategies

Medline via Pubmed
1. "prostatic neoplasms"[MeSH Terms]
2. "prostate cancer"[Title/Abstract]
3. "prostatic cancer"[Title/Abstract] 
4. #1 OR #2 OR #3
5. "neoplasm metastasis"[MeSH Terms]
6. metastasi*[Title/Abstract]
7. "metastatic disease"[Title/Abstract]
8. "metastatic prostate"[Title/Abstract]
9. #5 OR #6 OR #7 OR #8 
10. "antineoplastic agents"[MeSH Terms]
11. "antineoplastic agents"[Title/Abstract]
12. "androstadienes"[MeSH Terms]
13. "abiraterone"[Supplementary Concept]
14. "MDV 3100"[Supplementary Concept]
15. Cabazitaxel [Supplementary Concept]
16. Cabazitaxel[Title/Abstract]
17. Enzalutamide[Title/Abstract]
18. Radium-223[Title/Abstract]
19. "androgen antagonists"[MeSH Terms]
20. "bicalutamide"[Supplementary Concept]
21. "nilutamide"[Supplementary Concept]
22. "cyproterone"[MeSH Terms]
23. "cabazitaxel"[Supplementary Concept]
24. "cabazitaxel"[Title/Abstract]
25. "sipuleucel-T"[Supplementary Concept]
26. "sipuleucel-T"[Title/Abstract]
27. #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26
28. ((review[tiab] OR "Review"[Publication Type] OR "Meta-Analysis as Topic"[Mesh] OR meta-analysis[tiab] OR "Meta-Analysis "[Publication Type]) NOT ("Letter"[Publication Type] OR "Editorial"[Publication Type] OR "Comment"[Publication Type])) NOT ("Animals"[Mesh] NOT ("Animals"[Mesh] AND "Humans"[Mesh]))
29. randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab]  
30. #28 OR #29
31. #4 AND #9 AND #27 AND #30  1232

Embase
1. 'castration resistant prostate cancer'/exp
2. 'castration resistant prostate cancer':ab,ti
3. 'prostatic cancer':ab,ti
4. #1 OR #2 OR #3
5. 'metastasis'/exp
6. 'metastasis':ab,ti
7. 'metastatic disease':ab,ti
8. 'metastatic prostate':ab,ti
9. #5 OR #6 OR #7 OR #8
10. 'androstane derivative'/exp
11. 'abiraterone acetate'/exp
12. 'abiraterone'/exp
13. 'enzalutamide'/exp
14. 'cabazitaxel'/exp
15. 'radium chloride ra 223'/exp
16. 'antiandrogen'/exp
17. 'bicalutamide'/exp
18. 'nilutamide'/exp
19. 'cyproterone'/exp
20. 'cyproterone acetate'/exp
21. 'androstane derivative':ab,ti
22. 'abiraterone acetate':ab,ti
23. 'abiraterone':ab,ti
24. 'enzalutamide':ab,ti
25. 'cabazitaxel':ab,ti
26. 'Radium-223':ab,ti
27. 'antiandrogen':ab,ti
28. 'bicalutamide':ab,ti
29. 'nilutamide':ab,ti
30. 'cyproterone':ab,ti
31. 'cyproterone acetate':ab,ti
32. 'cabazitaxel'/exp
33. 'cabazitaxel':ab,ti
34. 'sipuleucel T'/exp
35. 'sipuleucel T':ab,ti
36. #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35
37. ([cochrane review]/lim OR [meta analysis]/lim OR [systematic review]/lim)
38. ([article]/lim OR [article in press]/lim OR [review]/lim)
39. ([controlled clinical trial]/lim OR [randomized controlled trial]/lim) AND ([article]/lim OR [article in press]/lim)
40. #37 OR #38 OR #39
41. #4 AND #9 AND #36 AND #40 AND [embase]/lim 788

Cochrane
1. MeSH descriptor: [Prostatic Neoplasms, Castration-Resistant] explode all trees
2. castration resistant prostate cancer
3. prostatic cancer
4. #1 OR #2 OR #3
5. MeSH descriptor: [Neoplasm Metastasis] explode all trees
6. metastasis
7. metastatic disease
8. metastatic prostate
9. #5 OR #6 OR #7 OR #8
10. MeSH descriptor: [Cyproterone] explode all trees
11. MeSH descriptor: [Cyproterone Acetate] explode all trees
12.androstane derivative
13. abiraterone acetate
14. abiraterone
15. enzalutamide
16. cabazitaxel
17. Radium-223
18. antiandrogen
19. bicalutamide
20. nilutamide
21. cyproterone
22. cyproterone acetate
23. cabazitaxel
24. sipuleucel T
25. #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24
26. #4 AND #9 AND #25 212
