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Men with ADT-naive, Metastatic Disease

ADT = Docetaxel + one of the following

Abiraterone 1000 mg PO QD AC 13

7 mg/m’
Apalutamide 240 mg PO QD 14

Enzalutamide 160 mg PO QD 19,22

N Pl mg/m2
Darolutamide 600 mg BID PO QD 15,20

Docetaxel without Prednisolone with ADT

Fl& mg/m’
Docetaxel 75 1 Q3w 6 1

(e e 80 e S el S B R RS KS )

U e Q8 Pt



Docetaxel 30 1 QW 3

Men with Symptomatic mCRPC
First-line Therapy

Preferred regimens

Docetaxel with/without prednisolone

P& mg/m’
Docetaxel 75 1 Q3W 6 1
Prednisolone 5 mg PO BID

Docetaxel 30 1 QW 3
Prednisolone 5 mg PO BID

Abiraterone + Prednisolone

B mg/m’
Abiraterone 1000 mg PO QD 1 7,8
Prednisolone 5 mg PO BID 1
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Enzalutamide

Enzalutamide 160 mg PO QD 9

Useful in certain circumstances

Niraparib + Abiraterone + Prednisone (For BCRAm)

(e e 80 e S el S B R RS KS )

RS #il i mg/m’ #%EH A b 2% 30k
Niraparib 200 mg PO QD 16
Abiraterone 1000 mg PO QD
Prednisone 5 mg PO BID

Olaparib + Abiraterone + Prednisone (For BCRAm) =a

A=A p) JE

& mg/m v

82

Olaparib 300 mg PO BID 17 =

Abiraterone 1000 mg PO QD i5

Prednisone 5 mg PO BID ]
Pembrolizumab

Pembrolizumab 200 mg 1 Q3W 6



Talazoparib + Enzalutamide + Prednisone (For BCRAm)

P& mg/m’

Talazoparib 0.5 mg PO QD 18
Enzalutamide 1000 mg PO QD
Prednisone 5 mg PO BID

Alternative hormone or chemotherapy

Cabazitaxel + Prednisolone (For progression on prior docetaxel)

Cabazitaxel 20-25 1 Q3W 10 4,5
Prednisolone 10 mg PO QD

(e e 80 e S el S B R RS KS )

Mitoxantrone + Prednisolone (For progression on prior docetaxel) F
82
Mitoxantrone 12 1 Q3w 10 2 =
Prednisolone 5 mg PO BID 15
5

Olaparib (For HRRm, progression on prior novel hormone therapy)
L JES #lit mg/m’ g H il 2% Rk
Olaparib 400 (150-300) mg PO BID 10, 12
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Rucaparib (For BCRAm, progression on prior novel hormone therapy)

Rucaparib 600 mg PO BID 11
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Perioperative Chemotherapy of Bladder Cancer

Adjuvant Therapy

Gemcitabine + Cisplatin

Gemcitabine 1000 1,8 Q3W
Cisplatin 70 1 Q3W

Gemcitabine 1000 1,8 Q3W
Cisplatin 35 1,8 Q3W

Gemcitabine 1000 1,8, 15 Q4w Max 6 2
Cisplatin 70 1 Q4w Max 6

Nivolumab 240 mg 1 Q2w 26* 18
*Up to 1 year
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Adjuvant Intravesical Treatment

P mg/m2
BCG 81 mg 1 QW 6 3

P& mg/m’
Mitomycin 30-40 mg 1 QW 6 4-6

& mg/m’
Doxorubicin 40 mg 1 QW 6 7

(e e 80 e S el S B R RS KS )

Intravesical MDP regimen

Mitomycin 30 mg 1 Q3W 2 7 e
Doxorubicin 30 mg 8 Q3W 2
Cisplatin 30 mg 15 Q3w 2

U RS il

Neoadjuvant Therapy

F&E mg/m’
Gemcitabine 1000 1,8 Q3W 4 1,2
Cisplatin 70 1 Q3W 4

1,2

Gemcitabine 1000 1,8 Q3w
Cisplatin 35 1,8 Q3w
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P& mg/m’
Gemcitabine 1000 1,8 Q3w 4 1,2
4

Cisplatin 35 1,2 Q3w

F &2 mg/m’
Gemcitabine 1000 1,8, 15 Q4w 4 1,2
Cisplatin 70 1 Q4w 4

Chemotherapy for Metastatic Disease

First-line Therapy

(e e 80 e S el S B R RS KS )

Gemcitabine + Cisplatin followed by Avelumab

Gemcitabine 1000 1,8, 15 Q4w 6 2,8 ‘_E
Cisplatin 70 2 Q4W 52

followed by %
Avelumab 10 mg/kg 1 Q2w 17 %EII

Gemcitabine + Cisplatin followed by Avelumab

Gemcitabine 1000 1,8 Q3W 4 15
Carboplatin AUC 4.5 1 Q3w
followed by

Avelumab 10 mg/kg 1 Q2W 17



Nivolumab + Gemcitabine + Cisplatin

Pl mg/m’

Nivolumab 360 mg 1 Q3W 21
Gemcitabine 1000 1,8 Q3w Max 6
Cisplatin 70 1 Q3W Max 6
followed by
Nivolumab 480 mg 1 Q4w Max 2 years

Gemcitabine + Cisplatin

it il mg/m’ #aEEH eSS F1] 2% TRk
Gemcitabine 1000 1,8, 15 Q4w 6 2,8
Cisplatin 70 2 Q4w

(e e 80 e S el S B R RS KS )

Gemcitabine + Carboplatin

iE
Gemcitabine 1000 1,8 Q3W 4 15 82
Carboplatin AUC 4.5 1 Q3W E
=]
5l

Pembrolizumab + Enfortumab vedotin

Pembrolizumab 200 mg 1 Q3W 19
Enfortumab vedotin 1.25 mg/kg 1,8 Q3W
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DDMVAC

Methotrexate 30 1 QW 6 9,10 %

Vinblastine 3 2 Q2w 6 b3

Doxorubicin 30 2 Q2w 6 %

Cisplatin 70 2 Q2W 6 ﬁ

&

DDMVAC followed by Avelumab ;;E

47, it mg/m’ #aEH ks ) 24 7k ®

Methotrexate 30 1 Q2W 6 9,10 1

Vinblastine 3 2 QW 6 kil
Doxorubicin 30 2 Q2w 6

Cisplatin 70 2 Q2w 6 e

followed by ﬁ

Avelumab 10 mg/kg 1 Q2W 17 2

=

i

Methotrexate 30 1or2 Q2w 3-4 9,10 5l
Vinblastine 3 lor2 Q2W 3-4
Doxorubicin 20-30 1or2 Q2w 3-4
Carboplatin* AUC 4-5 1 Q2w 3-4

*For Cer<60 mL/hr only



PD-1 inhibitor (cisplatin ineligible)

Fl& mg/m’
Atezolizumab 1200 mg 1 Q3W 11

Pembrolizumab 200 mg 1 Q3W 12

Radiosensitizing Chemotherapy Regimens for Bladder-Preserving Chemoradiation Following A Maximal TURBT
First-line Therapy

Cisplatin + 5-FU

Cisplatin 15 1-3 QW 3 14
5-FU 400 1-3 QW 3

5-FU + Mitomycin C

P& mg/m2

Mitomycin C 12 1 13
5-FU 500 1-5, 16-20
Cisplatin + Paclitaxel

Cisplatin 15 1-3 QW 3 14
Paclitaxel 50 1 QW 3
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PFL

Cisplatin 50 1 Q3W Min 3 16
Leucovorin 50 1-3 Q3w Min 3

5-FU 500 1-3 Q3W Min 3

Low-dose Gemcitabine for induction therapy

Gemcitabine 27 1,4 QW 4 20

Low-dose Gemcitabine for consolidation therapy

Gemcitabine 27 1,4 QW 2.5% 20
* Gemcitabine 27 mg/m2 delivered twice a week on days 1, 4, 8, 11, and 15 during consolidation therapy

CEB

1. Dash A, Pettus JA, Herr HW, et al. A role for neoadjuvant gemcitabine plus cisplatin in muscle-invasive urothelial carcinoma of
the bladder: a retrospective experience. Cancer 2008;113:2471-2477.

2. Von der Maase H, Hansen SW, Roberts JT, et al. Gemcitabine and cisplatin versus methotrexate, vinblastine, doxorubicin, and
cisplatin in advanced or metastatic bladder cancer: results of a large, randomized, multinational, multicenter, phase III study. J
Clin Oncol 2000;18:3068-3077.
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3. Lamm DLI1, Blumenstein BA, Crissman JD, et al. Maintenance bacillus Calmette-Guerin immunotherapy for recurrent TA, T1
and carcinoma in situ transitional cell carcinoma of the bladder: a randomized Southwest Oncology Group Study. J Urol. 2000;
163: 1124-9

4. Lundholm C1, Norlén BJ, Ekman P, et al. A randomized prospective study comparing long-term intravesical instillations of
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cisplatin (MDP) for non-muscle-invasive bladder cancer.
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cisplatin, with methotrexate, vinblastine, doxorubicin, plus cisplatin in patients with bladder cancer. J Clin Oncol 2005;23:4602-
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9. Sternberg CN, de Mulder PH, Schornagel JH, et al. Randomized phase III trial of high-dose-intensity methotrexate, vinblastine,
doxorubicin, and cisplatin (MVAC) chemotherapy and recombinant human granulocyte colony-stimulating factor versus classic
MVAC in advanced urothelial tract tumors: European Organization for Research and Treatment of Cancer Protocol no. 30924. J
Clin Oncol 2001;19:2638-2646.
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chemotherapy and G-CSF versus classic M-VAC in advanced urothelial tract tumours. Eur J Cancer 2006;42:50-54.

11. Balar AV, Galsky MD, Rosenberg JE, et al. Atezolizumab as first-line treatment in cisplatin-ineligible patients with locally

advanced and metastatic urothelial carcinoma: a single-arm, multicentre, phase 2 trial. Lancet 2017;389:67-76.

12. Balar AV, Castellano DE, O'Donnell PH, et al. Pembrolizumab as first-line therapy in cisplatin-ineligible advanced urothelial

cancer: Results from the total KEYNOTE-052 study population. Clin Oncol 2017;6S:Abstract 284.
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13. James ND, Hussain SA, Hall E, et al; BC2001 Investigators. Radiotherapy with or without chemotherapy in muscle-invasive
bladder cancer. N Engl ] Med 2012;366:1477-1488

14. Mitin T, Hunt D, Shipley W, et al. Transurethral surgery and twice-daily radiation plus paclitaxel-cisplatin or fluorouracil-
cisplatin with selective bladder preservation and adjuvant chemotherapy for patients with muscle invasive bladder cancer (RTOG
0233): a randomized multicentre phase 2 trial. Lancet Oncol 2013;14:863-872.

15. Pritchard ER, Waddell JA, et al. Gemcitabine and Carboplatin (Renally Dosed) Regimen for Bladder Cancer. Hosp Pharm.
2015; 50(2): 103-107.

16. Chen WC, Liaw CC. Concurrent cisplatin, 5-fluorouracil, leucovorin, and radiotherapy for invasive bladder cancer. Int. J.
Radiation Oncology Biol. Phys 2003; 56(3): 726-733.

17. Thomas Powles, Se Hoon Park, Eric Voog, et al. Maintenance avelumab + best supportive care (BSC) versus BSC alone after
platinum-based first-line (1L) chemotherapy in advanced urothelial carcinoma (UC): JAVELIN Bladder 100 phase III interim
analysis. Journal of Clinical Oncology 2020.38.18.

18. Bajorin DF, Witjes JA, Gschwend JE, et al. Adjuvant nivolumab versus placebo in muscle-invasive urothelial carcinoma. N
Engl J Med 2021;384:2102-2114.

19. Hoimes CJ, Flaig TW, et al. Enfortumab Vedotin Plus Pembrolizumab in Previously Untreated Advanced Urothelial Cancer. J
Clin Oncol. 2023 Jan 1;41(1):22-31.

20. Coen JJ, Zhang P, Saylor PJ, et al. Bladder preservation with twice-a-day radiation plus fluorouracil/cisplatin or once daily
radiation plus gemcitabine for muscleinvasive bladder cancer: NRG/RTOG 0712-A randomized phase II trial. J Clin Oncol
2019;37:44-51.

21. van der Heijden MS, Sonpavde G, Powles et al. CheckMate 901 Trial Investigators. Nivolumab plus Gemcitabine-Cisplatin in
Advanced Urothelial Carcinoma. N Engl J Med. 2023 Nov 9;389(19):1778-1789. doi: 10.1056/NEJM0a2309863. Epub 2023
Oct 22. PMID: 37870949.
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Adjuvant Chemotherapy

Clear cell histology

el mg/m2
Pembrolizumab 200 mg 1 Q3W Max 17 1

Sunitinib 50 mg PO QD 1~28 Q6W Max 1 year 2

Pazopanib 800 mg PO QD 3

24 300k

1. Choueiri TK, Tomczak P, Park SH, KEYNOTE-564 Investigators, et al . Adjuvant Pembrolizumab after Nephrectomy in Renal-
Cell Carcinoma. N Engl J Med. 2021 Aug 19;385(8):683-694.

2. Motzer RJ, Ravaud A, Patard JJ, Pandha HS, et al. Adjuvant Sunitinib for High-risk Renal Cell Carcinoma After Nephrectomy:
Subgroup Analyses and Updated Overall Survival Results. Eur Urol. 2018 Jan;73(1):62-68.

3. Sternberg CN, Hawkins RE, Wagstaff J, et al. A randomised, doubleblind phase III study of pazopanib in patients with advanced
and/or metastatic renal cell carcinoma: final overall survival results and safety update. Eur J Cancer 2013;49:1287-1296.
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Systemic Therapy for Relapse or Stage IV Disease
First-line Therapy for Clear Cell Histology

. &
Risk: Favorable %
Preferred Regimens &

#
&
Axitinib + pembrolizumab ;;E
i
Pembrolizumab 200 mg 1 Q3W Max 35 1 2
Axitinib 5 mg PO BID 5l

Cabozantinib + Nivolumab =
Pl mg/m2 Z[.E;

Nivolumab 240 mg 1 QW Max 52 2 &2
Cabozantinib 40 mg PO QD E
5

Lenvatinib + Pembrolizumab

Pembrolizumab 200 mg 1 Q3W Max 35 3
Lenvatinib 20 mg PO QD 1 Q3w



Ipilimumab + Nivolumab

Pl mg/m’

Nivolumab 3 mg/kg 1 Q3W 4 6
Ipilimumab 1 mg/kg 1 Q3W 4

Followed by
Nivolumab 3 mg/kg 1 Q3W

Other Recommended Regimens

Axitinib + Avelumab

7 mg/m’

Avelumab 10 mg/kg 1 Q2W 4
Axitinib 5 mg PO BID

Cabozantinib

Cabozantinib 60 mg PO QD 5
Pazopanib

Pazopanib 800 mg PO QD 7
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Sunitinib

Sunitinib 50 mg PO QD 1~28 Q6w

Useful in Certain Circumstances

Active surveillance

High-dose IL-2

& mg/m’
600,000 TU/kg
IV Q8H

IL-2

Axitinib

P mg/m2
Axitinib 5 mg PO Q12H

EYCEEDN

TMU Taipei Cancer Center

1~5, 15~19 Q12W
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Risk: Poor/intermediate
Preferred Regimens

Axitinib + pembrolizumab

Pl mg/m’
Pembrolizumab 200 mg 1 Q3w Max 35 1
Axitinib 5 mg PO BID

Cabozantinib + Nivolumab

Nivolumab 240 mg 1 Q2W Max 52 2
Cabozantinib 40 mg PO QD

Ipilimumab + Nivolumab

& mg/m’

Nivolumab 3 mg/kg 1 Q3w 4 6
Ipilimumab 1 mg/kg 1 Q3W 4

Followed by
Nivolumab 3 mg/kg 1 Q3W

Lenvatinib + Pembrolizumab

Pembrolizumab 200 mg 1 Q3W Max 35 3
Lenvatinib 20 mg PO QD 1 Q3w
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Cabozantinib

Cabozantinib 60 mg PO QD 5

Other Recommended Regimens

Axitinib + Avelumab

7 mg/m’

Avelumab 10 mg/kg 1 Q2w 4
Axitinib 5 mg PO BID
Pazopanib

& mg/m’
Pazopanib 800 mg PO QD 7
Sunitinib

Sunitinib 50 mg PO QD 1~28 Q6w 9 8
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Useful in Certain Circumstances

Axitinib

Axitinib 5 mg PO QI12H 9

600,000 TU/kg
IV Q8H

IL-2 1~5, 15~19 QI12W Max 3 10

Temsirolimusb

5 mg/m2
Temsirolimus 25 mg 1 QW 11

24 300k

1. Dash A, Pettus JA, Herr HW, et al. A role for neoadjuvant gemcitabine plus cisplatin in muscle-invasive urothelial carcinoma of
the bladder: a retrospective experience. Cancer 2008;113:2471-2477.

2. Von der Maase H, Hansen SW, Roberts JT, et al. Gemcitabine and cisplatin versus methotrexate, vinblastine, doxorubicin, and
cisplatin in advanced or metastatic bladder cancer: results of a large, randomized, multinational, multicenter, phase III study. J
Clin Oncol 2000;18:3068-3077.

3. Lamm DLI1, Blumenstein BA, Crissman JD, et al. Maintenance bacillus Calmette-Guerin immunotherapy for recurrent TA, T1
and carcinoma in situ transitional cell carcinoma of the bladder: a randomized Southwest Oncology Group Study. J Urol. 2000;
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163: 1124-9

. Lundholm C1, Norlén BJ, Ekman P, et al. A randomized prospective study comparing long-term intravesical instillations of
mitomycin C and bacillus Calmette-Guerin in patients with superficial bladder carcinoma. J Urol. 1996; 156: 372-6

. Solsona E, Iborra I, Ricos JV, et al: Effectiveness of a single immediate mitomycin C instillation in patients with low risk
superficial bladder cancer: short and long-term followup. J Urol 1999; 161:1120-1123.

. Witjes JA1, v d Meijden AP, Collette L, et al. Long-term follow-up of an EORTC randomized prospective trial comparing
intravesical bacille Calmette-Guérin-RIVM and mitomycin C in superficial bladder cancer. EORTC GU Group and the Dutch
South East Cooperative Urological Group. European Organisation for Research and Treatment of Cancer Genito-Urinary Tract
Cancer Collaborative Group. Urology. 1998 ; 52: 403-10

. Chung-Hsin Chen, Hung-Ju Yang, Chia-Tung Shun, et al. A cocktail regimen of intravesical mitomycin-C, doxorubicin, and
cisplatin (MDP) for non-muscle-invasive bladder cancer.

. Von der Maase H, Sengelov L, Roberts JT, et al. Long-term survival results of a randomized trial comparing gemcitabine plus
cisplatin, with methotrexate, vinblastine, doxorubicin, plus cisplatin in patients with bladder cancer. J Clin Oncol 2005;23:4602-
4608.

. Sternberg CN, de Mulder PH, Schornagel JH, et al. Randomized phase III trial of high-dose-intensity methotrexate, vinblastine,
doxorubicin, and cisplatin (MVAC) chemotherapy and recombinant human granulocyte colony-stimulating factor versus classic
MVAC in advanced urothelial tract tumors: European Organization for Research and Treatment of Cancer Protocol no. 30924. J
Clin Oncol 2001;19:2638-2646.

10. Sternberg CN, de Mulder P, Schornagel JH, et al. Seven year update of an EORTC phase III trial of high-dose intensity M-VAC

chemotherapy and G-CSF versus classic M-VAC in advanced urothelial tract tumours. Eur J Cancer 2006;42:50-54.

11. Balar AV, Galsky MD, Rosenberg JE, et al. Atezolizumab as first-line treatment in cisplatin-ineligible patients with locally

advanced and metastatic urothelial carcinoma: a single-arm, multicentre, phase 2 trial. Lancet 2017;389:67-76.

12. Balar AV, Castellano DE, O'Donnell PH, et al. Pembrolizumab as first-line therapy in cisplatin-ineligible advanced urothelial

cancer: Results from the total KEYNOTE-052 study population. Clin Oncol 2017;6S:Abstract 284.
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Systemic Therapy for Non-Clear Cell Histology

Preferred Regimens

Cabozantinib

Cabozantinib 60 mg PO QD 1

Nivolumab + Cabozantinib
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7 mg/m’
Nivolumab 240 mg 1 Q2W 5
Cabozantinib 40 mg PO QD

Pembrolizumab + Lenvatinib

& mg/m’
Pembrolizumab 200 mg 1 Q3W Max 35 3
Lenvatinib 20 mg PO QD 1 Q3wW
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Other Recommended Regimens

Lenvatinib + Everolimus

Lenvatinib 18 mg PO QD 2
Everolimus 5 mg PO QD

Nivolumab

Nivolumab 240 mg or 3 mg/kg 1 Q2w 3,4
Pembrolizumab

Fil iy mg/m2
Pembrolizumab 200 mg 1 Q2w 6

Sunitinib

& mg/m’
Sunitinib 50 mg PO QD 1~28 Q6W 9 7
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Useful in Certain Circumstances

Axitinib

7 mg/m’
Axitinib 5 mg PO Q12H 8
Bevacizumab

Fil it mg/m’
Bevacizumab 10 mg/kg 1 Q2W 9

Bevacizumab + Erlotinib

P mg/m’
Bevacizumab 10 mg/kg 1 Q2W 10
Erlotinib 150 mg PO QD

Bevacizumab + Everolimus

&2 mg/m’
Bevacizumab 10 mg/kg 1 Q2W 11
Everolimus 10 mg PO QD
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Everolimus

Pl mg/m’
Everolimus 10 mg PO QD 12

Ipilimumab + Nivolumab

Nivolumab 3 mg/kg 1 Q3W 4 13
Ipilimumab 1 mg/kg 1 Q3w 4
Followed by
Nivolumab 480 mg 1 Q4w Max 2 years
Temsirolimus

Temsirolimus 25 mg 1 QW 14
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