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Jun;131 Suppl 4:6-13. doi: 10.1111/bju.15946. Epub 2022 Dec 28. PMID: 36495481.

» George AK, Miocinovic R, Patel AR, Lomas DJ, Correa AF, Chen DYT, Rastinehad AR, Schwartz MJ, Uchio EM, Sidana A,
Helfand BT, Gahan JC, Yu A, Vourganti S, Bargawi AB, Brisbane WG, Wysock JS, Polascik TJ, McClure TD, Coleman JA.
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Cancer Patients: Preliminary Results from the PRESERVE Trial. Cancers (Basel). 2024 Jun 8;16(12):2178. doi: 10.3390/
cancers16122178. PMID: 38927884; PMCID: PMC11201469.

» Zhang K, Stricker P, Lohr M, Stehling M, Suberville M, Cussenot O, Lunelli L, Ng CF, Teoh J, Laguna P, de la Rosette J. A
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AFU Comité de Cancérologie. (2024). Recommandations frangaises du comité de cancérologie de 1’ AFU — Actualisation 2024—
2026 : cancer de la prostate — diagnostic et prise en charge de la maladie localisée. Urofrance. Progrés FMC, 7(34), F394.
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Memorial Sloan Kettering Cancer Center (MSKCC) Prognostic Model

TERRA T T EFaAH
- REZETENG RN/ ING 1 o [ JEps#H (Favorable) = #ETHFZ AT
« Karnofsky performance //\i® 80% o thEE 3 (intermediate) = — {3 A9 (E FE#L
*[fl7& LDH KRS IER FRRIT 1.5 {5 PN
o MOEIMEF AR IR LR o 72 EfEAE (Poor) + =B % FHIRIA T
o MALER H/ NS ER TR

International Metastatic Renal Cell Carcinoma Database Consortium (IMDC) Criteria

TR T TR E A
- [EZE B2 SRR NS 1 « i BB (Favorable) = #EFELA T
« Karnofsky performance /[Vi> 80% o thEE A3 (intermediate) = — {3 A (E FE#L

o MALE H/NAIER TR (IEH{E: 120 g/Lor 12 g/dL) K+

o FRIEIMEFH AR IER FR (IEHE : 8.5-102 mg/dL)  « Z @& (Poor) : =F/{HTEHK T
o PR AR A IR PR (Normal: 2.0-7.0 X 10/L)

o M/ TEH _EBR (Normal: 150,000-400,000)
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SE AR R —RTB R

Je\

EEGE

HAHER 7%

FEREEARDL T A

I & A (Favorable)

*Axitinib + pembrolizumab(cat 1)
*Cabozantinib + nivolumab(cat 1)
*Lenvatinib + pembrolizumab(cat 1)

eIpilimumab + nivolumab (cat 1)

*Axitinib + avelumab
*Pazopanib

*Sunitinib
*Cabozantinib (cat 2B)

*Active surveillance
*Axitinib (cat 2B)

(O B aE R R o T — R R R )

v E @A (intermediate)/
72 @A (Poor)

*Axitinib + pembrolizumab (cat 1)
*Cabozantinib + nivolumab (cat 1)
e[pilimumab + nivolumab (cat 1)
*Lenvatinib + pembrolizumab (cat 1)

*Cabozantinib

*Axitinib + avelumab
*Pazopanib

*Sunitinib

* Axitinib (cat 2B)
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 Belzutifan
 Cabozantinib
 Lenvatinib + everolimus
* Tivozanib

TR HEHE 77 % EREEN A
KRG RIZIRE « Axitinib + pembrolizumab « Axitinib
* Cabozantinib * Everolimus
¢ Cabozantinib + nivolumab * Lenvatinib
* Everolimus + lenvatinib * Pazopanib
¢ Ipilimumab + nivolumab * Sunitinib
* Lenvatinib + pembrolizumab * Tivozanib
* Nivolumab * Belzutifan (category 2B)
* Bevacizumab (category 2B)
IR IR » Axitinib « Everolimus

¢ Ipilimumab + nivolumab

* Lenvatinib

* Pazopanib

* Sunitinib

* Axitinib + pembrolizumab (category 2B)

* Bevacizumab (category 2B)

* Cabozantinib + nivolumab (category 2B)

* Lenvatinib + pembrolizumab (category 2B)
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HESE HAHERE T EREEF N AR

« Clinical trial « Erlotinib+bevacizumab 3@ F /> AR EEMEPLBIRE |« Axitinib

« Cabozantinib AR S HLRCC BRI « Everolimus

e Cabozantinib + nivolumab * Everolimus/ lenvatinib » Everolimus+bevacizumab

* Lenvatinib + pembrolizumab | ¢ Nivolumab ¢ Ipilimumab +nivolumab (cat 2B)
e Pembrolizumab
e Sunitinib
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The use of proton beam therapy is evolving in the treatment of primary proatate cancer and should be performed within the
context of prospective registries or clinical trials.
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NCCN clinical practice guidelines in oncology for prostate cancer. Version 2.2026 - Sep 15, 2025

NCCN clinical practice guidelines in oncology-Bladder cancer. Version 1.2025- Mar 25, 2025

NCCN clinical practice guidelines in oncology for Kidney Cancer. 1.2026 - July 24, 2025

AFU Comité de Cancérologie. (2024). Recommandations frangaises du comité de cancérologie de I’AFU — Actualisation 2024—
2026 : cancer de la prostate — diagnostic et prise en charge de la maladie localisée. Urofrance. Progrés FMC, 7(34), F394.
Cohen MS, Triaca V, Billmeyer B, et al. Coordinated chemoradiation therapy with genital preservation for the treatment of
primary invasive carcinoma of the male urethra. J Urol 2008;179:536- 541; discussion 541 EAU Guidelines on Non-muscle-
invasive Bladder cancer ( cTa, T1 and CIS).2015

Bianchini D, Lorente D, Rodriguez-Vida A, et al. Antitumour activity of enzalutamide (MDV3100) in patients with metastatic

castration- resistant prostate cancer (CRPC) pre-treated with docetaxel and abiraterone. Eur J Cancer 2014;50:78-84.

. Noonan KL, North S, Bitting RL, et al. Clinical activity of abiraterone acetate in patients with metastatic castration-resistant

rostate cancer progressing after enzalutamide. Ann Oncol 2013;24:1802-1807.

RTOG 0712 Protocol Information A Phase Il Randomized Study for Patients with Muscle-Invasive Bladder Cancer Evaluating
Transurethral Surgery and Concomitant Chemoradiation by Either BID Irradiation plus 5-Fluorouracil and Cisplatin or QD Irradiation
plus Gemcitabine Followed by Selective Bladder Preservation and Gemcitabine/Cisplatin Adjuvant Chemotherapy 3.2012

Efstathiou JA, et al. Late Pelvic Toxicity After Bladder-Sparing Therapy in Patients With Invasive Bladder Cancer: RTOG 89-
03, 95- 06, 97-06, 99-06. J Clin Oncol 2009; 27: 4055-4061

10. 10.Lorusso V, Manzione L, De Vita F, et al. Gemcitabine plus cisplatin for advanced transitional cell carcinoma of the urinary
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tract: a phase II multicenter trial. J Urol 2000;164:53-56.

11. Radiotherapy to the primary tumor for newly diagnosed,metastatic prostate cancer (STAMPEDE): a randomized controlled
phase 3 trial(https://www.thelancet.com/journals/lancet/article/P1IS0140-6736(18)32486-3/fulltext)

12. Proton Beam Therapy for Prostate Cancer Position Statement. American Society for Radiation Oncology Web site. https:// www.

astro.org/ Practice-Management/Reimbursement/Proton-Beam-Therapy.aspx. Published November 15, 2013. Accessed April 9, 2014
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Men with Symptomatic mCRPC Men with Symptomatic mCRPC

First-line Therapy First-line Therapy
B Docetaxel = prednisolone

o Preferred — Other
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( EEIREMERYE RSS! )
Neoadjuvant, Concurrent, and/or Adjuvant ADT with RT

LHRH agonist monotherapy + RT

FLi mg/m2
Gosereline 3.6 mg SC* 1 Q4W* 1

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

Leuprolide 3.75 mg SC* 1 Q4W* 2

23

. . 52
Triptorelin 3.75 mg IM* 1 Q4W* 3 =
*or 11.25 mg SC Q3M i5

5

LHRH agonist + 1°" generation antiandrogen £ RT

Flutamide 250 mg PO TID Start with LHRH agonist or 1 day before 4



Bicalutamide 50 mg PO QD Start with LHRH agonist 5

LHRH antagonist = RT

pi iy mg/m2
Degarelix 240 — 80 mg SC* dl (0)Y1 6

LHRH agonist or antagonist + Abiraterone

Abiraterone 1000 mg PO QD 7
Prednisone/Prednisolone 5 mg PO QD

2430k

1. Product Information: Zoladex depot, AstraZeneca.
. Product Information: Leuplin depot, TAKEDA.

. Product Information: Diphereline, Ipsen.

. Product Information: Fuprostate, PBF.

. Product Information: Casodex, AstraZeneca.

. Product Information: FIRMAGON, FERRING.

. Product Information: Zytiga, Johnson & Johnson

N DB W N
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ADT-naive, Metastatic Disease (mCSPC)

ADT = Docetaxel + one of the following

Abiraterone 1000 mg PO QD AC 13

& mg/m’
Apalutamide 240 mg PO QD 14

Enzalutamide 160 mg PO QD 19,22

78 mg/m’
Darolutamide 600 mg BID PO QD 15,20

Docetaxel without Prednisolone with ADT

& mg/m’ iR RS
Docetaxel 75 1 hr dl Q3w 6 1

#il it mg/m’ IR R
Docetaxel 30 1 hr dl QW 3

(e e 80 e S el S B R RS KS )
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Men with Symptomatic mCRPC
First-line Therapy (No prior docetaxel/no prior novel hormone therapy)

Preferred regimens

Abiraterone + Prednisolone

Pl mg/m’

Abiraterone 1000 mg PO QD dl 7,8
Prednisolone 5 mg PO BID dl
Enzalutamide

& mg/m’
Enzalutamide 160 mg PO QD 9

Other recommended regimens

Docetaxel with/without prednisolone

LR ]
Docetaxel 75 1 hr dl Q3W 6 1
Prednisolone 5 mg PO BID

filit mg/m’ LR ]
Docetaxel 30 1 hr dl QW 3
Prednisolone 5 mg PO BID

(e e 80 e S el S B R RS KS )
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Useful in certain circumstances

Niraparib + Abiraterone + Prednisone (For BCRAm)

P& mg/m’

Niraparib 200 mg PO QD 16
Abiraterone 1000 mg PO QD
Prednisone 5 mg PO BID

Olaparib + Abiraterone + Prednisone (For BCRAm)

Olaparib 300 mg PO BID 17
Abiraterone 1000 mg PO QD

Prednisone 5 mg PO BID

Pembrolizumab

Pl mg/m2 e il
Pembrolizumab 200 mg > 30 mins dl Q3W 6

Talazoparib + Enzalutamide + Prednisone (For BCRAm)

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

(e e 80 e S el S B R RS KS )
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Alternative hormone or chemotherapy

Cabazitaxel + Prednisolone (For progression on prior docetaxel)

&2 mg/m’ iR RS
Cabazitaxel 20-25 1 hr dl Q3W 10 4,5
Prednisolone 10 mg PO QD

Mitoxantrone + Prednisolone (For progression on prior docetaxel)

#il i mg/m’ IR R #adEH
Mitoxantrone 12 > 5 mins dl Q3w 10 2
Prednisolone 5 mg PO BID

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

Olaparib (For HRRm, progression on prior novel hormone therapy)

P mg/m2
Olaparib 150400 mg PO BID 10, 12

U RS il

Rucaparib (For BCRAm, progression on prior novel hormone therapy)

Rucaparib 600 mg PO BID 11
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1. Jae Ho Jeong , Hyejung Hyun , In Gab Jeong, et al. Randomized phase II trial of docetaxel plus prednisolone with or without
androgen deprivation treatment in castration-resistant prostate cancer. Journal of Clinical Oncology 2016; 34(2): 217-217.

2. Tannock IF, de Wit R, Berry WR, et al. Docetaxel plus prednisone or mitoxantrone plus prednisone for advanced prostate cancer.
N Engl J Med 2004;351:1502-1512.

3. Kojima T, Shimazui T, Onozawa M. et al. Weekly Administration of Docetaxel in Patients with Hormone refractory Prostate
Cancer: a Pilot Study on Japanese Patients. Jpn J Clin Oncol. 2004; 34(3): 137-41.

4. de Bono JS, Oudard S, Ozguroglu M, et al. Prednisone plus cabazitaxel or mitoxantrone for metastatic castration-resistant
prostate cancer progressing after docetaxel treatment: a randomised open-label trial. Lancet 2010;376:1147-1154.

5. Eisenberger M, Hardy-Bessard AC1, Kim CS, et al. Phase 11l Study Comparing a Reduced Dose of Cabazitaxel (20 mg/m2)
and the Currently Approved Dose (25 mg/m2) in Postdocetaxel Patients With Metastatic Castration-Resistant Prostate Cancer-
PROSELICA. J Clin Oncol. 2017;35(28):3198-3206.

6. De Bono JS, Goh JC, et al. KEYNOTE-199: Pembrolizumab (pembro) for docetaxel-refractory metastatic castration-resistant
prostate cancer (mCRPC). Journal of Clinical Oncology 2018; 36(15): 5007-5007.

7. 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. Lancet Oncol, 2012. 13(10): p. 983-92.

8. Ryan, C.J., et al., Abiraterone in metastatic prostate cancer without previous chemotherapy. N Engl J Med, 2013. 368(2): p. 138-48.

9. Davis ID, Martin AJ, Stockler MR, et al. Enzalutamide with standard first-line therapy in metastatic prostate cancer. N Engl J
Med 2019;381:121-131.

10. Mateo J, Carreira S, Sandhu S, et al. DNA-repair defects and olaparib in metastatic prostate cancer. N Engl J] Med

2015;373:1697-1708.

11. Abida W, Patnaik A, Campbell D, et al. Rucaparib in Men With Metastatic Castration-Resistant Prostate Cancer Harboring a

BRCA1 or BRCA2 Gene Alteration. J Clin Oncol. 2020 Nov 10;38(32):3763-3772.
12. de Bono J, Mateo J, Fizazi K, Saad F, et al. Olaparib for Metastatic Castration-Resistant Prostate Cancer. N Engl ] Med. 2020
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13. Product Information: ZYTIGA tablet. Abiraterone oral tablets. 2022.

14. Product Information: Erleada Film-Coated Tablets. Apalutamide Film-Coated Tablets. 2022.

15. Product Information: NUBEQA F.C. Tablets. Darolutamide Tablets. 2021.

16. A Study of Niraparib in Combination With Abiraterone Acetate and Prednisone Versus Abiraterone Acetate and Prednisone for
Treatment of Participants With Metastatic Prostate Cancer (MAGNITUDE)

17. Clarke NW, Armstrong AJ, Thiery-Vuillemin A, et al. Abiraterone and olaparib for metastatic castration-resistant prostate
cancer. NEJM Evidence 2022;1:EVID0a2200043.

18. Agarwal N, Azad AA, Carles J, et al. Talazoparib plus enzalutamide in men with first-line metastatic castration-resistant
prostate cancer (TALAPRO-2): a randomised, placebo-controlled, phase 3 trial. Lancet 2023;402:291-303.

19. Davis ID, Martin AJ, Stockler MR, et al. ENZAMET Trial Investigators and the Australian and New Zealand Urogenital and
Prostate Cancer Trials Group. Enzalutamide with Standard First-Line Therapy in Metastatic Prostate Cancer. N Engl J Med.
2019 Jul 11;381(2):121-131.

20. Smith MR, Hussain M, Saad F, et al. ARASENS Trial Investigators. Darolutamide and Survival in Metastatic, Hormone-
Sensitive Prostate Cancer. N Engl J Med. 2022 Mar 24;386(12):1132-1142.

21. Chi KN, Agarwal N, Bjartell A, et al. TITAN Investigators. Apalutamide for Metastatic, Castration-Sensitive Prostate Cancer.
N Engl J Med. 2019 Jul 4;381(1):13-24. doi: 10.1056/NEJMo0a1903307. Epub 2019 May 31. PMID: 31150574.

22. Armstrong AJ, Azad AA, Iguchi T, et al. Improved Survival With Enzalutamide in Patients With Metastatic Hormone-Sensitive
Prostate Cancer. J Clin Oncol. 2022 May 20;40(15):1616-1622. doi: 10.1200/JC0O.22.00193. Epub 2022 Apr 14.
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Perioperative Chemotherapy Perioperative, Adjuvant, and Neoadjuvant Chemotherapy

Adjuvant Therapy Adjuvant Therapy

B #1H7 Pembrolizumab

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

Adjuvant Intravesical Treatment
B {{{{F% Doxorubicin
B 751 Gemcitabine

Perioperative/Sandwich Therapy
B 73 Durvalumab + Gemcitabine + Cisplatin followed by Durvalumab
W 718 Enfortumab Vedotin (EV) + Pembrolizumab

U RS il



( BRENEREYERIES] )
Perioperative, Adjuvant, and Neoadjuvant Chemotherapy

Adjuvant Therapy

Gemcitabine + Cisplatin

#lit mg/m’ I ]
Gemcitabine 1000 30 mins d1, 8 Q3W 4 1
Cisplatin 70 >4 hrs dl Q3W 4

I ]

Gemcitabine 1000 30 mins d1, 8 Q3W 4 1
Cisplatin 35 >2 hrs di1, 8 Q3W 4

7 mg/m’ TR IRE RS
Gemcitabine 1000 30 mins d1, 8,15 Q4w Max 6 2
Cisplatin 70 >4 hrs dl Q4w Max 6

#li mg/m’ IR R
Nivolumab 240 mg > 30 mins dl Q2W 26* 18
*Up to 1 year

78 mg/m’ T ERE
Pembrolizumab 200 mg > 30 mins dl Q3w 18 22

(e e 80 e S el S B R RS KS )
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Adjuvant Intravesical Treatment

Fil iy mg/m2
BCG 81 mg dl QW 6 3

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

Gemcitabine 1600 mg dl QW 6 23

Intravesical MDP regimen

Mitomycin 30 mg dl Q3w 2 7
Doxorubicin 30 mg d8 Q3W 2

Cisplatin 30 mg dis Q3W 2

Neoadjuvant Therapy

IR R
Gemcitabine 1000 30 mins d1, 8 Q3wW
Cisplatin 70 >4 hrs dl Q3W

1,2

S~ &

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

Gemcitabine 1000 30 mins d1, 8 Q3W 4 1,2
Cisplatin 35 >2 hrs d1, 8 Q3W 4 N
%\\
& mg/m’ TR IRE R #
Gemcitabine 1000 30 mins d1, 8 Q3w 4 1,2 7%
Cisplatin 35 >2 hrs d1, 2 Q3W 4 %
2
il mg/m’ LI ¥
Gemcitabine 1000 30 mins di1, 8, 15 Q4w 4 1,2 B
Cisplatin 70 >4 hrs di Q4w 4 gﬂl

Perioperative/Sandwich Therapy =

iE

Gemcitabine + Cisplatin + Durvalumab prior to cystectomy, then durvalumab after cystectomy (for bladder cancer only) (category 1) é;

#lit mg/m’ kIR ] i H 9%

Durvalumab 1500 mg 1 hr dl Q3W 4 24 5

Gemctabine 1000 30 mins dl, 8 Q3w 4 5l
Cisplatin 70 >4 hrs d1 Q3w 4

followed by

Durvalumab 10 mg/kg 1 hr dl Q4w 8
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Perioperative Enfortumab Vedotin (EV) + Pembrolizumab

kIR ]

Pembrolizumab 200 mg > 30 mins dl Q3-4W 2-4 25,26
Enfortumab vedotin 1.25 mg/kg > 30 mins d1, 8 Q3-4W 2-4
followed by
Pembrolizumab 200 mg > 30 mins dl Q3-4W max 14. CH
(optional)
Enfortumab vedotin 1.25 mg/kg > 30 mins d1, 8 Q3-4W o

*max total 9 cycles of pre & post operation

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

Chemotherapy for Metastatic Disease

First-line Therapy

Gemcitabine + Cisplatin followed by Avelumab

U RS il

& mg/m’ iR RS
Gemcitabine 1000 30 mins dl, 8,15 Q4w 6 2,8
Cisplatin 70 >4 hrs d2 Q4w
followed by

Avelumab 10 mg/kg 1 hr dl Q2w 17



Gemcitabine + Cisplatin followed by Avelumab

P mg/m’ e il
Gemcitabine 1000 30 mins dl, 8 Q3W 4 15
Carboplatin AUC 4.5 1 hr dl Q3W
followed by
Avelumab 10 mg/kg 1 hr dl Q2w 17

Nivolumab + Gemcitabine + Cisplatin

#ilit mg/m’ LR
Nivolumab 360 mg > 30 mins dl Q3W 21
Gemcitabine 1000 30 mins d1, 8 Q3w Max 6
Cisplatin 70 >4 hrs dl Q3W Max 6
followed by
Nivolumab 480 mg > 30 mins dl Q4w Max 2 years

Gemcitabine + Cisplatin

il mg/m’ faEIRE
Gemcitabine 1000 30 mins dl, 8,15 Q4w 6 2,8
Cisplatin 70 >4 hrs d2 Q4w

Gemcitabine + Carboplatin

gy RE S
Gemcitabine 1000 30 mins dl, 8 Q3w 4 15
Carboplatin AUC 4.5 1 hr dl Q3W
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Pembrolizumab + Enfortumab vedotin

IR ]
Pembrolizumab 200 mg > 30 mins dl Q3W 19
Enfortumab vedotin 1.25 mg/kg > 30 mins d1, 8 Q3w
DDMVAC

P mg/m’ iR IRERs]

Methotrexate 30 30 mins dl Q2w 6 9,10
Vinblastine 3 30 mins d2 Q2w 6
Doxorubicin 30 30 mins d2 Q2w 6
Cisplatin 70 >4 hrs d2 Q2w 6

e
Methotrexate 30 30 mins dl or 2 Q2w 3-4 9,10
Vinblastine 3 30 mins dl or 2 Q2w 3-4
Doxorubicin 20-30 30 mins dl or 2 Q2w 3-4
Carboplatin*® AUC 4-5 1 hr dl Q2w 3-4

*For Cer<60 mL/hr only
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DDMVAC followed by Avelumab

#lik mg/m’ IR ]
Methotrexate 30 30 mins dl Q2w 6 9,10, 17
Vinblastine 3 30 mins d2 Q2w 6
Doxorubicin 30 30 mins d2 Q2w 6
Cisplatin 70 >4 hrs d2 Q2W 6
followed by
Avelumab 10 mg/kg 1 hr dl Q2w

PD-1 inhibitor (cisplatin ineligible)

Wi IRE ]
Atezolizumab 1200 mg 1 hr dl Q3W 11

kIR ]
Pembrolizumab 200 mg > 30 mins 1 Q3W 12

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

Cisplatin + 5-FU

i L ] i H

Cisplatin 15 >1hr di-3 QW 14

3
5-FU 400 30 mins di-3 QW 3
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5-FU + Mitomycin C

kIR ]
Mitomycin C 12 5-10 mins dl 13
5-FU 500 30 mins dl1-5, 16-20

Cisplatin + Paclitaxel

iy EIRE ]
Cisplatin 15 >1 hr d1-3 QW 3 14
Paclitaxel 50 >1 hr dl QW 3
PFL

LI ]

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

Cisplatin 50 >2 hrs d1 Q3W Min 3 16
Leucovorin 50 22-24 hrs di-3 Q3W Min 3 =
5-FU 500 22-24 hrs d1-3 Q3W Min 3 e

Low-dose Gemcitabine for induction therapy

& mg/m’ iR IS
Gemcitabine 27 30 mins dl, 4 QW 4 20

U RS il

Low-dose Gemcitabine for consolidation therapy

& mg/m’ e |
Gemcitabine 27 30 mins dl, 4 QW 2.5% 20
* Gemcitabine 27 mg/m2 delivered twice a week on days 1, 4, 8, 11, and 15 during consolidation therapy
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Adjuvant Chemotherapy
Clear cell histology

Pl mg/m2 e il

Pembrolizumab 200 mg > 30 mins dl Q3W Max 17 1

& mg/m’
Sunitinib 50 mg PO QD d1~28 Q6W Max 1 year 2

& mg/m’
Pazopanib 800 mg PO QD 3

2430k

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 7,}%
#

I . %
Axitinib + pembrolizumab %
ik mg/m’ b LR u

Pembrolizumab 200 mg > 30 mins dl Q3W Max 35 1 ﬁ
Axitinib 5 mg PO BID ]

Cabozantinib + Nivolumab

TR s

Nivolumab 240 mg > 30 mins dl Q2W Max 52 2 52
Cabozantinib 40 mg PO QD E
=]

5

Lenvatinib + Pembrolizumab

LIRS ]
Pembrolizumab 200 mg > 30 mins dl Q3w Max 35 3
Lenvatinib 20 mg PO QD dl Q3W



Ipilimumab + Nivolumab

Pl mg/m’

Nivolumab 3 mg/kg

Ipilimumab 1 mg/kg
Followed by

Nivolumab 3 mg/kg

Other Recommended Regimens

Axitinib + Avelumab

fERE R

> 30 mins dl Q3W 4 6
> 30 mins dl Q3W 4

> 30 mins dl Q3w

7 mg/m’

Avelumab 10 mg/kg
Axitinib 5 mg PO BID
Cabozantinib

Bk
1 hr dl QW 4

Cabozantinib

Pazopanib

60 mg PO QD

Pazopanib

800 mg PO QD
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Sunitinib

Sunitinib 50 mg PO QD d1~28 Q6w 9 8

Useful in Certain Circumstances

Active surveillance

High-dose IL-2

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

Pl mg/m’ g IRE ]
600,000 IU/kg .
1L-2 IV Q8H > 15 mins dl~5, 15~19 QI2W Max 3 10
Axitinib

Axitinib 5 mg PO Q12H 9

U e Q8 Pt



Risk: Poor/intermediate
Preferred Regimens

Axitinib + pembrolizumab

i IR ]
Pembrolizumab 200 mg > 30 mins dl Q3W Max 35 1
Axitinib 5 mg PO BID

Cabozantinib + Nivolumab

kIR ]
Nivolumab 240 mg > 30 mins dl Q2w Max 52 2
Cabozantinib 40 mg PO QD

Ipilimumab + Nivolumab

v EIRE ]
Nivolumab 3 mg/kg > 30 mins dl Q3W 4 6
Ipilimumab 1 mg/kg > 30 mins dl Q3w 4
Followed by
Nivolumab 3 mg/kg > 30 mins dl Q3W

Lenvatinib + Pembrolizumab

P mg/m’ e il
Pembrolizumab 200 mg > 30 mins dl Q3W Max 35 3
Lenvatinib 20 mg PO QD dl Q3w
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Cabozantinib

Cabozantinib 60 mg PO QD 5

Other Recommended Regimens

Axitinib + Avelumab

kIR ]
Avelumab 10 mg/kg 1 hr dl Q2w 4
Axitinib 5 mg PO BID
Pazopanib
PR mg/m’
Pazopanib 800 mg PO QD 7
Sunitinib

& mg/m’
Sunitinib 50 mg PO QD d1~28 Q6W 9 8
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Useful in Certain Circumstances
Axitinib

& mg/m’
Axitinib 5 mg PO Q12H 9

High-dose IL-2

2

i e mg/m
600,000 U/
kg IV Q8H

1IL-2 > 15 mins di1-5, 15-19 QI12W Max 3 10

Temsirolimusb

P mg/m’ iR IRE RS
Temsirolimus 25 mg 30-60 mins dl QW 11

CEPN
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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;
163: 1124-9
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Systemic Therapy for Relapse or Stage IV Disease
Systemic Therapy for Non-Clear Cell Histology

Preferred Regimens

Cabozantinib

B mg/m’
Cabozantinib 60 mg PO QD 1
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Nivolumab + Cabozantinib

filit mg/m’ kIR ]
Nivolumab 240 mg > 30 mins dl Q2W 5
Cabozantinib 40 mg PO QD

Pembrolizumab + Lenvatinib

U e Q8 Pt

LR ] #i%EH
Pembrolizumab 200 mg > 30 mins dl Q3W Max 35 3
Lenvatinib 20 mg PO QD dl Q3w



Other Recommended Regimens

Lenvatinib + Everolimus

& mg/m’ HhEEH

Lenvatinib 18 mg PO QD 2
Everolimus 5 mg PO QD
Nivolumab

& mg/m’ gk I R
Nivolumab 240 mg or 3 mg/kg > 30 mins dl Q2w 3,4
Pembrolizumab

kIR ]

Pembrolizumab 200 mg > 30 mins dl Q2w 6
Sunitinib

FlE mg/m’
S 50 mg PO QD 128 Q6W 9 7
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Useful in Certain Circumstances

Axitinib

Axitinib 5 mg PO Q12H 8

Bevacizumab

Bevacizumab 10 mg/kg >1hr dl Q2w 9

Bevacizumab + Erlotinib

#lit mg/m’ kIR
Bevacizumab 10 mg/kg >1hr dl Q2W 10
Erlotinib 150 mg PO QD

Bevacizumab + Everolimus

& mg/m’ iR RS
Bevacizumab 10 mg/kg >1 hr dl Q2W 11
Everolimus 10 mg PO QD
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Everolimus

Pl mg/m’
Everolimus 10 mg PO QD 12

Ipilimumab + Nivolumab

kIR ]
Nivolumab 3 mg/kg > 30 mins dl Q3W 4 13
Ipilimumab 1 mg/kg > 30 mins dl Q3W 4
Followed by
Nivolumab 480 mg > 30 mins dl Q4w Max 2 years
Temsirolimus

kIR ]
Temsirolimus 25 mg 30-60 mins dl QW 14

CEP N

1. Pal SK, Tangen C, Thompson IM, Jr., et al. A comparison of sunitinib with cabozantinib, crizotinib, and savolitinib for treatment
of advanced papillary renal cell carcinoma: a randomised, open-label, phase 2 trial. Lancet 2021;397:695-703.

2. Hutson TE, Michaelson MD, Kuzel TM, et al. A single-arm, multicenter, phase 2 study of lenvatinib plus everolimus in patients
with advanced non-clear cell renal cell carcinoma. Eur Urol 2021;80:162-170.

3. Koshkin VS, Barata PC, Zhang T, et al. Clinical activity of nivolumab in patients with non-clear cell renal cell carcinoma. J
Immunother Cancer 2018;6:9.

4. Product Information: OPDIVO
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5. Lee CH, Voss MH, Carlo MI, et al. Phase II trial of cabozantinib plus nivolumab in patients with non-clear-cell renal cell

carcinoma and genomic correlates. J Clin Oncol 2022;0:1C02101944.

6. McDermott DF, Lee JL, Ziobro M, et al. Open-label, single-arm, phase ii study of pembrolizumab monotherapy as first-line

therapy in patients with advanced non-clear cell renal cell carcinoma. J Clin Oncol 2021;39:1029-1039.

7. Product Information: SUTENT

8. Product Information: INLYTA

9. Yang JC, Haworth L, Sherry RM, et al. A randomized trial of bevacizumab, an anti-vascular endothelial growth factor antibody,

for metastatic renal cancer. N Engl ] Med 2003;349:427-434.

10. Srinivasan R, Su D, Stamatakis L, et al. Mechanism based targeted therapy for hereditary leiomyomatosis and renal cell cancer
(HLRCC) and sporadic papillary renal cell carcinoma: interim results from a hase 2 study of bevacizumab and erlotinib
[abstract]. Eur J Cancer 2014;50:8.

11. Voss MH, Molina AM, Chen YB, et al. Phase II trial and correlative genomic analysis of everolimus plus bevacizumab in
advanced non-clear cell renal cell carcinoma. J Clin Oncol 2016;34:3846-3853.

12. Armstrong AJ, Halabi S, Eisen T, et al. Everolimus versus sunitinib for patients with metastatic non-clear cell renal cell
carcinoma (ASPEN): a multicentre, open-label, randomised phase 2 trial. Lancet Oncol 2016;17:378-388.

13. Tykodi SS, Gordan LN, Alter RS, et al. Safety and efficacy of nivolumab plus ipilimumab in patients with advanced non-clear
cell renal cell carcinoma: results from the phase 3b/4 CheckMate 920 trial. J] Immunother Cancer 2022;10.

14. Dutcher JP, de Souza P, McDermott D, et al. Effect of temsirolimus versus interferon-alpha on outcome of patients with
advanced renal cell carcinoma of different tumor histologies. Med Oncol 2009;26:202-2009.
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