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Intial prostate cancer diagnosis Workup

* Perform physical exam
» Perform digital rectal exam (DRE) to
 confirm clinical stage

+ PSA
+ Obtain and review diagnostic prostate See Initial Risk Stratification and
biopsies Staging Workup for Clinically

+ Estimate life expectancy Localized Disease

* Inquire about known high-risk ermline

Clinically localized
prostate cancer
(Any T,NO, MO or
Any T, NX, MX)

Y
\ 4

* mutationsc
+ Obtain family historyctgenetic testing
» Assess quality-of-life measures

* Perform physical exam
* Perform imaging for staging

* Perform DRE to confirm clinical stage )
Perform and/or collect PSA and See Regional Prostate Cancer
calculate PSADT

Regional prostate
(Any T, N1, MO0)

Y

Y

» Estimate life expectancy

* Inquire about known high-risk

Metastatic prostate germline mutationsc .
cancer (Any T, Any N, M1) + Obtain family historyctgenetic testing See Metastatic Prostate Cancer

+ Assess quality-of-life measuresd

\

Y




{ Urology tumor-Prostate cancer treatment consensus-2 )
INITIAL RISK STRATIFICATION AND STAGING WORKUP FOR CLINICALLY LOCALIZED DISEASE

Risk Group Clinical/Pathologic Features Additional Evaluationg,h Initial Therapy

Lowe Has all of the following but does not qualify for very low risk: Conﬁrmatory testing See low Risk
e cTl-T2a can be used to assess the Group
+ Grade Group 1 appropriateness of active
* PSA<10ng/mL surveillance

Intermediate |Has all of the following: Favorable Has all of the following: Conﬁrmatory testing See
*No high-risk group features intermediate * 1IRF can be used to assess the Intermediate
*No very-high-risk group ¢ Grade Group 1 or 2 appropriateness of active Risk Group
features *  <50% biopsy cores positive surveillance
*Has one or more factors (IRFs): (eg, <6 of 12 cores)
» cT2b—T2c Unfavorable Has one or more of the following: Bone and soft tissue imaging See
» Grade Group 2 or 3 intermediate |+ 2 or 3 IRFs Intermediate
» PSA 10-20 ng/mL * Grade Group 3 Risk Group
e >50% biopsy cores positive
(eg, > 6 of 12 cores)

High It has one or more high-risk characteristics, but does not meet the criteria for extremely high Bone and soft tissue imaging See high Risk
risk : Group
e cT3-cT4
* Grade Group 4 or Grade Group 5
e PSA>20ng/mL

Very high |Has at least two of the following: : Bone and soft tissue imaging See Very high

e cT3-cT4 Risk Group

* Grade Group 4 or Grade Group 5 OR
¢ PSA>40 ng/mL
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Risk Group Expected Patient Initial Therapy Adjuvant Therapy

Survival
Active surveillance
» or EBRT
or HIFU
»| = 10 years —>
> Radical prostatectomy F—————— > Radical prostatectomy
Lowrisk  ——
> . . Undetectable PSA : detectable PSA
< 10 years »| Active surveillance ; .
If the following pathological +
conditions or lymph node .
metastasis are present Risk reassessment;

Consider: bone and soft
tissue imaging, prostate

biopsy.if non distant

Observation .
or consideration of treatment metastasis,
(EBRT+/-ADT+/- EBRT+/-ADT+/-
Abiraterone) Abiraterone

Pathologic : Margin(+), extra- capsule invasion,SV invasion
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Risk Group Expected Patient Survival Initial Therapy Adjuvant Therapy

Favorable risk:
Active surveillance or EBRT or Radical
prostatectomy+BPLND or HIFU

Radical prostatectomy

>10 years >

Unfavorable risk * Pathologic : Margin(+), extra- capsule
Radical prostatectomy+BPLND or EBRT invasion.SV invasion
* Intermediate ADT(4-6months) or HIFU i |
« -Favorable -
« _Unfavorable Favorable risk : ¢ ¢
EBRT or' brachytherapy or HIFU or Undetectable PSA : detectable PSA
<l0years [ [(J)b;ervatLoln(?rif?rred) If the following +
E];IZ({“T-F:];;(4'6 ths) or HIFU pathological conditions
-6months) or or :
observation or lymph node metastasis Risk reassessment;
are present Consider: bone and soft
EBRT+ADT(1-3 years) ¢ tissue imaging, prostate
>5 years or or EBRT+ADT(2years)+Abiraterone(ve . biopsy.if non distant
symptomatic ] ry high) Observation metastasis,
* High and or Radical prostatectomy+BPLND (P athologllc, lymph node EBRT+/-ADT+/-
« very high metastasis) Abiraterone
<5 years or —»| Observation or EBRT+/-ADT or consideration of
asymptomatic treatment.

For patients with moderate risk and a life expectancy of >10 years, or high/very high risk and a life expectancy of >5 years, and with local lymph
node metastasis (expected lymph node metastasis probability > 2-7%), pelvic lymph node dissection is recommended.
Pathologic : Margin(+), extra- capsule invasion,SV invasion
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Risk Group Expected Patient Survival Initial Therapy

*Proton therapy is only applicable to selective patients.
**Patients with a mean life expectancy greater than 10 years, resectable lesions, and undergoing clinical trials or planned multimodal therapy.
PSMA-positive metastases: Radiotherapy may be considered for selective patients.
Pathologic : Margin(+), extra- capsule invasion,SV invasion

EBRT +ADT(24months)+Abiraterone Radical prostatectomy
or EBRT+ADT(24-36 months)
>5 years or .
g . or ADT+/-Abiraterone
symptomatic ¢ ¢
Undetectable PSA : detectable PSA
Any T,NI, M0 **Radical prostatectomy+BPLND [fthe fol¥0w1ng . +
> pathological conditions
or lymph node metastasis Risk reassessment:
are present Consider: bone and soft
¢ tissue imaging, prostate
biopsy.if non distant
_ Observation Observati.on metastasis,
Ly 5 years or ' or EBRT (pathologl.c, lymph node EBRT+/-ADT-+/-
asymptomatic or ADT+/-EBRT metast.aSIS) . Abiraterone
or consideration of
treatment.
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Initial Therapy

Risk Group

_ | High volume with simultaneous/

metachronous metastasis

Any T, Any N, M1 —

_| Low-volume synchronous

\ 4

Testicularectomy and/or ADT(long term)+/-Docetaxel
or Abiraterone or Apalutamide or Enzalutamide

or Darolutamide + Docetaxel + prednisolone/
dexamethasone

metastasis or synchronous
oligometastasis

_ | Low-volume metachronous
metastases

\ 4

Testicularectomy and/or ADT(long term)+/-Docetaxel
or Abiraterone or Apalutamide or Enzalutamide

or Darolutamide or EBRT to the primary tumor for
low metastatic + Abiraterone/Apalutamide/Docetaxel
£ Enzalutamide(2b)

Bone Metastatic treatment: denosumab or zoledronic acid or Radium-223
(mCRPC) CRPC treatment : abiraterone+prednisolone/dexamethasone
BRCA1/2 mutation : PARP inhibitors may be considered for use in
selective patients.

*Proton therapy is only applicable to selective patients.

**Patients with a mean life expectancy greater than 10 years, resectable lesions, and undergoing
clinical trials or planned multimodal therapy.

PSMA -positive metastases: Radiotherapy may be considered for selective patients.

\4

Testicularectomy and/or ADT(long term)+
or Abiraterone or Apalutamide or Enzalutamide
or Darolutamide or EBRT
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Local treatment or total gland ablation therapy principles

General principles

Local therapy as initial treatment for local prostate cancer is an experimental and emerging technology. There is a lack
of randomized controlled trials and long-term follow-up evidence to prove that it is superior to or non-inferior to existing
recommended treatments.

Newly diagnosed or previously untreated prostate cancer

Pathological confirmation and risk stratification are essential before considering ablation or local treatment.

For low-risk prostate cancer, active surveillance is recommended as the first-line treatment.

The expert panel also believes that ablation or local treatment is not recommended for high-risk, very high-risk, regional, or
metastatic prostate cancer unless it is being tested in a clinical trial.

Currently, there is insufficient comparative benefit evidence to recommend local treatment for intermediate-risk prostate cancer
patients. Ablation and local treatment for these patients are recommended to be used in clinical trials.

Long-term follow-up is particularly important due to the high rate of repeat treatment required after local treatment and the
increased risk of toxicity.

Currently, there is no universally accepted standardized follow-up protocol; patients often require regular imaging and prostate
biopsies.

IRE (Irreversible Electroporation Ablation):

The UK's National Institute for Health and Clinical Excellence (NICE) has issued national-level interventional procedure guidance

(IPG 768) for IRE (irreversible electroporation ablation) in prostate cancer. It recommends use under "special arrangements"

(not routinely adopted) and requires clinical management, informed consent, and review/registration or study monitoring. IRE

for prostate cancer should be limited to environments with appropriate clinical management, informed consent and review, and




outcome registration/auditing or study monitoring. The guidance committee believes that while current evidence suggests the

therapy is effective in the short to medium term with no major safety concerns, several uncertainties remain, including long-term

efficacy, optimal indications, and which patients will benefit most. Based on these uncertainties, it is recommended that IRE be

performed under controlled conditions rather than immediately incorporated into general clinical practice. ° (www.nice.org.uk/

guidance/ipg768)

Scheltema MJ, Geboers B, Blazevski A, Doan P, Katelaris A, Agrawal S, Barreto D, Shnier R, Delprado W, Thompson JE,
Stricker PD. Median 5-year outcomes of primary focal irreversible electroporation for localised prostate cancer. BJU Int. 2023
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, Rastinechad AR, Schwartz MJ, Uchio EM, Sidana A,
Helfand BT, Gahan JC, Yu A, Vourganti S, Barqawi AB, Brisbane WG, Wysock JS, Polascik TJ, McClure TD, Coleman JA.
A Description and Safety Overview of Irreversible Electroporation for Prostate Tissue Ablation in Intermediate-Risk Prostate
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
multi-center international study to evaluate the safety, functional and oncological outcomes of irreversible electroporation for
the ablation of prostate cancer. Prostate Cancer Prostatic Dis. 2024 Sep;27(3):525-530. doi: 10.1038/s41391-023-00783-y. Epub
2024 Jan 9. PMID: 38195916; PMCID: PMC11319192.
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HIFU (High-Intensity Focused Ultrasound) Technique and Method:
» HIFU is a type of thermal ablation therapy. High-intensity focused ultrasound (HIFU) is emitted through a transrectal or

o

transurethral cavity. After focusing, it generates localized high temperatures (approximately 60—70 C) in the target tissue,
leading to coagulative necrosis.

* The tissue destruction mechanism includes two main effects: thermal effect and cavitation.

* Treatment can be performed using a "total ablation" or "focal/subtotal ablation" approach.

* The current mainstream approach uses transrectal ultrasound, and it may also be combined with image guidance (e.g., ultrasound

+ MRI fusion, or direct MRI guidance) to improve localization accuracy.

HIFU is suitable/recommended for:

* Localized prostate cancer, i.e., cancer that has not spread beyond the prostate.
* Not recommended for high-risk or "intermediate-unfavorable risk" prostate cancer.

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.
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Clinical Initial
Presentation Evaluation

Suspicion of
bladder cancer

History and physical
examination

If the onset is early,

or there is a history

of Lynch’s disease,
related cancers, or a
family history of these
conditions, consider
genetic testing and
counseling
Cystoscopy * biopsy
Urine cytology
Abdominal/pelvic
imaging (including the
upper urinary tract)
Smoking cessation

>

Primary Evaluation/
Surgical Treatment

_>| Non-musle invasion I

Presumptive
Clinical Stage

cTa

cT1

Examination under anesthesia (bimanual)
+ single-dose intravesical chemotherapy within
24 hours of TURBT(not immunotherapy)

 Full blood test

(CBC)
Musc}e || * Biochemistry test
mvasive including alkaline

phosphatase
 Chest imaging
* Bone scan (if

needed)

T

CIS

—| Stage 11 (cT2, NO) |

Stage I1IA
(cT3-4a, NO; cT1-4a, N1)

—| Stage I11B (cT1-4a, 2,3) |

Stage IVA

(cT4b, Any N, M0O;Any T,
Any N, Mla)

Metastatic

| Stage IVB
(Any T, Any N, M1b)
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Non-Muscle Invasive Bladder Cancer
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Low-grade Management .
. NMIBC Residual | 5| per NMIBC risk
Visually NMIBC or | |group
complete - no residual (BL-3)
resection High-grade cancer
NMIBC T1 or
Initial TURBT . . consider for —» Repeat
shows NMIBC Visually incomplete TURBT
. . select Ta**
resection or High-
volume tumor* > MIBC > See BL-1
AUA Risk Stratification for Non-Muscle Invasive Bladder Cancer
Low Risk Intermediate Risk High Risk
@ Papillary urothelial @ Low grade urothelial carcinoma @ High grade urothelial carcinoma
neoplasm of low malignant » Tl or » CIS or
potential »>3 cmor » Tl or
@ Low grade urothelial » Multifocal or » >3 cm or
» Ta and » Recurrence within 1 year » Multifocal
» <3 cmand @ High grade urothelial carcinoma @ Very high risk features (any):
» Solitary » Ta and » BCG unresponsive
» <3 cm and » Certain histopathologic subtypes
» Solitary » Lymphovascular invasion
» Prostatic urethral invasion

*Tumors >3cm or multiple lesions

**High-grade pathological sections did not include the muscle layer; the tumor was >3cm.
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MANAGEMENT PER NMIBC RISK GROUP

AUA RISK GROUP INITIAL MANAGEMENT FOLLOW-UP

Low »| Surveillance >
Intravesical
Intermediate » therapy(preferred) or >
Surveillance °Cytc.)l.ogy
positive
*Imaging
Very-high N grystectomy(preferred) N negative -
- Risk features BCG «Cystoscopy » See BL-4
| received If prior BCG, negative
BCG -, maintenance
No very-high L, BCG(catl preferred) or . BCG
) Risk features Cystectomy (preferred) Reclassify AUA
High-H Cystoscopy | I Risk Group
negative
Cystectomy (preferred) or intravesical and me%nage
chemotherapy or Pembrolizumab accordingly
> BCG (for specific patients)
resistance or ¥ or Nadofaragene firadenovec-vncg >
intolerance (for specific patients)
or Nogapendekin alfa inbakicept-pmln +
BCG (for specific patients)
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Management of Positive Urine Cytology

RECURRENT OR PERSISTENT EVALUATION TREATMENT

DISEASE FOLLOW-UP
RESULTS
Bladder, Follow-up was conducted 3 months later,
. prostate, and followed by longer intervals or for those who had
> Repeat cytology within 3 > upper tract > previously received BCG treatment, with BCG
months negative maintenance therapy (selective)
» Consider selecting
partial biopsies including
transurethral prostate
biopsies and Reclassification and
» Upper urinary tract £ Blafifler » assessment of AUA risk » See BL-3
Cyt_o%ogy || cytology and positive stratification
positive » Consider ureteroscopy
and
» Consider special
cystoscopy Prostate . . .
» Consider non- urinary > positive » See Prostatic urothelial carcinoma

tract sources (e.g.,

vagina, cervix, rectum).
Consider referral to a

gynecologist or other
possible specialist. »| Upper tract
positive

\ 4

See Upper urinary tract tumors
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Clinical Adjuvant Treatment
Staging

Neoadjuvant cisplatin-based +/-perioperative/

_y.| sandwich immunotherapy follow byradical cystectomy
or partial cystectomy (Single lesion, located in an —>
appropriate area without carcinoma in situ)

¢ Ifneoadjuvant cisplatin-based-+Durvalumab
preoperatively, Durvalumab treatment should be
continued postoperatively.
*Abdominal/ * Ifnot neoadjuvant cisplatin-based chemotherapy,
pelvic or and pT3, pT4a, LN(+), consider adjuvant cisplatin-

CT or MRI If cisplatin-based chemotherapy is not suitable, > based .chemothergpy or a(_iJuvar.1t immunotherapy.

*Chest CT > . * Ifreceived neoadjuvant cisplatin-based

cystectomy is recommended. .

*+ Bone scan or chemotherapy, and ypT2-ypT4a LN(+), consider
MRI if bone or adjuvant immunotherapy.

Stage 11 || metastases are »| Radical cystectomy or partial cystectomy (single o If pT3-4,LN(+), margins(+), consider adjuvant RT*
(cT2, NO) SUSPGCt lesion, appropriate location, no carcinoma in situ)

*Estimateglo- 1. If Tis, Ta, or T1, consider TURBT
merul.ar or +/- intravesical drug therapy or
filtration rate . t 2 If istent T2 id ical

GEFR) Maxial TURBT+ Reassess tumor | | tumor - If persistent T2,consider surgica
t(o assess > concurrent N status 2-3 resection or
e chemoradiotherapy months after 3. Treat as metastatic disease
eligibility
f isplati treatmen Ly -
or cisplatin or .>| NO tumor |—>| Surveillance
Patients unsuitable for Rte?jsezsztmnor - 1. Systemic therapy or .radiatiqn
L>| cystectomy or CCRT: > status 2- _, therapy (RT) alone. (if no prior RT)
months after 2. TURBT % intravesical drug therapy

EBRT*or TURBT

treatmen 3. best supportive care
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Adjuvant Treatment
Staging

. « If neoadjuvant cisplatin-based+Durvalumab preoperatively,
Radical cystectomy ) | Durvalumab treatment should be continued postoperatively.
+ -neoadjuvan.t c1sp1a.t1n- * If not neoadjuvant cisplatin-based chemotherapy, and pT3,
* Abdominal/ | based .+/ -.Perloperatlve/ pT4a, LN(+), consider adjuvant cisplatin-based or adjuvant
pelvic CT or sandwich immunotherapy immunotherapy.
MRI * If received neoadjuvant cisplatin-based chemotherapy, and
* Chest CT ypT2-ypT4a LN(+), consider adjuvant immunotherapy.
* tBone scan or o If pT3-4,LN(+), margins(+), consider adjuvant RT*
MRI if
Stage IIIA: metaslta‘ts););1 Zre
(cT3,NO; L, ; .
¢T4a.NO; . ]:letsil;z;te . Reassess tumor | 1 Tumor | 1. If CIS, Ta, (?r T1, cgns1der
cT1-T4a,N1) merular & _ | Maximal status 2-3 | EURBTH_ intravesical drug
; "I TURBT+CCRT* months  after therapy or .
filtration rate treatment 2. If persistent T2,consider
(GFR) surgical resection or
to assess 3. Treat as metastatic disease
eligibility
for cisplatin »>INO .
Poor Reassess tumor —»{ Surveillance
condition,requiring status 2-3 > tumeor
Consider FDG-PET/CT scan for selective patients. diati ’h > ths aft N
Cancer thermal therapy may be considered for radiation therapy or months atter Systemic therapy or TURBT+/-
selective patients. TURBT treatment > Tumor > intravesical drug and best
*Proton therapy is only applicable to selective .
supportive care

patients.
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Adjuvant Treatmont
Staging

complete L Radical cystectomy or CCRT

*Abdominal/pelvic )
response or surveillance

CT or MRI

* Chest CT

* tBone scan or
MRI if bone
metastases are Reassess the

Stage I11B suspect Systemic tumor status _ | Partial L, Radical cystectomy or CCRT or Treat

cT1-4a, N2-3 * Estimateglomerular therapy 2-3 months " | Response as metastatic disease
filtration rate (GFR) after treatmen
to assess eligibility
for cisplatin

* Recommend
referral to genetic Progressive
counselor | disease

—> Treat as metastatic disease

Tumor thermal therapy may be considered for selective patients.
* Proton therapy is only applicable to selective patients.
Consider FDG-PET/CT scan for selective patients.
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Clinical Additional Primary Treatment Adjuvant Treatment
Staging Workup

systemic therapyt After Consider systemic therapy
- k 1
Systemic 2 .3 cycles, reassess N NO | of ('JC.RT (for not receufed
therapy | with cystoscopy, EUA, tumor Radiation therapy) or Radical
*Abdominal/ cT4b, TURBT, and imaging of cystectomy
pelvic CT/MRI | —»|Any abdomen/pelvis
: ngs;elrsr;zimg N.MO systemic Therapy
+ Estimate CCRT | »|Reassess tumor status L »| Tumor 1> tC(?RCT*(for not recei\_/ed
Stage | | glomerular | 2-3months after Radiation therapy)+/- Radical
IVA filtration rate treatment B cystectomy
(GFR) to assess
E}Lgllzltliﬁy for L, iny L Cystoscopy, palpation CR/PR Systemic therapy, or combined
b ny Systemic under anesthesia, TURBT ™| with radiation therapy* or
*Molecular/geno N,Mla > : - .
mic testingff therapy and abdominal/pelvic radical cystectomy
imaging evaluation
Stabl Lo
ave 1y Treat as metastatic disease
or PD

* +Bone scan or MRI if bone metastasis is suspected
Stage IVB, * Chest CT scan to consider central. nervous system‘imagin‘g
A * Evaluation of glomerular filtration rate (GFR) is required
ny T, Any > . :
when using platinum-based chemotherapy
N, MIb * Biopsy of metastatic lesions to be considered
* Molecular genetic testing to be considered

—> Systemic treatment and/or palliative radiation therapy *

Consider FDG-PET/CT scan in selective patients.
Tumor thermal therapy may be considered in selective patients.
*Proton therapy is only applicable to selective patients.
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Suspicious
mass

1. History and physical

2. CBC/DC, metabolic
assessment

3. Urinalysis

4. Abdominal * pelvic
CT /MRI

5. Chest CT (preferred)
or chest X-ray

6. If clinically indicated,
bone scan, brain MRI,
consider core needle
biopsy (fine needle
biopsy is insufficient)

7. If urothelial carcinoma
is suspected
(e.g., central mass),
consider urine cytology,
ureteroscopy, or
percutaneous biopsy

8. If there are multiple
renal masses, < 46 years
of age, or a family
history,consider genetic
evaluation

>

Stage [
(T1a)

e

Stage 1
(T1b)

Partial nephrectomy (preferred)
or Ablative SBRT Active
surveillance
Or Radical nephrectomy

(in select patients )

Partial nephrectomy

or Radical nephrectomy

Or active surveillance

(in select patient) Ablative
(in select patient )

£ SBRT (in select patient)

Stage 11

Stage I11

Surveillancee

Partial nephrectomy
or Radical nephrectomy
or SBRT (in select patient)

>

Clear cell histology :

Surveillance

Adjuvant pembrolizumab
(Grade 4 tumors with
clear cell histology

+ sarcomatoid features)
Non-clear cell histology:
Surveillancee

Clinical Adjuvant therapy Follow up
Staging

Radical nephrectomy or
Partial nephrectomy

(If clinically indicated)

or SBRT(in seclect patient)

>

Stage IV

>

next page

Clear cell histology :
Adjuvant pembrolizumab
or Surveillance
Non-clear cell histology:

Surveillance or clinical [

trial

Y

Follow-up
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Clinical Staging

Nephrectomy
Resectable I—» clear cel! histology : a(.ij}n{ant . Systemic therapy
T4, M0 Pembrolizumab or Sunitinib or s.urvelllance —»| (poor-riskpoor-risk features)
Non-clear cell histology : surveillance or

I

(Urology tumor- Kidney Cancer
treatment consensus-4.5.6)

Unresectable

clinical trial

——| Consider tissue sampling
S wHM1 Rescetable |_ | Cytoreductive nephrectomy
tage > Ti li (Some patients) ]
Unrescetable l—» 1ssue sampling
> Clinical trial
Clear cell pathology:

Clinical trials or first-line treatment
Or metastatic resection or SBRT or ablation technique

A

(oligometastasis) Clinical trials
Or complete resection of metastatic lesions, adjuvant pembrolizumab [ Follow-up > or clear cell pathology follow-up therapy
and best supportive care within 1 year after nephrectomy or metastatic lesion resection or SBRT

or ablation techniques (oligometastasis) and best

supportive care

Non-clear cell pathology:

Clinical trials . ) :

. . . Clinical trials or see systemic therapy or
or systemic therapy or metastatic resection | Foll metastatic resection or SBRT or ablation
SBRT or ablation techniques (oligometastasis) orow-up ; ; ; ;
or q g techniques (oligometastasis) and best supportive

and best supportive care care.

Y
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Memorial Sloan Kettering Cancer Center (MSKCC) Prognostic Model

Prognostic Factors Prognostic Risk Groups

* Interval from diagnosis to treatment of less than 1 year * Low-risk group: no prognostic factors

* Karnofsky performance status less than 80% * Intermediate-risk group: one or two prognostic factors
¢ Serum LDH greater than 1.5 times the upper limit of normal * Poor-risk group: three or more prognostic factors

* Corrected serum calcium greater than the ULN
* Serum hemoglobin less than the lower limit of normal (LLN)

International Metastatic Renal Cell Carcinoma Database Consortium (IMDC) Criteria

Prognostic Factors Prognostic Risk Groups

* Less than one year from time of diagnosis to systemic therapy * Favorable-risk group: no prognostic factors

* Performance status <80% (Karnofsky) * Intermediate-risk group: one or two prognostic factors
* Hemoglobin < lower limit of normal (Normal: 120 g/L or 12 g/dL) * Poor-risk group: three to six prognostic factors

* Calcium > upper limit of normal (Normal: 8.5-10.2 mg/dL)
* Neutrophil > upper limit of normal (Normal: 2.0-7.0 X 109/L)
* Platelets > upper limit of normal (Normal: 150,000-400,000))
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PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

First-line treatment for clear cell renal cell carcinoma

Rish Preferred option Other recommended options | Useful in some situations
Favorable *Axitinib + pembrolizumab(cat 1) *Axitinib + avelumab *Active surveillance
*Cabozantinib + nivolumab(cat 1) *Pazopanib *Axitinib (cat 2B)
*Lenvatinib + pembrolizumab(cat 1) *Sunitinib
eIpilimumab + nivolumab (cat 1) *Cabozantinib (cat 2B)
Intermediate *Axitinib + pembrolizumab (cat 1) *Axitinib + avelumab * Axitinib (cat 2B)
/Poor *Cabozantinib + nivolumab (cat 1) *Pazopanib
eIpilimumab + nivolumab (cat 1) *Sunitinib

*Lenvatinib + pembrolizumab (cat 1)

*Cabozantinib
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PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

Subsequent treatment of clear cell renal cell carcinoma

Immunotherapy

Preferred

Useful in some situations

Never received immunotherapy

* Axitinib + pembrolizumab

* Cabozantinib

* Cabozantinib + nivolumab

* Everolimus + lenvatinib

¢ Ipilimumab + nivolumab

* Lenvatinib + pembrolizumab
* Nivolumab

* Axitinib

* Everolimus

* Lenvatinib

* Pazopanib

* Sunitinib

* Tivozanib

* Belzutifan (category 2B)

* Bevacizumab (category 2B)

Previously received immunotherapy

* Axitinib

* Belzutifan

» Cabozantinib

* Lenvatinib + everolimus
* Tivozanib

* 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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PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE
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First-line treatment for non-clear cell renal cell carcinoma

Preferred

Other recommended options

Useful in some situations

¢ Clinical trial

 Cabozantinib

* Cabozantinib + nivolumab

* Lenvatinib + pembrolizumab

*Erlotinib+bevacizumab Suitable for
patients with aggressive papillary
renal cell carcinoma, including
HLRCC renal cell carcinoma.

* Everolimus/ lenvatinib

* Nivolumab

* Pembrolizumab

* Sunitinib

* Axitinib

* Everolimus

* Everolimus+bevacizumab

* Ipilimumab +nivolumab (cat 2B)
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