Urinary Tract Tumors
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TMU Taipei Cancer Center
Intial prostate cancer diagnosis Workup

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

Clinically localized * PSA and PSA density
inically localize + Obtain and review diagnostic prostate See Initial Risk Stratification and
prostate cancer »| ¢ biopsies »| Staging Workup for Clinicall
(Any T,NO, MO or > v b i > N gl.g o p y
Any T, NX, MX) sterlate ife expectanc.y . . ocalized Disease
* Inquire about known high-risk ermline

* 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
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INITIAL RISK STRATIFICATION AND STAGING WORKUP FOR CLINICALLY LOCALIZED DISEASE

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

Very low |Has all of the following: Confirmatory testing can be used |See Very low
* cTlc to assess the appropriateness of  |Risk Group
e Grade Group 1 active surveillance
¢ PSA<10ng/mL
e <3 prostate biopsy fragments/ cores positive < 50% cancer in each fragment/core
* PSA density <0.15 ng/mL/g

Lowe Has all of the following but does not qualify for very low risk: Confirmatory testing See low Risk
* cT1-cT2a 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 e 1IRF can be used to assess the Intermediate
*No very-high-risk group * Grade Group 1 or 2 appropriateness of active Risk Group
features e <50% biopsy cores surveillance
*Has one or more factors (IRFs): positive (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 e 2or31IRFs + Ifregional or distant Intermediate
» PSA 10-20 ng/mL  Grade Group 3 metastases are found, see Risk Group
* >50% biopsy cores PROS-8 or PROS-12
positive (eg, > 6 of 12 cores)
High Has no very-high-risk features and has exactly one high-risk feature: Bone and soft tissue imagingi,j  |See high Risk

e cT3aOR + Ifregional or distant Group
¢ Grade Group 4 or Grade Group 5 OR metastases are found, see
¢ PSA>20 ng/mL PROS-8 or PROS-12

Very high |Has at least one of the following: Bone and soft tissue imagingi,j  |See Very high
e cT3b-cT4 + Ifregional or distant Risk Group

¢ Primary Gleason pattern 5
» 2 or 3 high-risk features
e >4 cores with Grade Group 4 or 5

metastases are found, see
PROS-8 or PROS-12
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TMU Taipei Cancer Center

Risk Group Expected Patient Initial Therapy Adjuvant Therapy

Survival
Very Low: » = 10y —>| Active surveillance > Progressive disease
e Tlc
* Grade Group 1
* PSA< 10 ng/ml hology:
& . — Adverse feature(s) pat O. OBy
» Fewer than 3 prostate biopsy Margin(+), extra-
. N and no lymph . .
cores positive, < 50% cancer capsule invasion,
. node metastases : . .
in each core EBRT4ADT SV invasion,
* PSA density <0.15 ng/mL/g > < 10y —>» Observation - detectable PSA
Active surveillance( or EBRT*
> = 10y —>or Radical prostatectomy or —
Low: HIFU) * Option: proton
* TI-T2a
 Grade Group 1
* PSA <10 ng/ml
> < 10y —>» Observation
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Risk Group Expected Patient Survival Initial Therapy Adjuvant Therapy

Intermediate: Favorable intermediate: Active surveillance or Progressive disease
Intermediate risk factors (IRF): EBRT* or brachytherapy or RP+PLND or HIFU#
* cT2b—T2c >10y | Unfavorable intermediate:
* Grade Group 2 or 3 RP+PLND or EBRT*+ ADT (4-6 mo) or EBRT* Adverse pathology:
* PSA 10-20 ng/mL +brachytherapy + ADT (4-6 mo) or HIFU# feature(s) and Margin(+),
Favorable intermediate no lymph node extra- capsule
¢ 1IRF and Favorable intermediate: EBRT* or brachytherapy metastases : invasion, SV
» Grade Qroup lor2 anq . or HIFU or Observation Monitoring with | |invasion,
* <50% biopsy cores positive <10y [ Unfavorable intermediate: consideration of | | detectable
Unfavorable intermediate: EBRT*+ ADT (4-6 mo) or EBRT* +brachytherapy | |early RT for a PSA
* 2 or 3 IRFs and/or + ADT (4-6 mo) or HIFU# or Observation detectable and
 Grade Group 3 and/or rising PSA or
* >50% biopsy cores positive EBRT* + ADT(1.5-3 y)or EBRT* PSA >0.1ng/mL

> Sy or _ | tbrachytherapy +ADT(1-3 y)or EBRT* ort ADT
High and Very High: symptomatic | + ADT(2y)+Abiraterone ( Very High) #
* = T3aor RP+PLND
« Grade Group 4 or Grade Lymph node metastasis:
Group 5 or = 5y and »| Obscrvation or EBRT or ADT (1.5-3y) | |21 £ EBRT or Monitoring with
« PSA >20 ng/ml asymptomatic ) cOnsideration of early treatment

for a detectable and rising PSA or
............................................................................................. PSA >0.1 ng/mL

e lowrisk = 10y, Intermediate = 10y, if predicted probability of LN metastasis = 2% : RP + PLND
* high risk, very high risk : RP + PLND * Option: proton #Option
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TMU Taipei Cancer Center
Risk Group Initial Therapy

Regional o155 v or symptomatic _ | EBRT*+ ADT + Abiraterone(preferred) or ADT +
> 72y orsymp " | Abiraterone or RP + PLND**
Any T, N1, MO —
<5y and asymptomatic » Observation or ADT (along)

Y

Testicularectomy and/or ADT(along) +

* Docetaxel + Abiraterone or Darolutamide
* Abiraterone+ prednisolone/dexamethasone
* Apalutamide

* Enzalutamide

High-volume synchronous
metastases

Y

\ 4

High-volume metachronous
metastases or Low-volume
synchronous

Testicularectomy and/or ADT(along) +
* Abiraterone+ prednisolone/dexamethasone

Any T, Any N, M1

Y

Y

* Apalutamide
* Enzalutamide
Low-volume metachronous * Docetaxel + Abiraterone or Darolutamide
> metastases * EBRT to the primary tumor for low metastatic

* tAbiraterone or Docetaxel

Bone Metastatic treatment: denosumab or zoledronic acid or Radium-223 (mCRPC) Testicularectomy and/or ADT(along) +

CRPC treatment : abiraterone+prednisolone/dexamethason « Abiraterone+ prednisolone/dexamethasone

* Option: proton

Y

* Apalutamide

**Use of this approach should be limited to patients with >10-year life expectancy  Enzalutamide

and resectable disease and should be used in the context of a clinical trial or planned
multimodality approach. * EBRT
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Clinical Initial
Presentation Evaluation

Suspicion of
bladder cancer

H&P

Consider genetic
testing and genetic
counselor referral

if younger age at
presentation and/

or personal or family
history of Lynch
syndrome-related
cancerb

Office cystoscopy
Consider cytology
Abdomen/pelvis
imagingc(includes
upper urinary

tract collecting system
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)

Muscle
invasive

*CBC

*Chemistry
profile,including
alkaline phosphatase

*Chest imaging

*Bone scan if
clinical suspicion or
symptoms of bone
metastases

i

cTis

—| 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

RISK STRATIFICATION OF NMIBC

YR

TMU Taipei Cancer Center

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 »T1 or » CIS or
potential » >3 cm or »T1 or
@ Low grade urothelial » Multifocal or » >3 cm or
Carcinoma » Recurrence within 1 year » Multifocal
» Ta and @ High grade urothelial carcinoma @ Very high risk features (any):
» <3 cmand » Ta and » BCG unresponsive
» Solitary » <3 cmand » Variant histologies
» Solitary » Lymphovascular invasion
» Prostatic urethral invasion

*High-volume tumors (large or highly multifocal) are at high risk of residual tumor.

**Consider repeat TURBT for high-grade Ta particularly if large, and/or no muscle in specimen.
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MANAGEMENT PER NMIBC RISK GROUP

AUA RISK GROUP INITIAL MANAGEMENT FOLLOW-UP

Low » Surveillance >
Intermediate _ | Intravesical L, Cytol
" therapy(preferred) or yt.o. oY
Surveillance 1;0s1t1ye
*Imaging
Very-high- negative -
risk Cystectomy(preferred) «Cystoscopy > See BL-4
featuresm | | " g If prior BCG, negative
BCG maintenance
—» BCG > BCG
HighH naive No Ve'ry- BCG (category 1, (preferred) Reclassify AUA
high-risk —> preferred) or > Cystoscopy | Risk Grou
featuresm Cystectomy positive g and managi
. dingl
BCG Intravesical accordingly
unresponsive _ | therapy(preferred) or L,
or BCG . Immunotherapy or
ntolerant chemotherapy
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Management of Positive Urine Cytology

RECURRENT OR PERSISTENT EVALUATION TREATMENT

DISEASE FOLLOW-UP
RESULTS

Bladder,

+ If initial positive prostate, and _ | Follow-up at 3 mo, then at longer intervalss
cytology, consider > upper tract “or1f prior BCG, maintenance BCG (optional)
repeating cytology test negative
within 3 months

or

« If repeated positive

cytology,

*Cytology > Consider selected _ | Bladder _ | Reclassify AUA Risk Group and manage

positive mapping biopsies . > i )
including transurethral positive accordingly (BL-3)

biopsy of prostatec -

sImaging
negative and

oCysto§00Py » Cytology of upper Tract
negative and

» Consider ureteroscopy _ | Prostate
and " | positive

» Consider enhanced
cystoscopyc (if vailable)

» Consider non-urinary
tract source (eg. vagina,
cervix, rectum) and
referred to gynecology »| Upper tract
or other specialist, as positive
appropriate

See Urothelial Carcinoma of the Prostate

\ 4

\ 4

See Upper GU Tract Tumors
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Clinical Staging

Stage I1
(cT2,NO)

* Abdominal/
pelvic CT or
MR, if not
previously
done

¢ Chest imaging

* Bone scan
if clinical
suspicion or
symptoms of
bone etastases

 Estimate

glomerular
filtration rate

(GFR) to assess

eligibility for

cisplatin

Primary Treatment

>

Neoadjuvant cisplatin-based combination
chemotherapy +/- Radical cystectomy or Segmental
(partial) cystectomy (highly selected patients with
solitary lesion in a suitable location; no Tis)

Adjuvant Treatment

.

or

Radical cystectomy or Segmental (partial) cystectomy
(highly selected patients with solitary lesion in a
suitable location; no Tis)

or

* Ifno cisplatin neoadjuvant treatment given and
pT3, pT4a, or pN+, consider adjuvant therapy

* If neoadjuvant chemotherapy given and
ypT2—ypT4a or ypN+,consider adjuvant
therapy

* Consider adjuvant RT in selected patients
(pT3-4, positive nodes/margins at the time
of surgery)

Cystectomy alone for those not eligible to receive
cisplatin-based chemotherapy

p—

tumor

1. If Tis, Ta, or T1, consider TURBT
+/- intravesical drug therapy or

2. If persistent T2,consider surgical
resection or

3. Treat as metastatic discase

:| NO tumor |—>| Surveillance

or
_>
concurrent Reassess tumor
chemoradiotherapy,and L, status 2-3 ]
maximal TURBT months after
treatmen
or
Reassess tumor
Non-cystectomy/CCRT
. status 2-3
candidates: > months after >
RT or TURBT

treatmen

tumor

1. Systemic therapy or radiation

therapy (RT) alone (if no prior RT)
2. TURBT # intravesical drug therapy
3. best supportive care
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Clinical
Staging

Additional
Workup

Stage IIIA:
(cT3,NO;
cT4a,NO;
cT1-T4a,N1)

* Abdominal/
pelvic CT or
MRI, if not
previously done

* Chest imaging

 tBone scan
if clinical
suspicion or
symptoms of
bone metastases

* Estimate
glomerular
filtration rate
(GFR) to assess
eligibility for
cisplatin

Primary Treatment

Radical cystectomy +/-
Neoadjuvant cisplatin- based

combination chemotherapy

YR

TMU Taipei Cancer Center

Adjuvant Treatment

A\

Based on pathologic risk (pT3-
4 or positive nodes), consider
adjuvant chemotherapy or R/T if
no neoadjuvant treatment given

NO
tumor

Surveillance

Tumor

-

If Tis,Ta,or T1,TUR-BT +
intravesical therapyp
t+Hyperthemia or If persistent
T2, consider cystectomy

or partialCystectomy or
+Hyperthemia or

treat as metastatic disease

RT

—
or
Reassess tumor
concurrent
. status 2-3
»| chemoradiotherapy, > months after
and maximal TURBT
treatment
or
Not:l-‘fiystte(‘:tomy Reassess tumor
gan ! aes; status 2-3
> oncurreg months after
chemoradiotherapy or
treatment

NO
tumor

Surveillance

Tumor

>

systemic therapy or Palliative
TURBT +/- intravesical drug
therapy and Best supportive care
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Clinical Additional Primary Treatment
Staging Workup

Adjuvant Treatment

\

Radical Cystectomy Or Concurrent
chemoradiotherapyu Or Surveillance

Stage 111B
cT1-4a, N2-3

complete
systemic Reassess tumor response
therapy » status 2—3months
(preferred)+RT after treatment
Partial
Response
» Abdominal/ pelvic CT or MRI, if not previously done
« Chest imaging Progressive

* +tBone scan

| Estimate glomerular filtration rate (GFR) to assess

eligibility for cisplatin
*Recommend referral to genetic counselor

disease

\4

Radical Cystectomy Or Concurrent
chemoradiotherapyu Or Treat as
metastatic diseas

complete
response

Concurrent Reassess tumor status
chemoradiothe 2-3months after
rapyu treatment

Y

Partial
Response

\4

Treat as metastatic disease

Progressive
disease

Y

If Tis,Ta,or T1,consider Intravesical
BCG Or systemic therapy
+/-Hyperthemia Or Radical
Cystectomy Or Treat as metastatic
disease

\4

Treat as metastatic disease
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TMU Taipei Cancer Center

Clinical Additional Primary Treatment Adjuvant Treatment
Staging

Workup
cT4b,Any N,M0 therapy > CYCles, N .| Therapy or +CCRT(if
> > with cystoscopy, EUA, tumor no Previous RT)or
(preferred) TURBT, and imaging of Cystectomy
* Abdominal/ pelvic CT or RT abdomen/pelvis
MR, if not previously done
* Chest imaging systemic Therapy
* +Bone scan C Reassess tumor status +CCRCT (if
Stage IVA > . : oncurrent | U L, g (if no
£ Estimate glomerular chemoradiot 2-3months after | [~ Tumor previou RT) or
filtration rate (GFR) to assess h treatment C q
eligibility for cisplatin erapy ystectomy
*Molecular/genomic testingff
systemic Concunegt
therapy Cystoscopy or TUR- | 5 CR | chemoradiotherapy
‘> Any T,Any N,Mla > (preferred) —> BT and imagir_lg of i or Cystectomy
+RT abdomen/pelvis
* +Bone scan . Treat as metastatic
e Chest CT > Stable discase [ disease
. Consiqer qentral nervous system Systemic therapy
Stage IVB, (CNS) imaging
Any T, Any » +Estimate GFR to assess % Disseminated
N, M1b eligibility for cisplatin .. )
* Consider biopsy if technically Palliative RT —>| progression
feasible
* Molecular/genomic testing
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Suspicious
mass

INITIAL WORKUP STAGE i PRIMARY REATMENT ll ADJUVANT TREATMENT @ FOLLOW-UP

1. History and physical
(H&P)

2. CBC with differential,
comprehensive
metabolic panel, LDH

3. Urinalysis

4. Abdomen * pelvis CT
or MRI

5. CT chesta (preferred)
or chest x-ray

6. Brain MRI Consider
core needle biopsy
(FNA not adequate)

7. If urothelial carcinoma
suspected (eg, central
mass), consider urine
cytology, ureteroscopy,
or percutaneous

8. If multiple renal
masses, <46y, or
family history, consider
genetic evaluation.

Stage I
(T1a)

Partial nephrectomy or
Radical nephrectomy or
Active surveillance or
Ablative techniques
Stereotactic body radiation
therapy (SBRT)

Surveillancee

Stage 1
(T1a)

Partial nephrectomy
orRadical nephrectomy
Active surveillance (in
select patients)

Ablative techniques (in
select patients

Stage 11

Partial nephrectomy or
Radical nephrectomy

>

Clear cell histology :
Surveillance

Adjuvant pembrolizumab or
Sunitinib)

(Grade 4 tumors with clear
cell histology

+ sarcomatoid features)
Non-clear cell histology:
Surveillancee

\ 4

Stage I11

Partial nephrectomy or
Radical nephrectomy
(If clinically indicated)

>

>

Stage IV

e

next page

Clear cell histology :
Surveillancee or

Adjuvant pembrolizumab

or Sunitinib)

Non-clear cell histology:
Surveillancee or clinical trial

Follow-up
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INITIAL WORKUP

Pembrolizumab or Sunitinib or surveillance

Nephrectomy
clear cell histology - adjuvant

TMU Taipei Cancer Center

PRIMARY TREATMENT

Systemic therapy (poor-
riskpoor-risk features )(Urology
tumor- Kidney Cancer treatment
consensus-4.5.6)

Cytoreductive nephrectomy

Resectable Non-clear cell histology : surveillance or
T4, M0 clinical trial
Unresectable |—
Potentially surgically |——>| Consider tissue sampling
Stage IV [ M 1 -
Surgically unresectableg |—; Tissue sampling
Clear cell histology : <
Clinical trial or First-line therapy or metastasectomy or SBRT [
or ablative techniques or oligometastatic disease > adjuvant Clinical trial or
pembrolizumab Sunitinib or within 1 year of nephrectomy or Subsequent or

surveillancee and Best supportive care

\

Y

Follow-up

Non-clear cell histology :

Clinical trial or Systemic therapy or metastasectomy or SBRT
or ablative techniques for oligometastatic disease and Best

supportive care

Best supportive care or
7y Metastasectomy or SBRT or ablative
techniques for oligometastatic disease
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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 THERAPY FOR CLEAR CELL HISTOLOGY
Risk Preferred Regimens Other Recommended Regimens Useful in Certain
Circumstances
Favorablea *Axitinib + pembrolizumab(cat 1) *Axitinib + avelumab *Active surveillance
*Cabozantinib + nivolumab(cat 1) *Cabozantinib (cat 2B) «Axitinib (cat 2B)
*Leavatinib + pembrolizumab(cat 1) «Ipilimumab + nivolumab *High-dose IL-2 (cat 2B)
sIpilimumab + nivelumab +Pazopanib
~Sunitinib
Poor/ *Axitinib + pembrolizumab (cat 1) +Axitinib + avelumab * Axitinib (cat 2B)
intermediatea «Cabozantinib + nivolumab (cat 1) *Pazopanib * High-dose IL-2 (cat 3)
~Ipilimumab + nivolumab (cat 1) *Sunitinib « Temsirolimus (cat 3)
sLenvatinib + pembrolizumab (cat 1)
*Cabozantinib
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PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY (IN ALPHABETICAL ORDER BY CATEGORY)

s Lenvatinib + everolimus
= Tivozanib

Immuno-oncology (10) Other Recommended Regimens Useful in Certain Circumstances
Therapy History Status
IO Therapy Naive + Axitinib + pembrolizumab - Axitinib

- Cabozantinib = Everolimus

= Cabozantinib + nivolumab « Pazopanib

» Everolimus +lenvatinib « Sunitinib

. Ipilimqrqab + nivolun?ab - Tivozanib

* Lenvatinib + pembrolizumab « Belzutifan (category 26)

+ Nivolumab = Bevacizumab (category 28)

= Axitinib + avelumab (category 3)

Prior 10 Therapy = Axitinib = Axitinib + pembrolizumab

» Belzutifan « Cabozantinib + nivolumab

« Cabozantinib = Everolimus

= |pilimumab + nivolumab

= Lenvatinib + pembrolizumab

= Pazopanib

= Sunitinib

= Bevacizumab (category 2B)

= Axitinib + avelumab (category 3)
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PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

EYCEEDN

TMU Taipei Cancer Center

SYSTEMIC THERAPY FOR NON-CLEAR CELL HISTOLOGY

Preferred Regimens

Other Recommended Regimens

Useful in Certain Circumstances

= Clinical trial

« Cabozantinib

« Cabozantinib + nivolumab

« Lenvatinib + pembrolizumab

« Erlotinib+bevacizumab

for selected patients with advanced
apillary RCC including hereditary

eion'leromatosis and renal cell cancer
(HLRCC)-associated RCC

«Everolimus +lenvatinib

« Pembrolizumab

« Sunitinib

+ Axitinib

» Everolimus+bevacizumab

» Everolimus

« Ipilimumab +nivolumab (cat 2B)




* 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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