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Management of Positive Urine Cyiology+
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Management of Positive Urine Cyrtology-
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Stage 1
(Tlb)

38
Ablative techniques(in selelct patient)

S
b
o

o

BCG 81 mg qw (x6) since 2nd post-op week and/or gw (x3)
since 3rd post-op month, qw (x3) since 6th post-op month, gw
(x3) since 12th post-op month Intravesical chemotherapy

BCG 120mg qw x6 and/or qm x3

#F31 R

First-line chemotherapy for locally advanced or metastatic
disease(Stage 1V)

i
Preferred regimens
* Pembrolizumab and enfortumab vedotin-ejfv(category 1)

Other recommended regimens
Nivolumab, gemcitabine, and cisplatin (category 1) followed by nivolumab
maintenance therapy(category 1)
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» High-dose IL-2(category 2B)
Poor/intermediate
» High-dose IL-2(category 3)
s IO Therapy Nalve
SUBSEQUENT THERAPY FOR CLEAR CELL MR

HISTOLOGY (IN ALPHABETICAL ORDER BY
CATEGORY)

« High-dose 11.-2 for selected patients(category 2B)
» Temsirolimus (category 2B)

%358
Prior 10 Therapy
LIS
« High-dose IL-2 for selected patients(category 2B)
« Temsirolimus (category 2B)
B BIE il
SYSTEMIC THERAPY FOR NON-CLEAR CELL *Bevacizumab
HISTOLOGY *Erlotinib
%35 8 *Pazopanib

» Temsirolimus (category 1 for poor-prognosis risk group; category

2A for other risk groups)
3

Lenvatinib + pembrolizumab

Clinical Guideline 2025 version17.0
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Urothelial papilloma
Papillary urothelial neoplasm of low malignant potential (PUNLMP)
Low-grade papillary urothelial carcinoma
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High-grade papillary urothelial carcinoma

2-3 84
American Joint Committee on Cancer (AJCC)TNM Staging System for Bladder Cancer 8th ed., 2017)

T Primary Tumor
X Primary tumor cannot be assessed
T0 No evidence of primary tumor
Ta Non-invasive papillary carcinoma
Tis Urothelial carcinoma in situ:“flat tumor”
Tl Tumor invades lamina propria (subepithelial connective tissue)
T2 Tumor invades muscularis propria
pT2a | Tumor invades superficial muscularis propria (inner half)
pT2b | Tumor invades deep muscularis propria (outer half)
T3 Tumor invades perivesical tissue
pT3a | microscopically
pT3b | macroscopically (extravesical mass)
T4 Extravesical tumor directly invades any of the following: prostatic stroma, seminal vesicles, uterus, vagina, pelvic wall,
abdominal wall
T4a | Extravesical tumor invades prostatic stroma, seminal vesicles, uterus, vagina
T4b | Extravesical tumor invades pelvic wall, abdominal wall
N | Regional Lymph Nodes
NX | Lymph nodes cannot be assessed
NO | No lymph node metastasis
N1 | Single regional lymph node metastasis in the true pelvis (perivesical, obturator, internal and external iliac, or sacral lymph node)
N2 Multiple regional lymph node metastasis in the true pelvis (perivesical, obturator, internal and external iliac, or sacral lymph node
metastasis)
N3 | Lymph node metastasis to the common iliac lymph nodes
| M | Distant Metastasis

Ll
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MO | No distant metastasis

M Distant metastasis

MIa | Distant metastasis limited to lymph nodes beyond the common iliacs

MI1b | Non-lymph node distant metastasis

When Tis... | And Nis... | And M is... | Then the stage group is...
Ta NO MO Oa
Tis NO MO Qis
Tl NO MO I
T2a NO MO 11
12b NO MO 11
T3a, T3b, T4a | NO MO IITA
T1-T4a NI MO IITA
T1-T4a N2, N3 MO 111B
T4b Any N MO IVA
Any T Any N Mila IVA
Any T Any N MIib IVB

Clinical Guideline 2025 version17.0
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INITIAL DIAGNOSIS

mCystoscopy
Urine cytology Then TURBt

Optional

mSingle-dose intravesical
chemotherapy within 24hours of]
TURBT

Gemcitabine (preferred)
or

WORK-UP

i Bk 38 % $ % 76 45 T

CLINICAL STAGE

Non-muscle invasive
bladder cancer
(NMIBC)

Abd/pelvicCT

Bone scan(Optional)
CXR

PDL 1(Optional)

Mitomycin (preferred)

Muscle invasive
Bladder cancer
(MIBC)

Clinical Guideline 2025 version17.0

INITIAL THERAPY

= Ta -\

Tl 3R P7
—p Tis
Stage 1T #A
| (cT2.No P10
Stage 11IA #HR
(¢T3, NO;cT4a, NO; P11
cT1-T4a, N1)
»| Stage ITIB I‘i?
(cT1-Tda. N2.3)
Stage IVA #A
—— (CT4b, Any N, MO, P13
Any T, Any N, Mla)
Metastatic =)
(Stage IVB —|
Any T, Any N, M1b) P13
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CLINICAL STAGE INITIAL THERAPY ADJUVANT THERAPY
: Low grade
Visually complete > g
resection NMIBC > | R
Carcinoma in > Pg
situ (CIS) or
——| High grade / Ta -
Tnitial TURBT SLiliat
shows NMIBC 'f];} Oric0n§;der _; 7 Residual
or select fa fgr select patient NMIBC

Visually incomplete Repeat or no residual

resection or TURBT / cancer

High-volume tumor > \

—>| FA
MIBC P6
AUA Risk Stratification for Non-Muscle Invasive Bladder Cancer
Low Risk Intermediate Risk High Risk
* Papillary urothelial neoplasm of low * Low grade urothelial carcinoma * High grade urothelial carcinoma
malignant potential » Tlor » ClSor

* Low grade urothelial carcinoma » >3 cmor » Tlor
» Taand »  Multifocal or » >3 cmor
> <3 cmand »  Recurrence within 1 year »  Multifocal

»  Solitary

* High grade urothelial carcinoma

» Taand
» =3cmand
»  Solitary

* Very high risk features (any):
»  BCG unresponsivel

»  Variant histologies

»  Lymphovascular invasion

»  Prostatic urethral invasion
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AUA RISK GROUP INITIAL MANAGEMENT FOLLOW-UP
10w Surveillance
= Cytology positive ATE
« Imaging negative :
Intravesical therapy « Cystoscopy negative
(preferred)
Intermediate ur
Surveillance
Cystectomy (preferred) Fonor BCG
or : ’
Verg—hti%h—risk > BCG mangtggnce
" eatures
BCG naive / (preferred)
\ No very-high risk BCG (category 1, preferred)
features — or
Cystectomy Reclassify AUA
High Cystoscopy positive | Risk-iroup amnd
Cystectomy (preferred) - cmci'rzi?ﬁel
o accordingly
BCG Intravesical chemotherapy

unresponsive
or
BCG intolerant

or

Pembrolizumab (select patients)
or

Nadofaragene firadenovec-

VNnecyg

7
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RECURRENT OR

PERSISTENT DISEASE FOLLOW-UP

RESULTS

EVALUATION

TREATMENT

« Cytology positive
* Imaging negative
« Cystoscopy
negative

* If initial positive
cytology, consider

repeating cytology test

within 3 months

or

* If repeated positive
cytology,

Consider selected
mapping biopsies
including
transurethral biopsy
of prostate and
Cytology of upper
Tract and Consider
Ureteroscopy and
Consider enhanced
cystoscopy (if
available)
available) and
Consider nonurinary
tract source

(eg, vagina, cervix,
rectum) and referral
to gynecology or
other specialist, as
appropriate.

Bladder, prostate, and
upper tract negative

Follow-up at 3 mo, then at longer intervals
or

Bladder

If prior BCG, maintenance BCG (optional)

B Rl R JT R B A8

v

positive

—»

Prostate positive

See Urothelial Carcinoma of the Prostate

Iy

Upper tract positive

BER.PIS

See Upper GU Tract Tumors £, P15
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WORK-UP INITIAL THERAPY ADJUVANT THERAPY
Based on pathelogic risk®*
Neoadi ; o mbination If no cisplatin neoadjuvant treatment given and pT3,pT4a, or pN+
eoadjuvant cisplatin-based C(,) tata ¢ Adjuvant cisplatin-based chemotherapy should be discussed (preferred)or
»| chemotherapy followed by radical 0 Consider adjuvant nivolumab
cystectomy or
If cisplatin neoadjuvant chemotherapy given and ypT2-

Neoadjuvant cisplatin-based combination mea orypBE; cansider iviluimah

chemotherapy followed by partial Consider adjuvant RT in selected patients (pT3—4,

cystectomy positive nodes/margins) (category 2B)

(hight selected patients with solitary
lesion in suitable location ; no Tis)
If Tis, Ta, or T1, consider
¢T2N0 Cystectomy alone for those not eligible to have : Tl
Al ] ; i intravesical BCG
WA.0A0MING receive cisplatin-based chemotherapy 1o -
Pelvic C § v .
I\/TII:I e oL s > Reassess tumor If persistent T2, Surgical
wCXR |, | Bladder preservation with concurrent status 2-3 consolidation (ie, cystectomy
mBone scan Chemoradiotherapy months after full 01'1133'““(51il cy stictomy in highly
) : treatment selected cases
PDL | (Opthl’lElD and maximal TURBT e
- - Treat as metastatic disease
If patient prefers bladder preservation

or is unable to undergo cystectomy,

—»| ® concurrent chemoradiotherapy.

® R/T*
® maximal TURBT and Intravesical
chemotherapy

Reassess tumor Observation
status 2—3

months after full Systemic therapy or
treatment

*poor performance: ECOG = 2 old age: =70 y/o
**pT3-4, positive node,high grade(grade2-3),

positive margin

Concurrent chemoradiotherapy or
RT alone (if no prior RT)

or

TURBT + intravesical therapy
and

Best supportive care
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WORK-UP

INITIAL THERAPY

ADJUVANT THERAPY

STAGE
ITTA
c¢T3NO

Neoadjuvant cisplatin-based
combination chemotherapy
followed by radical cystectomy

v

cT4aNO0
¢T1-T4aN1
Abdominal/
Pelvic CT
scan or MRI

4

h 4

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

v

eCXR
mBone scan
PDL 1(Opti
onal)

Bladder preservation with concurrent
chemoradiotherapy(category 1)
and maximal TURBT

Reassess tumor
status 23
months after full
freatment

v

If patient prefers bladder preservation
or is unable to undergo cystectomy:
#concurrent chemoradiotherapy.
OR/T*
or
®TURBT

Reassess tumor
status 2--3
months after full
treatment

*poor performance: ECOG =2 old age: =70 y/o
**pT3-4, positive node, high grade(grade2-3), positive margin

10

Based on pathologic risk**

If no cisplatin neoadjuvant treatment given and pT3,pT4a

or pN+

O Adjuvant cisplatin-based chemotherapy should be
discussed (preferred)or

¢ Consider adjuvant nivolumab

or

If cisplatin neoadjuvant chemotherapy given and ypT2-

ypT4a or ypN+, consider nivelumab

or

Consider adjuvant RT in selected patients (pT3-4,

positive nodes/margins) (category 2B)

]

If Tis, Ta, or T1,

consider TURBT +/-intravesical therapy

or

If persistent T2, Surgical consolidation (ie, cystectomy
or partial cystectomy in highly selected cases)or

Treat as metastatic disease

Observation

Systemic therapy
or
TURBT= intravesical therapy and
Best supportive care
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WORK-UP INITIAL THERAPY ADJUVANT THERAPY
Consolidation cystectomy or
—® CR > CCRT or
OBS
Downstaging Reassess tumor
STAGE —| systemic _,| status 2-3 R . Cystectomy or
LB therapy months after full i - CCRTor
cN’T21;T4a, treattment Treat as metastatic disease
mAbdominal/ PD > Treat as metastatic disease
Pelvic CT i
scan or MRI > Follow
mCXR > CR
mBone skan Reassess tumor If Tis, Ta, or T1, consider intravesical BCG
PDL1(Opti CCRT | status 2-3 ot
onal) months after full . PR _ Surgical consolidation
freatment g v or
Treat as metastatic disease
PD

Treat as metastatic disease

v

11
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WORK-UP INITTAL THERAPY ADJUVANT THERAPY
s o After 2-3 cycles.reassess with No A S 'fi_‘ié*«)é%
o] s —# Cystoscopy,EUA, TURBT, and ——— ‘CCRT(If no pervious RT)
py . " ; .
imaging of abdomen/pelvic cystectomy
Stage IVA
¢T4b,anyN,M0 » MO 2
AnyT,anyN,Mla CCRT 5 'i\%'fi}(;}?
mAbdominal/ —* —t Reassess tumor status 2-3 have ‘CCRT(If no pervious RT)
Pelvic CT scan or months after treatment B P AL A
MRI ) ‘cystectomy
mCXR mBone scan
PDL1(Optional)
CRor Consider consolidative
. Evaluate with PR local therapy in selected cases
» Mla »| Systemic therapy | | ¢y toscopy, EUA, TURBT, and
Stage TVB imaging of abdomen/pelvic
AnyT,anyN,M1b SD or PD Treat as metastatic disease
mAbdominal/
Pelvic CT scan or
MRI »| Systemic therapy,
mCXR mBone scan and/.or.
PDL1(Optional) Palliative RT
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TREATMENT OF RECURRENCE
OR PERSISTENT DISEASE

Local
recurrence or
persistent

disease; |

Preserved

bladder

Muscle invasive

or selected
metastatic disease
treated with curative
intent

Cytology
positive;
Preserved
bladder;
Cystoscopy,
EUA,
selected
mapping
biopsy negative

Metastatic
Or
Postcystectomy
local recurrence

s e

Cystectomy
Chemoradiotherapy(if no prior RT)
Muscle Systemic therapy
HasE Palliative TURBt and best supportive care
e
Consider intravesical No —» Cystectomy
Tis,Ta, T1 > therapy response
or, Cystectomy
or, TURBT
Additional

eveluation: If upper tract
retrograde selective| [  positive
— | washings of

upper tract
-prostatic urethral

5, P15Upper GU Tract Tumors

See NCCN Urothelial Carcinoma of the Prostate

biopsy - TURP+BCG
L »  If prostatic « Urethectomy +/- cystoprostatectomy
urethral »CORT
positive + Chemotherapy

Systemic therapy
Or

Chemoradiotherapy(if no previous RT)
Or
radiotherapy
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FOLLOW -UP

AUA Risk Stratification for Non-muscle invasive Bladder Cancer

Low Risk

Intermediate Risk

High Risk

P Papillary urothelial neoplasm of low
malignant potential

+ Low grade urothelial carcinoma
TI or

+ High grade urothelial carcinoma
CIS or

P Low grade(LG) >3 ¢m or T1 or
®  Solitary and Multifocal or >3 ¢m or
® Taand Recurrence within 1 year Multifocal
® <3cm
» High grade urothelial carcinoma * Very high risk features (any):
Ta and BCG unresponsive
<3 c¢m and Variant histologies
Solitary Lymphovascular invasion
Prostatic urethral invasion
Low-Risk, Non-muscle invasive Bladder Cancer
year
fest 1 2 3 B E 5-10 [>10
cystoscopy 3,12 annually As clinically indicated
Upper tract and | Baseline
abdominal/pelv | imaging As clinically indicated
ic image
Blood tests N/A
Urine tests N/A

14
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Intermediate Risk, Non-muscle invasive Bladder Cancer
year

test 1 2 3 (2 B 5-10 [>10
cystoscopy 3,6,12 Every 6 mo annually As clinically indicated
Upper tract and | Baseline
abdominal/pelv | imaging As clinically indicated
ic image
Blood tests N/A
Urine tests Urmf cytology | Urine cytology anpuelly As dlinically indicated

3,6,12 every 6 mo
High Risk, Non-muscle invasive Bladder Cancer
year

et i B 3 (4 E 5-10 =10

cystoscopy Every 3 mo Every 6 mo annually As clinically
indicated
illjrlljaf eé’ e ]i?;?zste]ilr?e and at Every 1-2 Ascelinically
& EIng. chEst indicated
12 mo
A_bd_om inal/pel Basel-me As clinically indicated
vic image imaging
Blood tests N/A
Urine tests Urine cytology every
3mo Urine cytology every 6mo sl As clinically

Consider urinary urothelial tumor

markers*optional

indicated

15
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Post-cystectomy Non-muscle invasive Bladder Cancer

test

year

1

|2 E | 4 |5

| 5-10

| >10

cystoscopy

N/A

image

CTU or
MRU(image
upper tracts +
axial imaging
of abd/pelvis at
3 and 12 mo)

CTU or MRU(image upper tracts + axial imaging of abd/pelvis)
annually

Renal US
annually

As clinically
indicated

Blood tests

‘Renal function
testing(electrol
ytes and
creatinine
every 3-6 mo)
‘LFT every 3-6
mo
‘CBC,CMP
every 3-6 mo if
received
chemotherapy

‘Renal function testing(electrolytes and creatinine)annually
‘LFT annually
‘B12 annwally*optional

B 12 annually*optional

Urine tests

Urine cytology every
6-12 mo
Consider urethral wash cytology
every6-12 mo*optional

Urine cytology as clinically indicated
urethral wash cytology as clinically indicated

Posi-cystectomy Muscle invasive Bladder Cancer

test year
I |2 |3 | 4 |5 | 5-10 | >10
cystoscopy N/A
image ‘CTU or MRU(image upper tracts -Abd/pelvis CT or MRI annually Renal US As clinically
+ axial imaging of abd/pelvis) -Chest X-ray or CT chest annually or annually indicated

16




v

Chung Shan Medical University Hospital

b Akt & SB e AR5 5]

Clinical Guideline 2025 version17.0

every 3 and 6 mo

‘Chest X-ray or CT chest every
3 and 6 mo or

‘PET/CT only if metastatic
disease suspected

-PET/CT only if metastatic disease suspected

Blood tests

‘Renal function
testing(electrol
ytes and
creatinine)
every 3-6 mo
-‘LFT every 3-6
mo

-CBC,CMP
every 3-6 mo if
received
chemotherapy

-Renal function testing(electrolytes and creatinine)annually

-LFT annually
‘B 12 annually*optional

B12 annually*optional

Urine tests

-Urine cytology every

6-12 mo

-Consider urethral wash cytology
every6-12 mo*optional

Urine cytology as clinically indicated
urethral wash cytology as clinically indicated

Post- Bladder Sparing(ie,partial cystectomy or chemoradiation)

test

year

1 E

3

| 4 5

| 5-10 >10

cystoscopy

every 3 mo

every 6 mo

annually

As clinically
indicated

image

-CTU or MRU(image upper tracts
+ axial imaging of abd/pelvis)
every 3 -6 mo for MIBC

‘Chest X-ray or CT chest every
3 - 6 mo for MIBC or

‘PET/CT only if metastatic

-Abd/pelvis CT or MRI annually

-Chest X-ray or CT chest annually or
-‘PET/CT only if metastatic disease suspected

As clinically indicated
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disease suspected |
Blood tests -Renal function
testing(electrol
ytes and
creatinine)
every 3-6 mo ‘Renal function testing(electrolytes and creatinine)As clinically indicated
‘LFT every 3-6 ‘LFT As clinically indicated
mo
-CBC,CMP
every 3-6 mo if
received
chemotherapy
Urine tests Urine cytology every6-12 mo | Urine cytology as clinically indicated
Metastatic Disease: Surveillance
test yeal
1 |12 |3 |4 |5 | 5-10 [>10
cystoscopy +  Every 3—6 mo as clinically indicated
image « CTU or MRU (image upper fracts + axial imaging of abdomen/pelvis) every 3-6 mo if clinically indicated and with any
clinical change or new symptoms
+ CT chest/abdomen/pelvic every 3—6 mo and with any clinical change or new symptoms
Or FDG PET/CT (category 2B)
Blood tests « CBC, CMP every 1-3 mo
« BI12 annually for patients who had undergone a cystectomy
Urine tests « Urine cytology5 as clinically indicated

18
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Principles of Surgical Management

TURBt: (Ta/T1)
®  Adequate resection with muscle if papillary high-grade lesion
@ Reresection if incomplete initial resection, no muscle in specimen or large lesion

TURBt: Tis

® Maultiple random biopsies
@® Biopsy adjacent to tumor
@  Prostate urethral biopsies

TURBt: invasive

Repeat resection:

Any T1, any grade

If no muscle in biopsy

Small fragment of T2 insufficient to attribute risk

Repeat TURBL should be considered if first TURBt does not allow adequate staging or attribution of risk factor for treatment selection or
when using bladder preserving treatment by chemotherapy and/or RT

SEGMENTAL ( PARTIAL ) CYSTECTOMY
® Solitary lesion in location amenable to partial resection with adequate margin, no Tis
@ Pelvic lymphadenectomy may be performed in conjunction with the partial cystectomy

RADICAL CYSTECTOMY
® Radical cystectomy should include bilateral node dissection at a minimum including common, internal and external iliac nodes and
obturator nodes

19
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3-1 &K ~ itk d
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E T IR AR B R (56-98% ) o HRAREA (30%) > KA A edram - ARl 4 20T &
T 75 B st 3t BB R M Rk R B e R B KRR o BLARE R AE MR AR C B E T R B A
AR FERRE - BEERHARLSH > REDLAREHER - BF 15% 65 AT RENR > ZHB
WEFF B -
R FEIR B BE G S B T R A BB R AR &~ BETRGR Lt REAR(TR B5 - ARS8
RILAEBYGERERTERBAMARBIEE AT EWLERTE -

Chung Shan Medical University Hospital wh kI8 R ST e B35 5] Clinical Guideline 2025 version17.0

3-2 R IE - FEE L
Urothelial papilloma
Papillary urothelial neoplasm of low malignant potential (PUNLMP)
Low-grade papillary urothelial carcinoma
High-grade papillary urothelial carcinoma
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3-3 8
American Joint Committee on Cancer (AJCC)TNM Staging System for Renal Pelvis and Ureter Cancer (8th ed., 2017)
T | Primary Tumor
TX | Primary tumor cannot be assessed
TO | No evidence of primary tumor
Ta | Papillary noninvasive carcinoma
Tis | Carcinoma in situ
T1 | Tumor invades subepithelial connective tissue
T2 | Tumor invades the muscularis
T3 For renal pelvis only: Tumor invades beyond muscularis into peripelvic fat or the renal parenchyma.
For ureter only: Tumor invades beyond muscularis into periureteric fat.
T4 | Tumor invades adjacent organs, or through the kidney into the perinephric fat.
N | Regional Lymph Nodes M | Distant Metastasis
NX | Lymph nodes cannot be assessed MO | No distant metastasis
NO | No regional lymph node metastasis M1 | Distant metastasis
N1 | Metastasis <2 cm in greatest dimension, in a single lymph node
N2 | Metastasis >2 cm in a single lymph node; or multiple lymph nodes
N3 | Lymph node metastasis to the common iliac lymph nodes
Stage T N M
Stage Oa | Ta NO MO
Stage Ois | Tis NO MO
Stage | Tl N0 MO
Stage Il | T2 NO MO
Stage Il | T3 NO MO
T4 NX, NO | MO
Any T | N1 MO
arge Ly Anz TIN2 | MO
AnyT | Any N | Ml
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WORK UP

PRIMARY TREATMENT

Renal pelvis

Nephroureterectomy with cuff of bladder &= perioperative
intravesical chemotherapy

mAbdominal/
Pelvic CT scan

\

MO

Or Endoscopic resection = postsurgical intrapelvic

Low grade ' chemotherapy or BCG

or MRI
aCXR

mBone scan

PDL I(Optional \
! M1

High grade, large,
or parenchymal
invasion

Nephroureterectomy with cuff of bladder + regional
——| lymphadenectomy

+ perioperative intravesical chemotherapy

And consider neoadjuvant chemotherapy in selected patients

A4

Systemic therapy

22
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AT R

WORK UP PRIMARY TREATMENT
Nephroureterectomy with cuff of bladder =+
perioperative intravesical chemotherapy and regional
»| Upper »| lymphadenectomy if high grade and consider neoadjuvant
chemotherapyg in selected patients
or Endoscopic resection (low grade)
Endoscopic resection (low grade)
Urothelial or Nephroureterectomy with cuff of bladder =+
carcinoma perioperative intravesical chemotherapy and regional
afthe wietor | Middle > ?ymphadenect(_)my and consider neoac.ijuvant chemotherapy
) in selected patients with high-grade disease or
mAbdominal/ G .
T Exgsmn a.nd %treterou_reterostomy/lleal U{‘etef +
or MRI perioperative intravesical chemotherapy in highly selected
patients ~ mitomycin ureteral gel application
mCXR
ubiome scan‘ Distal ureterectomy and regional lymphadenectomy if high grade
PDL1(Optional and reimplantation of ureter (preferred if clinically feasible) *+
) »| Distal .| perioperative intravesical chemotherapy and consider neoadjuvant
| chemotherapy in selected patients
Or Endoscopic resectionf (low grade)
Or Nephroureterectomy with cuff of bladder *perioperative
intravesical chemotherapy and regional lymphadenectomy if high
| Metastatic grade and consider neoadjuvant chemotherapy in selected patients

N

Systemic therapy

23
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PATHOLOGIC STAGING

ADJUVANT TREATMENT

FOLLOW UP

—»| None

pT0, pT1
Adjuvant treatment for /
renal pelvis
and
urothelial carcinoma
of the ureter
pT2, pT3,
pT4, pN+

* If no platinum neoadjuvant
treatment given

and pT3, pT4, or pN+ :
>Adjuvant platinum-based
chemotherapy should be
discussed or

>Consider adjuvant
nivolumab(category2B)

or

* If platinum neoadjuvant
chemotherapy given

and ypT2-ypT4 or ypN+,
consider adjuvant nivolumab

24
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* Cystoscopy and consider cytology for high
grade every 3 months for 1 year,then at longer
intervals

* If nephron-sparing surgery, imaging of upper
tract collecting systema or ureteroscopy at 3- to
12-month intervals & abdominal/pelvic CT or MRI
with and without contrast

* Cystoscopy and cytology every 3months for 1
year, then at longer intervals

* If nephron-sparing surgery, imaging of upper
tract collecting systema or ureteroscopy at 3- to
12-month intervals + abdominal/pelvic CT or
MRI with and without contrast + chest imaging
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3-540 6 b

2R F M AT %ﬁ‘i’\ B % BORE Bead o 4747 (Nephroureterectomy with cuff of bladder) 78, BB e
[ IR bk 12 &5 4 F P4 ( —regional lymphadenectomy)

SR EA F s B2 (fldo © BT ~ BEERLE - FoXk ~ 2R S ERABEFHAEL » TH
JE B ARG FHT 0 folde ¢ NARELRETE I Akl o

>~ B ROE
4-1 ik ~ Shifin &
390 BB AR A A AT AR 0 R RN R rA%%émﬁm@(w%> %ﬁ(ﬂ%)&ﬁ%%

W (45%) Bk - ZREBEE—F R BACEHARE  REFE HERE > A~ Bl FIE
%?%%%E‘Jﬁ"@%” o o BT B ~ BRR ~ BRE ~ RERIRee ’?‘Jié‘é'lé’*‘f»fl%l'] "é’éﬁiﬁﬁﬁé‘i*ﬁ (AT

HRE e REIRRT -

Wpbr Lk B PRER > BARS EHOEKR R EF S BERANTEE 0 REBTETHRY - BFERE
BB R ER > B RE Y TR 0 AL R R R E A BT B A E 6) B OROE -

SHBERER AL TR EMEREREFRRE > TRERFR RAETUALTREB XD ~ &
Tu%ﬁ@ﬁ%ﬁ%m%*mﬁ%E\%%éélﬁzf BT OEARAGH T BRALZBARAARTR
WA R ARE RV IR R o — AR iR R EH T RE éﬁ SHT A A He o N ERTRLE A A
B faR— o M X REBITHKRE  EFRAEMEGES HFER FROBTRETEIDNHAGAETA
TR £

4-2 48 8RR IE - FA B 1k
% 4m 7% (Renal cell carcinoma) & 5 % R0 BB » & 488 70~80% > B émpaik & & F A sk %Ak
d 0 feypIE B 5 3 e i(Clear cell) ~ $Rkrta e ~ AARILBERRBRNZE -
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American Joint Committee on Cancer (AJCC)TNM Staging System for Kidney Cancer (8th ed., 2017)

T Primary Tumor

X Primary tumor cannot be assessed
T0 No evidence of primary tumor
Tl Tumor <7 cm in greatest dimension, limited to the kidney

Tla | Tumor <4 cm in greatest dimension, limited to the kidney

T1b | Tumor >4 cm but <7 cm in greatest dimension, limited to the kidney

T2 Tumor >7 cm in greatest dimension, limited to the kidney

12a | Tumor >7 cm but <10 cm in greatest dimension, limited to the kidney

T2b | Tumor >10 cm, limited to the kidney

T3 Tumor extends into major veins or perinephric tissues, but not into the ipsilateral adrenal gland and not beyond Gerota’s fascia

T3a Tumor extends into the renal vein or its segmental branches, or invades the pelvicalyceal system, or invades perirenal and/or renal
sinus fat but not beyond Gerota’s fascia

T3b | Tumor extends into the vena cava below the diaphragm

T3¢ | Tumor extends into the vena cava above the diaphragm or invades the wall of the vena cava

T4 Tumor invades beyond Gerota’s fascia (including contiguous extension into the ipsilateral adrenal gland)
N | Regional Lymph Nodes M | Distant Metastasis

NX | Regional lymph nodes cannot be assessed MO | No distant metastasis

NO | No regional lymph node metastasis M1 | Distant metastasis

N1 | Metastasis in regional lymph node(s)

Stage T N M
Stagel | Ti NO MO
Stage [T | T2 NO MO

T1-T2 | N1 MO
Stage I 3™ T NXNONT | MO

T4 Any N MO
HagelV oy T [Any N | M

26
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4-4

INITIAL WORKUP

+  Abdominal £
pelvic CTor MRI

« Consider core
needle biopsy (FNA
not adequate)

+ If urothelial
carcinoma suspected
(eg, central mass),
consider urine
cytology, reteroscopy
or percutaneous
biopsy

Chung Shan Medical University Hospital

oY R

Stage [
> (Tla)

Stage |
(T1b)

Stage 11

Stage TII

b Bk 38 % YA 06 A 35 5

PRIMARY TREATMENT

Partial nephrectomy (preferred)
or

Ablative techniques

or

) Active surveillance

or
Radical nephrectomy (in select patients)

——» | Surveillance

Partial nephrectomy
or
Radical nephrectomy

P or

Active surveillance (in select patients)
or
Ablative techniques(in selelct patient)

Partial nephrectomy

p——b! or

Radical nephrectomy

Radical nephrectomy

or

Partial nephrectomy, if clinically
indicated

ADJUVANT TREATMENT

Adjuvant pembrolizumab

cell histology + sarcomatoid
features)

or

Surveillance

Clear cell histology:

Adjuvant pembrolizumab

or

Surveillance

or

Adjuvant sunitinib (category 3)

Non-clear cell histology:
Surveillancef or clinical trial

—| Stage [V

Potentially surgically

Consider tissue

Clinical Guideline 2025 version17.0

(Grade 4 tumors with clear —P

Follow-up

patients

ar

resectable primary sampling
Surgically —3p| Tissue sampling
unresectable

histology with poor-risk features)

27

—p | Cytoreductive nephrectomy in select

Systemic therapy (preferred in clear cell
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RELAPSE OR STAGE IV

TREATMENT

Clear cell
histology

Clinical trial

or

Metastasectomy or SBRT or ablative
techniques for oligometastatic disease
or

Metastasectomy with complete
resection of disease, followed by

adjuvant pembrolizumab within | year of

nephrectomy
and
Best supportive care

Non-clear
cell
histology

Clinical trial (preferred)

or

Metastasectomy or SBRT or ablative
techniques for oligometastatic disease
and

Best supportive carei

28
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Follow-up

Follow-up

Clinical Guideline 2025 versionl17.0

DISEASE PROGRESSION

Clinical trial

or

Best supportive care

or

Metastasectomy or SBRT or ablative
techniques for oligometastatic disease

v

Clinical trial

or

Best supportive care

or

Metastasectomy or SBRT or ablative
techniques for oligometastatic disease
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Principles of SYSTEMIC THERAPY
Intravesical chemotherapy for Tis ,Ta & T1 cancer
Gemcitabine 4k 2% 2000mg » 12 45 = BB FH HR
Mitomycin (Miomycin-C) 30mg qw x6 and /or qm x3
Phamarubicin 30mg qw x6 and/or gm x3
BCG 120mg gw x6 and/or qgm x3

Neoadjuvant chemotherapy [preferred for bladder]

Preferred regimen
« DDMVAC (dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin) with growth factor support for 3-6 cycles

Other recommended regimens
* Gemcitabine and cisplatin for 4 cycles

Adjuvant therapy

No previous platinum-based neoadjuvant therapy (pT3, pT4a, pN+) Preferred regimen
* DDMVAC with growth factor support for 3-6 cycles

Other recommended regimens
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* Gemcitabine and cisplatin for 4 cycles
* Nivolumab

Previous platinum-based neoadjuvant therapy (ypT2-ypT4a or ypN+) | Other recommended regimen
* Nivolumab

Radiosensitizing Chemotherapy Regimens

Preferred regimens

« Cisplatinh alone

» Low-dose gemcitabine
» 5-FU and mitomycin

Other recommended regimen
» Cisplatin and 5-FU
» Cisplatin and paclitaxel

Useful in certain circumstances (not generally used for curative-intent chemoradiotherapy for organ preservation)
» Taxane (docetaxel or paclitaxel) (category 2B)

* 5-FU (category 2B)

= Capecitabine (category 3)

Neoadjuvant or adjuvant chemotherapy for stage I, 11l and non-metastatic stage IV cancer
MVAC

Methotrexate 30 mg/m? iv d1, 15 and 22
Vinblastine 3 mg/m? iv d2, 15 and 22
Doxorubicin 30 mg/m? iv d2
Cisplatin 70 mg/m2iv__ or  Carboplatin AUC 4-6 dlor2
Q4w x 3 cycles

Grossman HB et al. Neuadjuvant chemotherapy plus cystectomy compared with cystectomy alone for locally advanced bladder cancer. N Eng
T Med 2003; 349:859

Gemcitabine (& %)+ Cisplatin (Carboplatin)

Gemcitabine 800 - 1000 mg/m? iv dl, 8 and 15
Cisplatin 70 mg/m2iv__ or  Carboplatin AUC 4-6 dl
Q4w x 3 cycles
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Von der Maase H 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

CMV

Cisplatin 70 mg/m? iv d2
Vinblastine 4 mg/m? iv dl, 8
Methotrexate 30 mg/m? iv d1, 8
Q3w x 3 cycles

Internationa Collaboration of Trialists. Neoadjuvant cisplatin, methotrexate, and vinblastine chemotherapy for muscle invasive bladder cancer:
a randomized controlled trial. Lancet 1999; 354:533

Concurrent chemoradiation for stage Il, IlI and non-metastatic stage I'V cancer
Cisplatin

Cigplatin 30-40 mg/m2iv_or  Carboplatin AUC 2 di

Qlw x 6 cycles

Tunio MA et al. Bladder preservation by neoadjuvant chemotherapy followed by concurrent chemoradiation for muscle-invasive bladder
cancer: experience at Sindh Institute of Urology & Transplantation (STUT). J Pak Med Assoc 2011; 61:6.

Chemotherapy for metastatic cancer
Principles of systemic therapy

First-line chemotherapy for locally advanced or metastatic disease(Stage 1V)

Cisplatin eligible Preferred regimens
+ Pembrolizumab and enfortumab vedotin-ejfv (category 1)

Other recommended regimens
Gemcitabine and cisplatin (category 1) followed by avelumab maintenance therapy (category 1)

+ Nivolumab, gemcitabine, and cisplatin (category 1) followed by nivolumab maintenance therapy(category 1)
Useful under certain circumstances
« DDMVAC with growth factor support (category 1)followed by avelumab maintenance therapy (category 1)

Cisplatin ineligible Preferred regimens
« Gemcitabine and carboplatin followed by avelumab maintenance therapy
« Pembrolizumab (for the treatment of patients with locally advanced or metastatic urothelial carcinoma whoare

31




Chung Shan Medical University Hospital wh Bk B A SR e 35 5 Clinical Guideline 2025  version17.0

v

not eligible for any platinum-containing chemotherapy)

« Pembrolizumab and enfortumab vedotin-ejfv

Other recommended regimens

» Gemcitabine

« Gemcitabine and paclitaxel

» Atezolizumab (only for patients whose tumors express PD-L1) (category 2B)

Useful under certain circumstances

« [fosfamide, doxorubicin, and gemcitabine (for patients with good kidney function and good PS)

« Atezolizumab (only for patients who are not eligible for any platinum-containing chemotherapy regardless of
PD-1.1 expression) (category 3)

Second-line systemic therapy for locally advanced or metastatic disease (Stage I'V) (post-platinum)
Participation in clinical trials of new agents is recommended.

Preferred regimen Other recommended regimens
» Pembrolizumab (category 1 | *Paclitaxel or docetaxel
post-platinum) * Gemcitabine
» Pembrolizumab and enfortumab vedotin-ejfv (category 2B)
Alternative preferred Useful in certain circumstances based on prior medical therapy
regimens * [fosfamide, doxorubicin, and gemcitabine
* Nivolumab » Gemcitabine and paclitaxel
» Avelumab * Gemcitabine and cisplatin
« Erdafitinib « DDMVAC with growth factor support
sEnfortumab vedotin-ejfv

Second-line systemic therapy for locally advanced or metastatic disease (Stage IV) (post-checkpoint inhibitor)
Participation in clinical trials of new agents is recommended.

Preferred regimen for cisplatin ineligible,chemotherapy naive | Other recommended regimens

*Enfortumab vedotin-ejfv » Paclitaxel or docetaxel

» Gemcitabine/carboplatin » Gemcitabine

» Erdafitinib

Preferred regimens for cisplatin eligible, Useful in certain circumstances based on prior medical therapy
chemotherapy naive » Ifosfamide, doxorubicin, and gemcitabine

* Gemcitabine and cisplatin » Gemcitabine and paclitaxel
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* DDMVAC with growth factor support
» Erdafitinib

Subsequent-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)Participation in clinical trials of new agents
is recommended.

Preferred regimens Other recommended regimens
* Enfortumab vedotin-ejfv (category 1) * Sacituzumab govitecan-hziy
* Erdafitinib * Gemcitabine

* Paclitaxel or docetaxel

* [fosfamide, doxorubicin, and gemcitabine
* Gemcitabine and paclitaxel

* Gemcitabine and cisplatin

DDMVAC with growth factor support

MVAC

Methotrexate 30 mg/m? iv di, 15 and 22
Vinblastine 3 mg/m? iv d2, 15 and 22
Doxorubicin 30 mg/m? iv d2

Cisplatin 70 mg/m2 iv or  Carboplatin AUC 4-6 dlor2
Q4w x 6 cycles

Han KS et al. Methotrexate, vinblastine, doxorubicin and cisplatin combination regimen as salvage chemotherapy for patients with advanced
or metastatic transitional cell carcinoma after failure of gemcitabine and cisplatin chemotherapy. Br J Cancer 2008; 98:86.

Logothetis CJ et al. A prospective randomized trial comparing MVAC with CISCA chemotherapy for patients with metastatic urothelial
tumors. J Clin Oncol 1990; 8:1050.

Gemcitabine + Cisplatin{Carboplatin)

Gemcitabine 800 - 1000 mg/m* iv dl, 8 and 15
Cisplatin 70 mg/m? iv d2
Q4w x 6 cycles

von der Maase H 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 Il study. J Clin Oncol 2000; 18:3068
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Paclitaxel +/- Cisplatin(Carboplatin)
Paclitaxel 80 mg/m? iv di, 8,15
Cisplatin 70 mg/m2 iv or Carboplatin AUC 4-6 dl
Q4w x 6 cycles

von der Maase H 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 I1I study. J Clin Oncol 2000; 18:3068

Immune therapy for Advanced or Metastic Disease
Nivolumab

Nivolumab 100-200mg mix N/S250ml TVD Thour dl

Q2W

Prof Padmanee Sharma MD,Prof Margitta Retz MD,et al.Nivolumab in metastatic urothelial carcinoma after platinum therapy (CheckMate
275): a multicentre, single-arm, phase 2 trial. The Lancet Oncology2017, 18:271-273

Keytruda

Keytruda 100-200mg mix N/S250ml IVD lhour dl

Q3W

Joaquim Bellmunt, M.D., Ph.D., Ronald de Wit,et al. Pembrolizumab as Second-Line Therapy for Advanced Urothelial Carcinoma.N Engl J
Med 2017; 376:1015-1026 ;

Enfortumab vedotin-ejfv

Enfortumab vedotin-ejfv 1.25mg/kg mix N/S100ml IVD 30mins dl,8and 15

Q3W

NCCN Clinical Practice Guidelines in Oncology Bladder Cancer. Version 3. 2023.

Principles of radiation
Selective adjuvant radiotherapy #
If margin positive/residual or LN positive, dese of 50~70Gy depends on the tumor position and the patient condition

Definitive radiotherapy *
60~70Gy, depended on the tumor position and the patient status.
34
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Palliative radiotherapy **
20~40Gy, depended on the disease condition and the patient status.

5-2 B
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
Favorable « Axitinib + pembrolizumab (category 1) = Axitinib + avelumab « Active surveillance
 Cabozantinib + nivolumab (category 1) » Cabozantinib (category 2B)  Axitinib (category 2B)
* Lenvatinib + pembrolizumab (category 1) » Pazopanib
sIpilimumab + nivolumab * Sunitinib
Poor/intermediate Axitinib + pembrolizumab(category 1) * Axitinib + aveluma * Axitinib (category 2B)
» Cabozantinib -+ nivolumab (category 1) * Pazopanib * Temsirolimus (category 3)
« Ipilimumab + nivolumab(category 1) * Sunitinib
» Lenvatinib + pembrolizumab(category 1)
» Cabozantinib

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

Immuno—oncongy Pref.erred Other Recommended Regimens Useful in Certain Circumstances
(I0)Therapy History Regimens
Status
. ¥ « None * Axitinib + pembrolizumab * Axitinib = Axitinib + avelumab
10 Therapy Nalve e : 4
+ Cabozantinib » Everolimus (category 3)
« Cabozantinib + nivolumab e Pazopanib
« Ipilimumab + nivolumab ¢ Sunitinib
« Lenvatinib + everolimus » Tivozanib
* Lenvatinib + pembrolizumab « Belzutifan (category 2B)
* Nivolumab * Bevacizumab (category 2B)
Prior 10 Therapy « None » Axitinib « Axitinib + pembrolizumab « Bevacizumab(category 2B)
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» Cabozantinib
= Lenvatinib + everolimus * Everolimus
» Ipilimumab + nivolumab

« Lenvatinib + pembrolizumab

» Tivozanib
« Belzutifan

« Pazopanib
* Sunitinib

* Cabozantinib + nivolumab

= Axitinib + avelumab
(category 3)

SYSTEMIC THERAPY FOR NON-CLEAR CELL HISTOLOGY

Preferred Regimens

Other Recommended Regimens

Useful in Certain Circumstances

» Clinical trial
» Cabozantinib

*Nivolumab + cabozantinib
*Lenvatinib + pembrolizumab

« Lenvatinib + everolimus
* Nivolumab

* Pembrolizumab

*Sunitinib

« Bevacizumab + erlotinib for selected
patients with advanced papillary RCC
including hereditary leiomyomatosis and
renal cell carcinoma (HLRCC)-associated
RCC

« Axitinib

* Bevacizumabf + everolimus

* Everolimus

» Nivolumab + ipilimumab (category 2B)
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