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- INITIAL DIAGNOSIS WORK-UP< CLINICAL STAGE< INITIAL THERAPY®
INITIAL DIAGNOSIS+ WORK-UP CLINICAL STAGE: INITIAL THERAPY« @
Tas »
, - : Fo——
- ;::—dmusrlc invasive — @ —+| bladder cancer
er cancer e | @ IBC)
MO - - = )
B -
sh wCystoscopy- ‘Urine cytology Then TURBL E2-=-3- I
;)7 Urine cytology Then TURBY: EBHA P Abdominal/e:
. Abdominal Optional¢ Pelvic CTor MRI-
Optional- ) Pelvic CTor MBI Smge I 8 ro uSingle-dose intravesical~ EEEE o
5 wSiagle-dose intravesical 5 ﬁ“twnl B : (cT2, NO —— chemotherapy within 24hours of] | B , —p
chemotherapy within 24hours o -y i » . TURBT< mBone scan
TURBT- mBone scan Genicitabine (preferred)<’ uC Stage IIA-
o Gemcitabine (preferred) Stage TTIA: ) ore =PDL1< (cT3. NQ:cT4a, NO;« 4
E‘ ar (T3, NO:cT42, Nz [ | pip Mitomyein (preferred)~ CT1-T4a, N1)*
Mitemycin (preferred) *| cT1-Tda, N1) =
ﬁ Stage IB<
Stage I1IB- a Nk (cT1-T4a, N2,3)«
(cTI-T4a, N23) @ Muscle invasive
L Muscle invasive “ | Bladder cancer - Stage VA~
| Biadder cancer — B o (MIBCy~
(MIBCY Stage IVA« p " -
*| (cT4b, Any N, MD; o 2, P12
Any T, Any N, Mla) o -
Metastatice
Metastatic- - (Stage IVBe —
L, | (Stage IVB: a Any T, Any N, M1b)«
Any T, Any N, Mlb)
CLINICAL STAGE INITIAL THERAPY' ADJUVANT THERAPY
CLINICAL STAGE< INITIAL THERAPY< ‘ ADJUVANT THERAPY< ‘ ‘
L de Visvally complete Low grade
. Visually complete- ‘ owam | — vt [ amc - e,
¢ eection” — ‘ ity / p— P2
“ Carcinoma in<! / situ (CIS) or
situ (CIS) or Ta .
Tac /

>
>

O W

T1 or consider Residuale
for select T NMIBC
Visually incomplete or no residual
resection or<’ cancer<
v High-volume fumor Repeat
TURBT

AUA Risk Stratification for Non-Muscle Invasive Bladder Cancer<

t
Low Risk ¢ Risk ¢ High Risk:
= Papillary urothelial neoplasm of low+! » Low grade urothelial carcinoma! » High grade urothelial carcinoma-!
malignant potential' > Tlor > CIS o

= Low grade urothelial carcinoma«’ » >3cmore » Tlore

» Taand* > Multifocal or<' » >3cmore

> <3 cmande % Recurrence within 1 year % Multifocale’

> Solitary ' '
. High grade urothelial carcinoma<! = Very high risk features (any):
> Taand! > waresponsivele
> <3cmand > Variant histologies-!
> Solitary > Lymehevasculag invasionc

% Prostatic urethral invasion*

for select Tar

Visually incomplete
sesection or

<_J High-volume tumor S

AUA Risk Stratification for Non-Muscle Invasive Bladder Caneer

T1 or consider

Repeat

TURBT

Residual
NMIBC
or no residual
cancer

Low Risk

I Risk

— | #E
P5
High Risk

malignant potential
> Taand
» A3 emand
¥»  Solitary

= Papillary urothelial neoplasm of low:

* Low grade urothelial carcinoma:

+ Baseline mtermediate risk cligibility factors
# Ta low grade tumor that 15 any one of the
following:
recurrent
multifocal

=3 e
» Any Tl low grade (G1-G2) tumor
> Any Ta G2 tum ardless of recurrence status

# Mulufocal tumo
# Early recurrence (<1 year)
# Frequent recurrence (>1 recurrence/year)
# Tumor size >3 cm
> Failure of prior tntravesical therapy
+ Intermediate risk subroups:
> Lower nsic 0 nsk factors
> Imermeduate niskc- 1-2 factors
# Higher niskc 23 factors

r3e risk factors

= High grade urothelial carcinoma:
> ClSor

> Tlor

> >3emor
»  Mulufocal

* Very high risk features (any)

> BCG yasesponsivel
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MANAGEMENT PER NMIBC RISK GROUP-
MANAGEMENT PER NMIBC RISK GROUP+'

‘ AUA RISK GROUP ‘ INITIAL MANAGEMENT« ‘ FOLLOW-UP ‘
AUA RISK GROUP+' I INITIAL MANAGEMENT ‘ FOLLOW-UP' |

fintravesical theragy-
ferred)

[(prefe
Surveillance:

;‘5"( (preferred) Tf prior BCG |
i mamtenance
= = e

(prefesred)-

Cytology positives m
Tnwing g |+ R |

Cystoscopy negative

If prior BCG,«
BCG (category 1, preferred) m.igtz-uc:ncr | <_|
or
Cystectomy= (preferzed)e

‘Cysteciomy (prferred)-

P
Intravesical chemotherapy-

‘Peaubrolisams (select patieats)-

o——— “
IREE

»
>

B

~={ 00

2 e MANAGEMENT PER NMIBC RISK GROUP+
_ﬂi‘z‘ BCG naive high-risk NMIBC-
Preferred- Other recommended- Useful in cetain circumstances-
"BCG induction followed by niravesical cmempy * Cyslectomy-
maintenance therapy” « Clinical triak

BCG unresponsive NMIBC, CIS +/- TalT1 papillary -~

Prafered- Ofher recom Useful in certain crcumstances
“Cystectomy™ Wem:\ abine (raveslcalsys'em - Pembrolzumab-.
- Clinical triak - single-agent
- Nadofaragene firadenovec-vnco- (calegm' 28)
- Nogapendekin alfa nbakicepl-pmin +
BCG-

BCGunr-:poﬂ:i"NldIBC TalT1 papillary only without CIS-

Preferred- Other recommend Useful in certain crcumstances-
+Gemcilabine mlravesnra sysleme + Pembrolizumab (category 2H)-

“Cyslectom,
« Clinical trial Intravesical multi-agent chemotherapy*
.Wﬁ%ﬂ“ -omin +

B
- Infravesical single-agent chemotharapy
jory 2B}

(categ
BCG exposed high-risk NMIBC -
Preferred- et recommended- seful in cerlain rcumstances-
* Repeat BCG induction (partculary iravesical mulli-agent ysleciomy:
if initial BCG . single agenlcnemolnerapy
« Clinical trialk
woRKTP- | INTTIAL THERAPY: ‘ ADJUVANT THERAPY: | WORK-UP- ‘ INITIAL THERAPY: | ADJUVANT THERAPY+*
B o peleaR T N §
Neoadyuvant cisplatin-based Fw i o _PTA;LFI-WJ&'
| chemotberapy followed by radical = * Comiides hant ot ) T Cisplat Durvabumab given e
cysieciomy pa & Seoady Cispl 7 Doruthmnah shc b ned posperativlyr
1 copltin mosduant chessotbcagy gven wsd 572+ § Jsandwich ¥ Enfamumals vedoticeif ~ Pembrolizamab given preoperatively, then
Nevadjuvant cisplatin-based combination] || TFT4aor g, comsider aivoimmat € ) Cisplatin-based combination chematherapy followed by radical WWW‘MW‘W should be wied
chemotherapy followed by partial o s T s ptcns (5754, |‘ ' eysiectomy (category 1) - Based on pathologic sk~
eystectomy — poive odes g (g 185 1o Cispatin necadjuvant restment given and T3, pT4a, o g~
i selectd paticars with soltary + Adjivaat Cisplatio-based chesatberagy shouid be discussed
location ; no Tis) Stage 11 (T2, e ,

NI HTis, Ta, or T1, der— Noy- derioperative sandwich Enforumab vedotia- eifi + *+ Consider aduvast Nivaluniah (categary 1) o Peisbeolauaish-
cI2N0 .. ystectomy aloos hmm-nehpﬂmo m,,?w‘}:gc‘cfm or embrolizumab followed by radical cystectomy for those not » If Cisplatin neoadjuvant chemotherapy given and ypT2-3pT4a or
*2H0 receme o STAGE ITIA¢ gible 1o receive Cisplatin based chemothesapy: ¥z Niolumab (category 1) (preferred), or Peanbrolizua or

1 0 Abdominal- S — T h, >cﬂnsmmm % KT i ccid s -4 g
L e . 0 t o 72
Pelvic CTop MRI* “Bladder prescrvation wilh concurren® status 2-3 consolidation (g, cystectomy eTdaNi-  fe
BELAR *| Chemoradiotherapy- ‘months after full er pantial cystectomy in highly T1-T4aN1
s aBone scan- and TUBBTs ireatments! selected cases): sg9E P
2 o — st EETE et
PDLI T patient prefers biadder preservation” Treat 35 metastatc disease - Petvic CT or < Fiadler preservation with concurrent] w .
or is unable fo undergo cystectommy, MR- Pm— (entegory Tyt 1€ persistens T2, Sargics] consclidation (i rystecteeny.
e e T | [ S s et T e e o
* RT™ status 2-3 aBome seam Treat as metastatic disease
months after full Sy o] ACXR
s stemic theraps aPDL-1- o
oo R e ——
RT alone (if nio prior RT)- o
o CE T or T, condes TURBT =
wtravesical
“po0s performance: BCOG 22 old age 270y | TURBT = miavesical therapy @ N M
=pT34, positive pads high grade(zrade2-3), o epemive case “poor performaace: ECOG 22 old age 270 e Bost soppontive e
positive margin< suppal #*pT3.4, positive node, high grade(grade2-3), positive margin:
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WORK-UP+ ‘ ‘ ADJUVANT THERAPY+« ‘ ‘ ‘WORK-UP* ‘ INITIAL THERAPY* ‘ ADJUVANT THERAPY+
Consolidation cystectomy or” [Consolidation local therapy (cystectomy or RT)~
RT or¢ CRPR|————fore
_ OBs« (Continue systemic therapy«
s STAGE IIIB+ Dmms;agmg Reassess tumor < - STAGE IIIB< Downstaging| | Reassess tumor lor @
av' ;TZI;TM,-‘ systemic | _,| Stﬂm;f’:ﬁ At yfs‘ecck“’r"ﬁ or ‘ ¢T1-T4a," systemic || status 2-3 ,
N3¢ months after N23 therapy*! ‘months after full
lbf;g gio treatmente Treat as metastatic disease rBmEA treatment<!
Abdominal/s - minal
l l Pelvic CTog Treat as metastatic disease ‘ Abden o __.| Treat as metastatic disease” ‘
MRI- .
E JEHE g Follow« ‘ EIFIFE CR- ‘ Follow« ‘
‘ kWit e _ : -yt e ]
WCXR s I Tis, Ta. or T1, consider intravesical BCG e ?t::?:czssimmm T T or 1 comder miravesical BOG-
PDL-1+ il ore < I " !
b months after full Surgical consolidation® =PDL-1 ‘months after full Sureical consolidation®’
ot : months aft urgical consolidation
ore
Treat as metastatic disease< Treat as metastatic disease<’
)
}‘ Treat as metastatic discase®’ | < m | Treat as metastatic disease” |
! pa)
‘ WORK-UP< ‘ INITIAL THERAPY< ‘ ADJUVANT THERAPY+ WORK-UP¢ | INITIAL THERAPY+ ‘ ADJUVANT THERAPY«
: —— EAAREAEERS
Systemic After 23 gyglesseassess with ABEHES SRR Afer23 itho Continue systemic therapy o
; : 4 “CCRI(If no pervious RT) systemic
CustosconsEUATURBT, an « ° P ot T and consolidation local therapy
STAGE IV~ umaging of bl custeclomy ey imaging of abdomen/pelvice (RT or cystectomy)<’
STAGE IV¢
z2Ha < .
~ x e
% Abdominal) CCR Reassess tumor status 2-3 Pt Abif‘"il" CCRT EH A
el (Tt - Reassess fumor staris 2- Raver ‘CCRT(If 10 pervious RT)= Pelvie CTog Reassess tumor status 2-3 v ‘CCRT(If no pervions RT)«
"L twmore [T R A NRL months afier treatment- e T e i
12 o ‘custectomy- mEMEE o P——
Bone scan wBone scan
B ACXR ©
PDL-1 Consider consolidative: -
F’ Evatuate with | e conenligen WPDL-1- - Consider consolidative
systemic herapy] | Cyatoscopy EUA TURBT, and al therapy in selected cases et gy | ErlbeTs Local therapy in selected cases
Gteseomy ? - WMM&I and
imaging o .
Systemic therapy,
a;dm o Y o Systemic therapy, o
Palliative RT< a ? andior”
Palliative RT o
TREATMENT OF RECURRENCE ¢ -
OR_PERSISTENT DISEASE< _
= TREATMENT OF RECURRENCE
a Local Cystectomy < OR_PERSISTENT DISEASE:
| ((if no prior RT)-
recurrence or¢ N prior
Visce™
o ‘persistent ! Systemic therapy ! Tocal Cystectomy
iseases || @ Palliative TURBY and best supportive caret! recumence or Chemorad i o prior RTY
o »{ Preserved . persistent r uacle. Systemic therapy
bladder.! ) Consider e || <] ] rasi Palliative TURB: and best supportive care
o , —, intravesical<' No¢! o Preserved
‘ e fi i N bladder Consider
S o or, Cystectomy — T mvesical
' . TURBT< eragy
a’ ' EE2 “Additional e or, Cystectomy
e “ If upper tract<| ) - - or, TURBT
13 e % s o] g st o e Tumon | O | | A
e g [ | B [ v fomss | (5] e o [ O T ]
— treated with curative e upper tract<! memstanc disease 4| | Sl el g e | wadhiags of
e ¢ I n rstosc H
E > ovent k-4 EM el See NCCN Urothelial Carcinoma of the Prostate~ reated witl ormiive EUAC e et et
| biopsy + TURP+BCG< ment selected & “‘::‘ﬂ‘f uaethral See NCCN Usothehal Carcinema of the Prostate
o biopsy negative| Tf prostatic systoprostatectomy PP ! [UReTBCS
I urethral<’ 2 CCRT+ biopsy negative T prostatic +/- cystoprostatectomy-
) ret! N , urethral
< positive - Chemotherapy Tt T Chemorhenpy
o
« |, [ Memstic” gff"“‘c therapy* ||| [ e 5 e e
] e " Chemoradiotherapv(if no previous RT) < Posermtectom ] Palliative RT
o Local recurrence: Or ) Local recurrence
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FOLLOW — UP ‘ FOLLOW _ UP-
|
‘AUA Risk for cle inrvasive Bladder Cancer <
Low Risk Intermediate Risk High Risk Low-Risk, Non-muscle invasive Bladder Cancer
» Papillary urothelial neoplasm of law. - Low grade urothelial carcinoma, + High grade urothelial carcinoma reart
maligaass potential Tior CIs or st 1 2 [3 [+ [5 [5-10 [>10
»Low grade(LG) =3 cm ar Tlor cystoscopy* 3,12¢ annually« | As clinically indicated:
®  Solitary and: Multifocal or =3 em ar Upper tract and | Baseline
s ® Tamd . M
. Recurrence within 1 year Tultfocal abdominal/pely | imaging: As clinically indicated<
+ High grade urothelial carcinomar + Very high risk features (any) ic image
Ta and BCG unresponsive: Blood tests< N/A
14 <3 cm and Variant bistalogics Utine tests N/A
Solitary 0 invasion: o
—_ Prostatic urethral invasion E3
E“ L diate Risk, Non-muscle invasive Bladder Cancer
Low-Risk, Non-muscle invasive Bladder Cancer st vear:
ear 1 2 [4 [5 [ 5-10 [=10
fest 1 3 3 [+ [5-10 >10. cystoscopy 3,6,12¢ Every 6o | annually- | As clinically indicated-
cystoscopy 3,12 anaually- | As clinically indicared Upper tract and | Baseline
Upper tractand | Baseline abdominal/pelv | imaging: As clinically indicated:
abdominal/pelv | imaging As clinically indicated ic image
ic image- -
Blood rosts i B e e vty | T cytoms Ha
Urine tests N/A yioloey yiology annually As clinically indicated
3612 everv 6 mo
4 &) E 7)o N
3-4 6946 3] 3-4 3651
T A
o
o BE&
o
WORK UP« ‘ PRIMARY TREATMENT*
| | WORKUPS | PRIMARY TREATM
T
45 o <
% Nephroureterectomy with cuff of bladder * perioperative o
1 intravesical chemotherapy
Renal pelvis< - Or resection * pel -
23 ZEHE : ,| Low grade« iy or BOG: Renal pelvis¢
mAbdominal/ /' wERA
— i - - Mo ,‘;ﬂlp%. }—.‘ : 5 pooe
E Pelvic CT scan or [ High grade, e, Nephroureterectomy with cuff of bladder + segional mAbdotninal L7 HARPD
. MRT or y Pelvic CT scan or
mCXR invasion® + perioperative intravesical chemotherapy+ MRI¢
AEHE * And consider neoadjuvant chemotherapy in selected patients mCXR¢
aBone scan \ SFIEE
wPDL1< Systemic therapy<’ mBone scan \
wPDLL& Systemic therapy ¢’
k)
i MANAGEMENT PER UTUC RISK GROUP+
)( |
UTUC Risk Grade- | Focality & Size Management. Imperative for nephron sparing
Low Low Unifocal & <15 em” | Endoscopic ablation® (thermal or Mot applicable:

24

=

laser) or chemo-ablation
or

Surveillance with periodic endoscopy
and upper fract urography

Low Intermediate:

Multifocal or >1.5 cm+| Endoscopic ablation® (thermal or laser) +
intrapelvic (refrograde or antegrade)

therapy™

Not applicable

High Intermediate-

High

Unifocal & <15 cm< | Radical nephroureterectomy with

cuff of bladder +/-

Endoscopic ablation (thermal or laser) + intrapelvic
or antegrade) therapy

intravesical chemotherapy” and
consideration of

neoadjuvant chemotherapy in select
patients9

High

High

Multifocal or >1.5 ecm | Radical nephroureterectomy with
or high-grade renal | cuff of bladder +- perioperative

ion or i i Tand
invasion on axial
imaging-

consideration of
neoadjuvant chemolherapy in select
patients?

Systemic therapy + radiation therapy (BL-G 6 of &)
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‘ PATHOLOGIC STAGING¢ ‘ ADJUVANT TREATMENT+

FOLLOW UP+ ‘

Adjuvant treatment for'

+ Cystoscopy and consider cytology for high
‘srade every 3 months for 1 yearthen at longer
intervals«

= I nephron-sparing surgery. imaging of upper

pT2, pT3,pT4, pN+ :
4¢ _+ Pembrolizumab

o
o

wRIHE

* Consider
needle biops
‘not adequats

(e central

biopsy-

INITIAL WORKUP*

- Abdominal =
pelvic CTor MRI-

1 core
sy (FNA
)¢

+ If urothelial
carcinoma suspected

mass),

consider urine

cytology. referoscopy*
or percutancous:

Partial nephrectomy (preferred)

or
Ablative techniques:
or

Active surveiltance:

(in select p:

or
Stereotactic body radiation therapy (SBRT)

Partial nephrectomy

]

Radical nephrectomy
Active surveillance (in select patients)-

Ablative techniques(in sglelct patient)

Adjovant
(Grade 4 tumors with clear [—>| Follo J

cell histology = sarcomatoid

features)

or

Surveillance

Stereotactic body radiation therapy (SBRT)

Partial nephrectomy

Stage < ||

Radical nephrectomy

Radical nephrectomy
3

o
Partial nephrectomy, if clinically
indieated

——

Clear cell histology™
Adjuvant pembrolizumab

Surveillance
Adjuvant sunitinib (category 3)

Non-clear cell histology
‘Survsillansef o clinical trial

Consider tissue«
samoling*

Potentially surgically- |
Esestabls primary

Cytoreductive nephrectomy in select

R

L | Stage IV

T L

Surgically

‘patients

Systemic therapy (preferred in clear cell
Featn

‘

histology with p

a—’ renal pelvis< tract collecting systema or ureteroscopy 2t 3- to
andet ) . 12-month intervals  abdominal/petvic CT or MR
2 5 bt m;h‘f:;f"f““”““ = 1f no platinum neoadjuvant with and without contrast:
treatment given+'
—_ and pT3, pT4, or pN+ © &
E‘ « P2, pT3. >Adjuvant platinum-based + Cystoscopy and cytology every 3months for 1
T4, EN- chemotherapy should be e, then ot longer ntervals:
<' discussed ore’ *+ If nephron-sparing surgery, imaging of upper
>Consider adjuvant tract collecting systema or ureteroscopy at 3- to
< nivolumab(category2B)« 12-month intervals + abdominal/pelvic CT or
ore! MRI with and without contrast + chest imaging*
o * If platinum neoad
, chemotherapy given®
< and ypT2-ypT4 or yplN+.
o consider adjuvant nivolumab+
ey Siaa Meleal Uadversiy Hospte T i Rl Ctietins S35 vereaTE
446 aEsl < PRIMARY TREATMENT+ ADJUVANT TREATMENT

4-4:6 7445 3]

Pustial nephrectomsy (preferied)

Ablative techmsques

ar
Active surveilince

Stage |
(Tlay

Surveillance:

INITIAL WORKLP:

adical nephrecteeny (i select ptients)
~ Abdominal £ Stereotactic body radiation thersgy (SBRT)
pelvic CTar MRI

* Cleas cell istelogy
Surveillznze e

Radical nephaectony

necdle biopsy (FNA
ot adequate}

* Ifuothelial
carcinoma suspecied
(¢ cemral mass).

Astive surveillance (in select patients)

Ablative technigues(in gelelcd patient):

Sterectactic body radistion therapy (SBRT)

cytology. IRI0EcARY /

- Partinl neph or:

et Stage II Radica nepheeciomy or 7 re——
bipey SBRI (i sebect ) (category 2B}

Survelance:

Noa-clear cell Bisology
clinical triak

Stage T+ | 5

Potemtially surgicall Comsider tssue- » | Crtoreductive mepteectomy m select
L teseciable primery~ || samoline: atieats q’
[ stage 1v: &=

ferred i clear cell

Surgically
unresectable-

|_.‘ Tissue sampling |

\—-| #*8, P31

»
&

= 3w

)

Perioperative/Sandwich Therapy :
4v + Enfortumab vedotin-ejfv + Pembrolizumab for 3 cycles prior to

cystectomy, then Enfortumab vedotin-ejfv (6 cycles) + Pembrolizumab (14
cycles) after cystectomy (for cisplatin-ineligible bladder cancer only)
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Chemotherapy for metastatic cancers

Principles of systemic therapy~

First-line ch

apy for locally advanced or ic di )

Cisplatin cligible

Preferred regimens®

- Pembrolizumab and enfortumab vedotin-ejfy (category 1)~

Other recommended regimens®

Gemcitabine and cisplatin (category 1) followed by avelumab maintenance therapy (category 1)/

Useful under certain circumstances<'

Nivolumab, gemcitabine, and cisplatin (category 1) followed by h gory 1)

- DDMVAC with growth factor support (category 1)followed by avelumab therapy (category 1)+

Cisplatin ineligible«

DPreferred regimens<

« Gemcitabine and carboplatin followed by avelumab maintenance therapy<

« Pembrolizumab (for the treatment of patients with locally advanced or metastatic urothelial carcinoma yhoare
not eligible for any platinum-containing chemotherapy)<’

. and cedotin-eifice

Other recommended regimens<!

* Gemcitabine«'

* Gemcitabine and paclitaxel«

+ Atczolizumab (only for patients whose tumors express PD-L1) (category 2B}

Useful \mdﬂ certain

Chemotherapy for metastatic cancer:
4 Principles of systemic therapy+

First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)<

Preferred: Other recommended:-

Enforiumab,

Pembrolizumab (category 1)< by Avelumab maintenance therapy
(category 1)

+ Cisplatin/'Gemcitabine
Nivolumab (category 1) folluwad
by Nivolumab mamntenance therapy
(category 1

* DDMVAC with growth factor support
(category 1) followed by Avelumab

maintenance therapy (category 1)°

* Cisplatin/Gemcitabine(category 1) followed

Useful in certain circumstances:
° Carboplatin/Gemcitabine followed by Avelumab
maintenance therapy (category 1)
* Pembrolizumab (for the treatment of patients with
locally advanced or metastatic urothelial carcinoma
who are not eligible for any platinum-containing

py

* Atezolizumab (only for patients whose tumors express
PD-L1 or who are not eligible for any platinum-
containing chemotherapy regardless of PD-L1
expression) (category 2B)<

>
>

v 9 W

I and bine (for patients with good kidney funcuon and zood PS)
+ Atezolizumab (only for patients who are not eligible for any plati g dless oft! )
PD-L1 1) (category 3)

Sec

Tine Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)
i and enfortumah yedotin-sify (no previous ¥

Preferred regimens Other recommended regimens Useful in certain

+ Gemeitabine and cisplatin * Gemcitabine (category 2B)
- Gemeitabing and carboplatin (category
2B)

ortumab vedotiaeif and

brolizumaby

+ Biomarker-directed therapy (see
biomarker direcied therapy table)

= Paclitael or docetaxel - Gemeriabine, cisplain, and pivolumab

th growth factor suppert

doxorubicin, and
gemcitabine 30(category 2B)
emcitabine and paclitaxel3 1 (category

Previous (n0 previous Jofinsil

Prel

platiou) - Gemeitabine (categony 2B)

"~ pembrolirumab

wred regimens: Other recommended regmens:
+ Pembrolizumab (category 1 post-

- Enfortumab vedotin-eifi- + Gemcitabine and paclitasel3 1 (category
Nrvolumabicategory 2B} 2B)

elumab (category 2B)
- Biomarker direeted therapy (see
bicmacker directed therapy i

Useful m certain circumstances:
_+ DDMVAC with growth facter support]

+ Paclitael or docetaxel

e, doxorubicin, and

- Gemeitabine and cisplatind (category 2B)

Previous (o previous sal b vedotin-gify)
Prefesred regimens Other rcommended segimens Useful in centain circumstances
Enfortumab vedotineifyfcategery 1) dotin eify and ~* Saciturumab go

Biomarker-directed thecapy (see ‘pembrolizumalr
biomarker-dircted therapy table)

+ Paclitaxel or docetaxel

+ Gemcitabine
- Gemcitabine and cisplatind
< DDMVAC with growth factos support2
+ Ifosfamide, doxorubicin, and
gemeitabine (category JB)

>
»

v & W

+ Gemcitabine and paclitaxel (category 2B ‘

Subsequent-Line Systemic Therapy for Locally Advanced or \letastanc Disease (Stage IV)d, e

Previous chemotherapy, i

therapy, and

Preferred regimen«'

therapy table):

. Biomarker-directed therapy Biomarker-
directed therapy (see biomarker-directed

Otherrecom_mended regimens<
Gemcitabine«'

> Paclitaxel or docetaxel+

- Mfosfamide. doxorubicin, and
gemcitabine(category 2B)«

.- Gemcitabine and paclitaxel31 (category <

2BY

Useful in certain circumstances«

. Sacituzumab govitecan-hziy:

1% * %W
T4 (2% CheckMate 901

ro
e =
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5-2 HmAR
PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE
FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY*
Riske? Preferred Regimense Other Regimens< Useful in Certain Cir
Favorables « Axitinib + pembrolizumab (category 1) + Axitinib + avelumab + Active surveillance:
. ib + nivolumab (category 1) - (category 2B) - Axifigib (category 2B}
+ Lenvatinib + pembrolizumab (category 1) + Pazopanib ]
i aivolumabe’ + Sunitinib®
d; 1) * Axitib + aveluma: + Axiunib (category 2B)
+ Cabozantinih + nivolumab (category 1) « Pazopanib- B
+ Ipilinumab + pivolumablcategory 1) * Sunitinib<
* Lenvatinib + pembrolizumabfcategory 1)
- b’
p
SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY (IN ALPHABETICAL ORDER BY CATEGORY)<
Immuno-oncology | Preferred: - - ,
(I0)Therspy Hicory | Regimenss  Other Recommended Regimens Useful in Certain Circumstances:
Status¢’
oo | " Nome< + Axifinib + pembrolizumab + Asilinib + Asifigib + avelumab
10 Therzy P !
py Nalys: X i - Evenlin 3
+ Cabozantinih + nivolumab + Pazopanib - Lenvatinib®
+ Ipilimumab + nivolumab + Sunitinib
+ Lenvatinib + gyesolimus + Tivozanib
+ Lenvatinib + pembrolizumab. + Belawifan (category 2B)
- Nivolumab<’ + Bevac: (category 2B)-
Prior I0 Therapy= | = None® ~ At + Axinib B 2B)
* Cabozantinib + Cabozantinib + nivolumab- * Azitinib + avelumab-
+ L L . (category 3)
- Belzutifan + Ipifimumab + nivolumab
: + Lenvatinib + pembrolizumab
+ Pazopanib
+ Sunitinibe
SYSTEMIC THERAPY FOR NON-CLEAR CELL HISTOLOGY+
Preferred Regimen Other R ded Regimen Useful in Certain C:
+ Clinical trial-’ + Lenvatinib + gyerelimus” + Axitinib-
- i - Nivolumab¢! - Bevacizumab{ + cxerelimus”
«Nivolumab + gabozantinib-' * Pembrolizumabe' * Ex. '
Lenvatinib + pembrolizumab +Sunitinib Nivolumab + ipilimumab (category 2B)

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

1 ",4rf SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY 2. * %

] %
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Bk S e ops 3L e B v 22004 WHO grading 4~ &
Urothelial papllloma
Papillary urothelial neoplasm of low malignant potential (PUNLMP)
Low-grade papillary urothelial carcinoma
High-grade papillary urothelial carcinoma
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2-3 4 3y
American Joint Committee on Cancer (AJCC)TNM Staging System for Bladder Cancer 8th ed., 2017)
T Primary Tumor
TX 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
MO | No distant metastasis
M1 | Distant metastasis
M1a | Distant metastasis limited to lymph nodes beyond the common iliacs
M1b | Non-lymph node distant metastasis
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When Tis... | And Nis... | And M is... | Then the stage group is...
Ta NO MO Oa
Tis NO MO Ois
T1 NO MO I
T2a NO MO 1
T2b NO MO 1
T3a, T3b, T4a | NO MO A
T1-T4a N1 MO A
T1-T4a N2, N3 MO 1B
T4b Any N MO IVA
Any T Any N M1la IVA
Any T Any N M1b VB

Clinical Guideline 2026 version18.1
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2-4 i 455

INITIAL DIAGNOSIS WORK-UP CLINICAL STAGE INITIAL THERAPY
—»| Ta
Non-muscle invasive \
—| bladder cancer — .
(NMIBC) T1 X0 P7
aCystoscopy —»| Tis
Urine cytology Then TURBt aRIEP
_ Abdominal/
Optional _ Pelvic CTor MRI Stage Il 8 P9
mSingle-dose intravesical FEEFD | (cT2, NO) End
chemotherapy within 24hoursof| | ~_" "~ —>
TURBT + mBone scan
Gemcitabine (preferred) =CXR Stage IlIA
or =PDL1 (cT3, NO;cT4a, NO; '
Mitomycin (preferred) cT1-T4a, N1)
»| Stage I1IB — =18 P11
(cT1-T4a, N2,3) ’
Muscle invasive
—>| Bladder cancer —> Stage IVA
(MIBC) > (cT4b, Any N, MO;
Any T, Any N, Mla) |—| z£8 p12
Metastatic
| » | (Stage IVB —>
Any T, Any N, M1b)
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CLINICAL STAGE INITIAL THERAPY ADJUVANT THERAPY
Visually complete J| Low grade
resection NMIBC — | %8
Carcinoma in > | PO
situ (CIS) or
—| High grade / Ta N
Initial TURBT NMIBC
shows NMIBC T1 or consider > Residual
for select Ta NMIBC
Visually incomplete \ or no residual
resection or cancer
High-volume tumor »| Repeat
TURBT 21 g
MIBC P5
AUA Risk Stratification for Non-Muscle Invasive Bladder Cancer
Low Risk Intermediate Risk High Risk
* Papillary urothelial neoplasm of low | » Baseline intermediate risk eligibility factors * High grade urothelial carcinoma
malignant potential %ﬁgvlﬁ%grade tumor that is any one of the > CISor
» Low grade urothelial carcinoma B recurrent » Tlor
> Taand B multifocal > >3cmor
B >3 cm >  Multifocal
> <3_ cm and » Any T1 low grade (G1-G2) tumor
> Solitary > Any Ta G2 tumor, regardless of recurrence status _ o
« Patients are then further stratified by the number of adverse risk factors * Very high risk features (any):
; II;/Iu:tlfocal tumor? (Il Ies;on) »  BCG unresponsivel
arly recurrence (<1 year . .
» Frequent recurrence (>1 recurrence/year) > Lymphpvascular Invasion
> Tumor size >3 cm »  Prostatic urethral invasion
> Failure of prior intravesical therapy
* Intermediate risk subgroups
» Lower risk: O risk factors
» Intermediate risk: 1-2 factors
» Higher risk: >3 factors
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MANAGEMENT PER NMIBC RISK GROUP
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AUA RISK GROUP

INITIAL MANAGEMENT

FOLLOW-UP

Low

Intermediate

Surveillance

v

High

Intravesical therapy (preferred)
»or Surveillance

¥ 0 P8

A 4

If prior BCG,
maintenance
BCG
(preferred)

* Cytology positive
* Imaging negative
» Cystoscopy negative

.

R

Cystoscopy positive

Reclassify AUA
Risk Group and
manage
accordingly
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MANAGEMENT PER NMIBC RISK GROUP
BCG naive high-risk NMIBC
Preferred Other recommended Useful in certain circumstances
* BCG induction followed by * Intravesical chemotherapy - Cystectomy
maintenance therapy « Clinical trial
BCG unresponsive NMIBC, CIS +/- Ta/T1 papillary
Preferred Other recommended Useful in certain circumstances
* Cystectomy - Gemcitabine intravesical system « Pembrolizumab
« Clinical trial * Intravesical multi-agent chemotherapy |« Intravesical single-agent chemotherapy
- Nadofaragene firadenovec-vncg (category 2B)
- Nogapendekin alfa inbakicept-pmin +
BCG
BCG unresponsive NMIBC, Ta/T1 papillary only without CIS
Preferred Other recommended Useful in certain circumstances
* Cystectomy - Gemcitabine intravesical system - Pembrolizumab (category 2B)
« Clinical trial * Intravesical multi-agent chemotherapy
- Nadofaragene firadenovec-vncg
« Nogapendekin alfa inbakicept-pmin +
BCG
- Intravesical single-agent chemotherapy
(category 2B)
BCG exposed high-risk NMIBC
Preferred Other recommended Useful in certain circumstances
* Repeat BCG induction (particularly * Intravesical multi-agent chemotherapy | - Cystectomy
if initial BCG course inadequate) * Intravesical single agent chemotherapy
- Clinical trial
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Management of Positive Urine Cytology

Clinical Guideline 2026 version18.1

RECURRENT OR

PERSISTENT DISEASE FOLLOW-UP

RESULTS

EVALUATION

TREATMENT

* Cytology positive
* Imaging negative
* Cystoscopy
negative

« If initial positive
cytology, consider

Bladder, prostate, and

repeating cytology test| upper tract negative

within 3 months

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

or

« If repeated positive
cytology,

Consider selected
mapping biopsies

Bladder

v

If prior BCG, maintenance BCG (optional)

including >
transurethral biopsy
of prostate and
Cytology of upper —
Tract and Consider
Ureteroscopy and
Consider enhanced
cystoscopy (if
available)

positive

available) and —| Prostate positive

b e AR

See Urothelial Carcinoma of the Prostate

Consider nonurinary
tract source
(eg, vagina, cervix,

rectum) and referral
to gynecology or >

Upper tract positive

%9 P

other specialist, as
appropriate.

See Upper GU Tract Tumors 32 P23
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WORK-UP INITIAL THERAPY ADJUVANT THERAPY
« If Cisplatin/Gemcitabine + Durvalumab given preoperatively, then
Neoadjuvant Cisplatin-based combination chemotherapy or Durvalumab should be used postoperatively _
perioperative/sandwich immunotherapy with neoadjuvant « If Enfortumab ved(.)tm—.ejfv + Pembrqllzumab given preoperatively, then
Cisplatin-based combination chemotherapy followed by radical EQ:?JE%T;?R/Z?OUH'EJW + Pembrolizumab should be used
cystectomy (category 1) - Based on pathologic risk**
> If no Cisplatin neoadjuvant treatment given and pT3, pT4a, or pN+
= Adjuvant Cisplatin-based chemotherapy should be discussed
Stage 11 (cT2, (preferred) or
Perioperative/sandwich Enfortumab vedotin- ejfv + = Consider adjuvant Nivolumab (category 1) or Pembrolizumab
Pembrolizumab followed by radical cystectomy for those not = If Cisplqtinlneoagj(uvant Chen;o(thef:py %i)ven and BlngI?—ypT4a or
STAGE I1IA ligibl receive Cisplatin- hemother ypN+,Nivolumab (category 1) (preferred), or Pembrolizuma or
eligible to receive Cisplatin-based chemotherapy » Consider adjuvant RT in selected patients (pT3-4, positive
N nodes/margins at the time of surgery) (category 2B)
cT1-T4aN1
i Reassess tumor If Tis, Ta, or T1,
'FA’\:)I?/?(:nCIIr?I(/)r status 2-3 have consider TURBT +/-intravesical therapy
Bladder preservation with concurrent | months after full tmor > ffrpersistent T2, Surgical consolidation (ie, cystectomy
EEMEIEp — Chemoradiotherapy (category 1) treatment or partial cysteétomy in highly selected caées)or
and TURBT No Treat as metastatic disease

treatment

Reassess tumor

— - status 2-3
Radiation therapy (select patients)* — | months after full

tumor 1
——— Observation

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

10

have If CIS, Ta, or T1, consider TURBT
tumor intravesical therapys or

Treat as metastatic disease and
Best supportive care
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WORK-UP

INITIAL THERAPY

ADJUVANT THERAPY

STAGE IIIB
cT1-T4a,
N2-3
ARIEP S
Abdominal/
Pelvic CTor
MRI
FHPEEP
mBone scan
aCXR

A 4

Downstaging
systemic
therapy

N status 2—3
months after full |

Reassess tumor

treatment

aPDL-1

CCRT

CR/PR

v

v

PD

Consolidation local therapy (cystectomy or RT)
or

Continue systemic therapy

or

Surveillance

Treat as metastatic disease

CR

Reassess tumor
status 2—3
months after full
treatment

PR

\ 4

v

Follow

PD

v

If Tis, Ta, or T1, consider intravesical BCG
or
Surgical consolidation
or
Treat as metastatic disease

11

v

Treat as metastatic disease
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WORK-UP INITIAL THERAPY ADJUVANT THERAPY
- After 2-3 cycles,reassess with No Continue systemic therapy or
fgg::?;c & Cystoscopy,EUA, TURBT, and tumor consolidation local therapy
imaging of abdomen/pelvic (RT or cystectomy)
STAGE IV
LR MO
i E R NP
I:\(?I?/?:] (I:q?gr CORT Reassess tumor status 2-3 have -CCRT(I; no pervious RT)
MRI months after treatment tumor ST
EHMERP — -cystectomy
mBone scan
CXR
=PDL-1 CRor Consider consolidative
: Evaluate with PR local therapy in selected cases
» Mla | systemictherapy)| J cystoscopy,EUA, TURBT, and
imaging of abdomen/pelvic
SD or PD Treat as metastatic disease
Systemic therapy,
M1b and/or

Palliative RT

12
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TREATMENT OF RECURRENCE
OR PERSISTENT DISEASE

Muscle invasive
or selected
metastatic disease

treated with curative

intent

Local Cystectom_y _ _
recurrence or Niiscle ghemOfadlotherapy(lf no prior RT)
persistent »  Invasive ystemic therapy .
disease: | _ Palliative TURBLt and best supportive care
Preserved
bladder Consider
[ Tis,Ta Tl ,| intravesical No
therapy —> response [ Cystectomy
or, Cystectomy
or, TURBT
Cytology e Additional
positive; B eveluation: If upper tract _, 2 P23 Upper GU Tract Tumors
Preserved 2 -retrograde selective] [  positive
—> bladder; || " | | washings of
Cystoscopy, ;i: upper tract N

ssgc?éd 4 'prgisg?)tslc urethral See NCCN Urothelial Carcinoma of the Prostate
mapping y + TURP+BCG

biopsy negative L» If prostatic « Urethectomy +/- cystoprostatectomy

urethral « CCRT
positive « Chemotherapy
- Systemic therapy,
L, Met(;al:tatlc a_nd_/or
Palliative RT
Postcystectomy
local recurrence

13
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FOLLOW - UP
Low-Risk, Non-muscle invasive Bladder Cancer
year
test 1 2 3 4 5 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
Intermediate Risk, Non-muscle invasive Bladder Cancer
test year
1 2 3 [ 4 |5 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 Urine cytology | Urine cytology annually As clinically indicated

3,6,12

every 6 mo

14
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High Risk, Non-muscle invasive Bladder Cancer
year
test 1 E 3 4 5 5-10 >10
cystoscopy Every 3 mo Every 6 mo annually As clinically
indicated
Upper tract Baseline -
) . . As clinically
image imaging, and at Every 1-2y indicated
12 mo
Abd_ommal/pel !Basel_me As clinically indicated
vic image imaging
Blood tests N/A
Urine tests Urine cytology every
3mo Urine cytology every 6mo annuall As clinically
Consider urinary urothelial tumor y indicated

markers*optional

15
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Post-cystectomy Non-muscle invasive Bladder Cancer

test

year

1 | 2

E [ 4 E

| 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 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

16
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Post-cystectomy Muscle invasive Bladder Cancer

test

year

1 |2

|3

|4

|5 | 5-10 [ >10

cystoscopy

N/A

image

‘CTU or MRU(image upper tracts
+ axial imaging of abd/pelvis)
every 3and 6 mo

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

‘PET/CT only if metastatic
disease suspected

-Abd/pelvis CT or MRI annually

-Chest X-ray or CT chest annually or Renal US As clinically
‘PET/CT only if metastatic disease suspected annually 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 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
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Post- Bladder Sparing(ie,partial cystectomy or chemoradiation)

year

test 1 E 3 I 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
disease suspected

‘Abd/pelvis CT or MRI annually
-Chest X-ray or CT chest annually or

‘PET/CT only if metastatic disease suspected As clinically indicated

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

18
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Metastatic Disease: Surveillance
ear
test 1 E 3 I 3 5 [5-10 [>10
cystoscopy Every 3-6 mo as clinically indicated
image CTU or MRU (image upper tracts + 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
« B12 annually for patients who had undergone a cystectomy
Urine tests Urine cytologys5 as clinically indicated
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Principles of Surgical Management

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

TURBL: Tis

®  Multiple random biopsies
® Biopsy adjacent to tumor
® Prostate urethral biopsies

TURBL: 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

20



Chung Shan Medical University Hospital »B }’:‘I'\Sﬁ ,:“\ 31)3?/\;% ;}E] 5

S T T
31&}]»‘—‘7/‘@2'&%%?’

Clinical Guideline 2026 version18.1

THREIABIFEROEF > &AM R R 21 - B L TXIPFRARE RERT
[ gx#‘?ﬁ L& P F«\A‘E\lwffwxi’ ‘#L/ﬁ@\*" S AEER ‘i/&ﬁ’;%ﬁ ﬂ,ﬁn%ﬁ’l =~ % F\ /’a\/'z‘».l_ ¥ e
80-85%0 T R AL L > Y 50-70 feen? K E L L S FE L FHES g L E o TREMLAE

EER N S ?‘:@m’?é’:féﬁ CHT R BB R BEE BE Y R A/ﬁf'p(urothellal carcinoma, UC)'gt7
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RAPFRHFRT
Pt EOR TS ETT R Y R kIR A LR o 0 PR A A(TH T
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3_2 ‘\%E_f%‘i :)P‘s = \ Z};L\E b'? /70\ TL
Urothelial papilloma

Papillary urothelial neoplasm of low malignant potential (PUNLMP)
Low-grade papillary urothelial carcinoma
High-grade papillary urothelial carcinoma

21



Chung Shan Medical University Hospital »B }’:‘I'\Sﬁ ,:“\ 31)3?/\;% ;}E] 5 l

v
3-3 4~ #p

Clinical Guideline 2026 version18.1

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 0Ois | Tis NO MO
Stage | T1 NO MO
Stage Il | T2 NO MO
Stage Il | T3 NO MO
T4 NX, NO | MO
Any T | N1 MO
Stage IV Ay T [ N2 MO
AnyT | AnyN | M1

22
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WORK UP

PRIMARY TREATMENT

Renal pelvis

% -t IE El .
mAbdominal/

\

MO

A 4

P24 F5L P25

Pelvic CT scan or
MRI

mCXR

XEBP

mBone scan \
mPDL1

M1

A 4

Systemic therapy
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MANAGEMENT PER UTUC RISK GROUP

UTUC Risk

Grade

Focality & Size

Management

Imperative for nephron sparing

Low

Low

Unifocal & <1.5 cm

Endoscopic ablation® (thermal or
laser) or chemo-ablation

or

Surveillance with periodic endoscopy
and upper tract urography

Not applicable

Low Intermediate

Low

Multifocal or >1.5 cm

Endoscopic ablation® (thermal or laser) +
intrapelvic (retrograde or antegrade)

therapyf

Not applicable

High Intermediate

High

Unifocal & <1.5 cm

Radical nephroureterectomy with
cuff of bladder +/- perioperative
intravesical chemotherapyf and
consideration of

neoadjuvant chemotherapy in select
patients?

Endoscopic ablation (thermal or laser) + intrapelvic
(retrograde or antegrade) therapyf

High

High

Multifocal or >1.5 cm
or high-grade renal
obstruction or
invasion on axial
imaging

Radical nephroureterectomy with
cuff of bladder +/- perioperative
intravesical chemotherapyf and
consideration of

neoadjuvant chemotherapy in select
patients?

Systemic therapy + radiation therapy (BL-G 6 of 8)
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PATHOLOGIC STAGING ADJUVANT TREATMENT FOLLOW UP
 Cystoscopy and consider cytology for high
rade every 3 months for 1 year,then at longer
: pT0,pT1  |—>| None > iqntervals g g )
Adjuvant treatment for . N
. * If nephron-sparing surgery, imaging of upper
renal pelvis .

q tract collecting systema or ureteroscopy at 3- to
3?othelial carcinoma 12-month intervals + abdominal/pelvic CT or MRI
of the ureter * If no platinum neoadjuvant with and without contrast

treatment given

and pT3, pT4, or pN+:
pT2, pT3, >Adjuvant platinum-based « Cystoscopy and cytology every 3months for 1
pT4, pN+ chemotherapy should be ——»| year, then at longer intervals

discussed or * If nephron-sparing surgery, imaging of upper

>Consider adjuvant
nivolumab(category2B)

Or Pembrolizumab

* If platinum neoadjuvant
chemotherapy given

and ypT2-ypT4 or ypN+,
consider adjuvant nivolumab
or Pembrolizumab

25

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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WORK UP

PRIMARY TREATMENT

Urothelial
carcinoma

of the ureter

VA _Q IE |2
mAbdominal/Pelvic CT
scan or MRI

mCXR

ZEBIFP

mChest CT

mBone scan

mPDL1

Upper

Middle

Nephroureterectomy with cuff of bladder =+
perioperative intravesical chemotherapy and regional
lymphadenectomy if high grade and consider neoadjuvant
chemotherapyg in selected patients

or Endoscopic resection (low grade)

Distal

A 4

Endoscopic resection (low grade)

or Nephroureterectomy with cuff of bladder =+
perioperative intravesical chemotherapy and regional
lymphadenectomy and consider neoadjuvant chemotherapy
in selected patients with high-grade disease or
Excision and ureteroureterostomy/ileal ureter =+
perioperative intravesical chemotherapy in highly selected
patients  mitomycin ureteral gel application

Metastatic

A 4

Distal ureterectomy and regional lymphadenectomy if high grade
and reimplantation of ureter (preferred if clinically feasible) =+
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
grade and consider neoadjuvant chemotherapy in selected patients

A 4

Systemic therapy
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Urothelial Carcinoma of the Prostate

Urothelial
carcinoma of
the prostate

WORKUP

—>

» Digital rectal
examination (DRE)

» Cystoscopy
(including bladder
biopsy)

* Prostate-specific
antigen (PSA)

» Needle biopsy if
DRE is abnormal (in
selected patients)

» Imaging of upper
tract collecting
system

Metastatic

Systemic therapy

27

PATHOLOGY ADDITIONAL PRIMARY TREATMENT PRIMARY
WORKUP TREATMENT
Follow-up Local Cystoprostatectomy
Mucosal TURPandBCG || ‘imaginga || recurrence = u?ethrectomy
prostatic | —— "
urethra
Ductal Ct;(?sa(_-;ay Cﬁgﬁ;ggigﬁ?%?]y Follow-up Local C)istoprostatectomy
+acini abdomen/ | TURPandBCG T imaginga [~ recurrence — urethrectomy
pelvis CT
Stromal Chest x-ray Cystoprostatectomy Consider adjuvant
invasion t?(; CT/ |t urethrectomy o chemotherapy (if
a |O'mg;nT + neoadjuvant neoadjuvant not given)
PelvIS chemotherapy
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35 i Ak
W cn g 2 ELRURE AR E 2 9 seAe o 2 o jim(Nephroureterectomy with cuff of bladder) » 4~ & 1 e i
BT 5 IpL/}g fqﬁ(iregional lymphadenectomy) -
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American Joint Committee on Cancer (AJCC)TNM Staging System for Kidney Cancer (8th ed., 2017)

T Primary Tumor
TX 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
T2a | 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 T_umor 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
T3c | 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 |T1 NO MO
Stage Il | T2 NO MO
Stage Il T1-T2 | N1 MO
T3 NX,NO-N1 | MO
Stage IV T4 Any N MO

Any T | Any N M1
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INITIAL WORKUP
AR I

+ Abdominal =
pelvic CTor MRI
&P

Consider core
needle biopsy (FNA
not adequate)

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

Stage |
| (Tla)

Stage |
(T1b)

RFRE A Sl is B dn 3

PRIMARY TREATMENT

Partial nephrectomy (preferred)

or

Ablative techniques

or

Active surveillance

or

Radical nephrectomy (in select patients)

or

Stereotactic body radiation therapy (SBRT)

Partial nephrectomy
or

v

Stage 11

v

Stage 111

A 4

—»| Radical nephrectomy or

Radical nephrectomy

or

Active surveillance (in select patients)

or

Ablative techniques(in selelct patient)

or

Stereotactic body radiation therapy (SBRT)

|
/

ADJUVANT TREATMENT

Surveillance

* Clear cell histology:

Surveillance or

Adjuvant Pembrolizumab (category 1)
(Grade 4 tumors with clear cell histology
+ sarcomatoid features)

* Non-clear cell histology:
Surveillance

Clinical Guideline 2026 version18.1

Follow-up

Partial nephrectomy or

SBRT (in select patients) (category 2B)

Radical nephrectomy or

Partial nephrectomy, if clinically
indicated or

SBRT (in select patients) (category 3)

Clear cell histology:
Adjuvant pembrolizumab
or

Surveillance

Non-clear cell histology:
Surveillance or clinical trial

—| Stage IV

Consider tissue
samplina

Potentially surgically
resectable primary

—» | Cytoreductive nephrectomy in select
patients

or

Surgically
unresectable

—»| Tissue sampling

histology with poor-risk features)

Systemic therapy (preferred in clear cell

L =8 P31
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RELAPSE OR STAGE IV

Clear cell
histology

Non-clear
cell
histology

Clinical Guideline 2026 version18.1

TREATMENT DISEASE PROGRESSION
Clinical trial Clinical trial
or or
Metastasectomy or SBRT or ablative Follow-up Best supportive care
techniques for oligometastatic disease > —>| or
or _ Metastasectomy or SBRT or ablative
Metastasectomy with complete techniques for oligometastatic disease
resection of disease, followed by
adjuvant pembrolizumab within 1 year of
nephrectomy
and
Best supportive care
Clinical trial (preferred) — -
or Clinical trial
Metastasectomy or SBRT or ablative Foll or _
techniques for oligometastatic disease oflow=up | Best supportive care
and ’ 1 or

Best supportive carei

31

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 & =t ;&% 2000mg > 2 f= % & % 5 =
Mitomycin (Miomycin-C) 30mg gw x6 and /or gm x3
Phamarubicin 30mg qw x6 and/or gm x3

BCG 120mg qw x6 and/or gm x3

Neoadjuvant chemotherapy [preferred for bladder]

Perioperative/Sandwich Therapy

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

Preferred regimen

*Gemcitabine + cisplatin + durvalumab prior to cystectomy, then

durvalumab after cystectomy (for bladder cancer only) (category 1)

+ Enfortumab vedotin-ejfv + Pembrolizumab for 3 cycles prior to
cystectomy, then Enfortumab vedotin-ejfv (6 cycles) +
Pembrolizumab (14 cycles) after cystectomy (for cisplatin-
ineligible bladder cancer only)
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Adjuvant therapy

No previous platinum-based neoadjuvant therapy (pT3, pT4a, pN+) Preferred regimen

Preferred regimen Other recommended regimen
*DDMVAC with growth factor support for 3-6 cycles1,2 Other *Nivolumab6

recommended regimens *Pembrolizumab
*Gemcitabine and cisplatin for 4 cycles3,4
*Nivolumab6

*Pembrolizumab?7

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 regimens

MVAC

Methotrexate 30 mg/m2 iv di, 15 and 22
Vinblastine 3 mg/m2 iv d2, 15 and 22
Doxorubicin 30 mg/m2 iv d2
Cisplatin 70 mg/m2 iv dl
or Carboplatin(if Cr<60) AUC 4-6 d2
Q4w x 3 cycles

Grossman HB et al. Neuadjuvant chemotherapy plus cystectomy compared with cystectomy alone for locally advanced bladder cancer. N Eng
J Med 2003; 349:859
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Cisplatin 70 mg/m? iv d2
Vinblastine 4 mg/m? iv di, 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

Neoadjuvant Chemotherapy with Immunotherapy

Gemcitabine
Cisplatin
Durvalumab

1000-1250 mg/m 2 iv
100 mg/m2 iv
1500 mg

di, 8
di
di

Q3w x 4 cycles

Peri-operative use of Durvalumab

Thomas Powles, M.D., James W.F. Catto, Ph.D., F.R.C.S.(Urol.), Toan Quang Vu, M.D., for the NIAGARA Investigators; Perioperative
Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer. N Engl J Med 2024;391:1773-1786 VOL. 391 NO. 19

Enfortumab Vendotin 1.25 mg/Kg di, 8
Pembrolizumab 200 mg di
Q3w x 3 cycles

1. Cis-ineligible 2. Peri-operative use of EV+P

Enfortumab Vendotin 1.25 mg/Kg di, 8
Pembrolizumab 200 mg di
Q3w x 4 cycles

1. Cis-eligible 2. Peri-operative use of EV+P
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Adjuvant regimens
CheckMate 274

Nivolumab 240 mg g2w

1 year

Dean F. Bajorin, M.D., J. Alfred Witjes, M.D., Matthew D. Galsky, M.D.Published June 2, 2021. NEngl J Med 2021;384:2102-2114. DOI:
10.1056/NEJM0a2034442.VOL. 384 NO. 222

MVAC

Methotrexate 30 mg/m2 iv di, 15 and 22
Vinblastine 3 mg/m2 iv d2, 15 and 22
Doxorubicin 30 mg/m2 iv d2
Cisplatin 70 mg/m2 iv di
Carboplatin AUC 4-6 di
Avelumab 10mg/Kg q2w
Q4w x 6 cycles

Useful under certain circumstances

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

EV 301 trial

Enfortumab vedotin-ejfv 1.25 mg/kg di, 8,15

g4w

Thomas Powles, M.D., Jonathan E. Rosenberg, M.D.,Daniel P. Petrylak, M.D.Author Info & Affiliations,Published February 12, 2021.N Engl
J Med.2021;384:1125-1135.DOI: 10.1056/NEJM0a2035807.VOL. 384 NO. 12.

Gemcitabine+Carboplatin

Gemcitabine 800 - 1000 mg/m? iv d1, 8 and 15
Carboplatin AUC 4-6 dl
Q4w x 4 cycles

\on 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 111 study. J Clin Oncol 2000; 18:3068
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Gemcitabine+ Cisplatin
Gemcitabine 800 - 1000 mg/m? iv d1, 8 and 15
Cisplatin 70 mg/m 2 iv d2 di
Q4w x 4 cycles

\on 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 111 study. J Clin Oncol 2000; 18:3068

Chemotherapy for metastatic cancer

Principles of systemic therapy
First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage 1V)

Preferred Other recommended Useful in certain circumstances
* Enfortumab vedotin-ejfv+ * Cisplatin/Gemcitabine(category 1) followed | ® Carboplatin/Gemcitabine followed by Avelumab
Pembrolizumab (category 1) by Avelumab maintenance therapy maintenance therapy (category 1)
(category 1) * Pembrolizumab (for the treatment of patients with
* Cisplatin/Gemcitabine + locally advanced or metastatic urothelial carcinoma
Nivolumab (category 1) followed who are not eligible for any platinum-containing
by Nivolumab maintenance therapy chemotherapy)
(category 1) Atezolizumab (onl i
. . . y for patients whose tumors express
E:Et';/glj\éslcl\)lv;‘tohl |%:/?/\é\ghbfjc/§)\:eslldm)§k? PD-Llor who are not eligible for any platinum-
maintenance therapy (category 1) containing chemotherapy regardless of PD-L1
expression) (category 2B)
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Unresectable/metastatic regimens
MVAC
Methotrexate 30 mg/m2 iv di, 15 and 22
Vinblastine 3 mg/m2 iv d2, 15 and 22
Doxorubicin 30 mg/m2 iv d2
Cisplatin 70 mg/m2 iv di
Carboplatin AUC 4 d2
Q4w x 3 cycles

Grossman HB et al. Neuadjuvant chemotherapy plus cystectomy compared with cystectomy alone for locally advanced bladder cancer. N Eng

J Med 2003; 349:859

Gemcitabine+ Cisplatin+ Nivolumab

Gemcitabine 800 - 1000 mg/m? iv d1, 8 and 15
Cisplatin 70 mg/m2 iv di
Nivolumab 120-240mg dl
Q4w x 3 cycles

\on 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 11 study. J Clin Oncol 2000; 18:3068

EV 302 trial

Enfortumab Vendotin 1.25 mg/Kg di, 8
200 mg di

Pembrolizumab

Q3w x 4 cycles

35 cycles for Pembrolizumab

Thomas Powles, M.D., Gopa lyer, M.D., Published March 6, 2024. N Engl J Med 2024;390:875-888. DOI: 10.1056/NEJM0a2312117. VOL.

390 NO. 10

JAVELINE 100 trial

Avelumab 10mg/Kg g2w
Gemcitabine 1000-1250 mg/m? iv di, 8 and 15
Cisplatin 70 mg/m2 iv di
Avelumab as 1st line maintenance

Thomas Powles, M.D., Se Hoon Park, M.D., Ph.D., Petros Grivas, M.D., Ph.D.Author Info & Affiliations,Published September 18, 2020.N
Engl J Med 2020;383:1218-1230.DOI: 10.1056/NEJM0a2002788.VOL. 383 NO. 13

37



Chung Shan Medical University Hospital »B )’rl'\sﬁ ,:‘i ?fb);?/;—v%‘ J}'E] 1 Clinical Guideline 2026 version18.1

v
JAVELINE 100 trial
Avelumab 10mg/Kg g2w
Gemcitabine 1000-1250 mg/m? iv d1, 8
Cisplatin 70 mg/m2 iv dl
Avelumab as 1st line maintenance

Thomas Powles, M.D., Se Hoon Park, M.D., Ph.D., Petros Grivas, M.D., Ph.D.Author Info & Affiliations,Published September 18, 2020.N
Engl J Med 2020;383:1218-1230.DOI: 10.1056/NEJM0a2002788.VOL. 383 NO. 13

KeyNote 045 trial

Pembrolizumab 200 mg g3w

2 years

Joaquim Bellmunt, M.D., Lawrence Fong, M.D., Nicholas J. Vogelzang, M.D., Published March 16, 2017,N Engl J Med 2017;376:1015-
1026.DOI: 10.1056/NEJM0a1613683.VOL. 376 NO. 11

CheckMate 901

Nivolumab 360mg/m2 di
Gemcitabine 1000 mg/m? iv di, 8
Cisplatin 70 mg/m2 iv dl
Q 3w x 6 cycles

the 2023 European Society of Medical Oncology (ESMO) Annual Congress held in Madrid, Spain between October 20th and 24th, 2023

TKI

Erdafitinib

Ran(28) 8 mg po daily initially; increase to 9 mg po daily

Yohann Loriot, M.D., Ph.D., Nobuaki Matsubara, M.D., Se Hoon Park, M.D., Ph.D., Robert A. Huddart, M.B., B.S., Ph.D., Earle F.
Ref. Burgess, M.D., Banek, M.D., Published October 20, 2023
N Engl J Med 2023;389:1961-1971.DOI: 10.1056/NEJM0a2308849.VOL. 389 NO. 21
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Principles of radiation (Bladder Cancer)

Conventional fractionation Whole bladder + pelvic nodes 1.8-2.0 Gy / fraction &F H IR 5t
Hypofractionation (definitive) Whole bladder 55 Gy / 20 fractions Non-inferior to 64 Gy/32 fx
Definitive RT (initial) Whole bladder 39.6-50.4 Gy 1% 45 boost

Definitive RT (boost) Whole or partial bladder Total 60-66 Gy 4 TR 37 B R 3K

Positive margin / ENE Tumor bed / involved nodes 54-60 Gy 15 JEL o 5, 4k

Adjuvant RT Pelvic nodes (post-RC) 45-50.4 Gy pT3-4, pNO-2

Adjuvant RT (boost) Positive margin / ENE Boost to 54-60 Gy Wi1% = L e

Palliative RT Symptomatic lesion 30 Gy /10 fx 8¢ 21 Gy/3fx ki 1k

39



Chung Shan Medical University Hospital »B )’rl'\sﬁ ,:‘i ?fb);?/;—v%‘ J}'E] 1 Clinical Guideline 2026 version18.1

v
5-2 TR
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

eIpilimumab + nivolumab * Sunitinib
Poor/intermediate AXxitinib + pembrolizumab(category 1) * Axitinib + aveluma « Axitinib (category 2B)

« Cabozantinib + nivolumab (category 1) * Pazopanib .

* Ipilimumab + nivolumab(category 1) * Sunitinib

* Lenvatinib + pembrolizumab(category 1)

+ Cabozantinib

unresectable/metastatic regimens
CheckMate 9ER

Cabozantinib 40mg qd
Nivolumab 240mg g2w

Q4w x 6 cycles

Choueiri TK, et al. N Engl J Med. 2021;384(9):829-841.

CLEAR trial

Lenvatinib 20mg qd
pembrolizumab 200 mg g3w

Q4w x 6 cycles

J Clin Oncol. 2024 Apr 10;42(11):1222-1228. doi: 10.1200/JC0O.23.01569. Epub 2024 Jan 16.

CheckMate 214 trial

Ipilimumab 1 mg/Kg q3w
Nivolumab 3 mg/Kg g3w
4 cycles then NIVO 3mg/Kg g2w

Robert J. Motzer, M.D., Nizar M. Tannir, Elizabeth R. Plimack, M.D., Published March 21, 2018. N Engl J Med 2018;378:1277-1290
DOI: 10.1056/NEJMoal712126. VOL. 378 NO. 14
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KeyNote 426
Pembrolizumab 200 mg q3w
AXxitinib 5mg bid
35 cycles for Pembrolizumab

Brian I. Rini, M.D., Elizabeth R. Plimack, M.D., Frédéric Pouliot, M.D., Ph.D., Published February 16, 2019. N Engl J Med 2019;380:1116-
1127.DOI: 10.1056/NEJM0al1816714. VOL. 380 NO. 12

KeyNote 045 trial

Pembrolizumab 200 mg g3w

2 years

TKI

B (B84)  |Cabozantinib 40-60 mg po qd

ToniK. Choueiri, M.D., Bernard Escudier, M.D., Thomas Powles, M.D., Hans Hammers, M.D., Published November 5, 2015,N Engl

Ref. J Med 2015;373:1814-1823

gE2(24) |Pazopanib 800mg po qd

Sternberg CN, Davis ID, Mardiak J, et al. Pazopanib in locally advanced or metastatic renal cell carcinoma: results of a
randomized phase Il trial. J Clin Oncol 2010; 28: 1061-8

B (24) [Sunitinib 50 mg, po 4/2 or 2/1 week (on/off)

Robert J. Motzer, M.D., Thomas E. Hutson, D.O., Stéphane Oudard, M.D., Published January 11, 2007. N Engl J Med 2007;356:115-

Ref. 124. DOI: 10.1056/NEJM0a065044. VOL. 356 NO. 2

h
Jlet

% Axitinib 5mg po bid

M

Ref. The Lancet. Volume 378, Issue 9807p1931-1939December 03, 2011. AXIS trial
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|y Everolimus 10mg po qd
Ref. Ann Oncol. 2016 Mar;27(3):441-8. doi: 10.1093/annonc/mdv612. Epub 2015 Dec 17.
;Y Tivozanib 1.34 mg po day1~21
R Tivozanib plus nivolumab versus tivozanib monotherapy in patients with renal cell carcinoma following an immune checkpoint inhibitor:
ef. o
results of the phase 3 TiNivo-2 Study
By Belzutifan 120 mg po qd
Ref Choueiri TK, Powles T, Peltola K, et al. Belzutifan versus Everolimus for Advanced Renal-Cell Carcinoma. N Engl J Med. 2024 Aug
' 22;391(8):710-721.
£ Lenvatinib 10~20 mg po qd
Zachary Klaassen, MD, MSc — Urologic Oncologist, Assistant Professor of Urology, Georgia Cancer Center, Augusta
Ref.

University/Medical College of Georgia, @zklaassen_md on Twitter during the 2021 European Society for Medical Oncology (ESMO)
Annual Congress 2021, Thursday, Sep 16, 2021 — Tuesday, Sep 21, 2021.
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Principle of radiotherapy (Renal cell carcinoma)

Indication Target Volume
Localized RCC (] F-4#7) Primary kidney tumor
Localized RCC (&% TF-#7) Primary kidney tumor
Stage |-l (FEFH#71{%32) Primary tumor = margin
Adjuvant setting Renal bed / nodes
Local recurrence / residual Recurrent lesion
Oligometastatic disease Limited metastatic sites

AN PERERD

TBUN Y6 5 SRS ERIR A RE
RT Strategy Comments
AR RT TR RAR IR
SBRT (JRftRya ) Medically inoperable / refusal of
surgery

High-dose hypofractionated RT/ & BED 7%/t radioresistance
SBRT

A& routine RT k2 A 77 8RR B ket
SBRT / highly conformal RT

Metastasis-directed RT
(SBRT/SRS)

R ,rfg] 2= 4 TP 6 B i &% B E(Pomeranz & Brustman, 2005 ; Waldrop &
PR T BR TRA GRS LER - &
BB P-if 5 75 A #ic (Palliative Performance Scale) 3t 70% ; 3% &2— ¥ (LECRISE Tty SRy RIeY
iTW%@%ﬂﬁ’%?ﬁﬁ§%§%@%(%i’m%)°

Rinfrette, 2009) - %”,%”ggi JEA S kIR~ 2
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