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Basics of Urological Medication

Chemotherapy of Urologic cancer
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Introduction

» Definition of ‘chemotherapy’

the treatment of disease by the use of chemical substances,
especially the treatment of cancer by cytotoxic and other
drugs. 2lot= 25 AFESIY 28 (59| &)= A ZEg M=

=
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INITIAL WORKUP

Suspicious __
mass

* H&P

+ CBC with differential,
comprehensive metabolic
panel, LDH

+ Urinalysis

* Abdominal £ pelvic CT? or MRI?

* Chest x-ray

* If clinically indicated
» Bone scan,

» Brain MRI?

» Chest CT?

» Consider core needle biopsy
(FNA not adequate)?

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

+ If multiple renal masses,
<46 y, or family history,
consider genetic evaluation.
See Hereditary Renal Cell

Carcinomas (HRCC-1

STAGE

Partial nephrectomy
(preferred)

or

Ablative techniques
—=|or

Active surveillance
or

Radical nephrectomy
(in select patients)

Stage |
(T1a)

Partial nephrectomy
or

Stage | Radical nephrectomy|
(T1b) or

Active surveillance
(in select patients)

Partial nephrectomy
Stage Il —|or
Radical nephrectomy

Radical nephrectomy
or

Partial nephrectomy,
if clinically indicated

Stage Il =

Stage IV — See KID-2

PRIMARY TREATMENT®¢ ADJUVANT

TREATMENT

* surveillancef ——

Clinical trial
—|or
Surveillancef

Clear cell histology:
Clinical trial (preferred)
or

Surveillancef

or

Adjuvant sunitinib I
(category 3)
\ Non-clear cell histology:
Surveillance’

FOLLOW-UPY =
frieaenr ) LpHo] —iRL )
4 »
\ f
HHO|
Follow-up Relapse or
See KID-B T |Frogression
2EEDE |See KID-3 21240]
_
s
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STAGE

Potentially surgically Consider tissue s
resectable primary¥ sampling

Stage IV

Surgically unresectabled —» Tissue sampling —

PRIMARY TREATMENT®

Cytoreductive nephrectomy

» See KID-3
in select patients » See RIU-J

or

Systemic therapy (See KIE}-SJ
(preferred in clear cell histology

with poor-risk features)

See KID-3

NCCN guideline kidney 2022 version2
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FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY

PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable? * Axitinib + pembrolizumabb (category 1) + Axitinib + avelumabP *» Active surveillance®
* Cabozantinib + nivolumabP® (category 1) * Cabozantinib (category 2B) » Axitinib (category 2B)
» Lenvatinib + pembrolizumab® (category 1)  * Ipilimumab + nivolumab® * High-dose IL-29 (category 2B)
* Pazopanib
* Sunitinib
Poor/ * Axitinib + pembrolizumabb (category 1) + Axitinib + avelumabP® * Axitinib (category 2B)
intermediate? |+ Cabozantinib + nivolumabP® (category 1) * Pazopanib * High-dose IL-24 (category 3)
* Ipilimumab + nivolumab® (category 1) * Sunitinib » Temsirolimus® (category 3)
* Lenvatinib + pembrolizumab® (category 1)
* Cabozantinib

SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY

Preferred Regimens

Other Recommended Regimens

Useful in Certain Circumstances

* Cabozantinib (category 1)

* Lenvatinib + everolimus
(category 1)

* Nivolumab® (category 1)

* Axitinib (category 1)

* Axitinib + pembrolizumabb

» Cabozantinib + nivolumab®

* |pilimumab + nivolumab®

* Lenvatinib + pembrt}lizumabb

* Pazopanib

* Sunitinib

* Tivozanib®

* Axitinib + avelumabP® (category 3)

* Everolimus

* Bevacizumabf (category 2B)

* High-dose IL-2 for selected paltina-ntsr.':l (category 2B)
* Sorafenib (category 3)

» Temsirolimus® (category 2B)

NCCN guideline kidney 2022 version2
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PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

SYSTEMIC THERAPY FOR NON-CLEAR CELL HISTOLOGYD I

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances

* Clinical trial * Lenvatinib + everolimus * Axitinib

* Cabozantinib * Nivolumab® « Bevacizumab'

* Sunitinib * Pembrolizumab® * Bevacizumabf + erlotinib for selected patients with advanced

papillary RCC including hereditary leiomyomatosis and renal cell
carcinoma (HLRCC)-associated RCC (See HRCC-D)

* Bevacizumab® + everolimus

* Erlotinib

* Everolimus

* Pazopanib

* Temsirolimus® (category 1 for poor-prognosis risk group; category
2A for other risk groups)

NCCN guideline kidney 2022 version2
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» 2" most common urologic cancer
» 60-70C ZHt

» Male : Female =3-4:1|

> Urowiki 82+ 2 AL 2HOF B) =2l
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CLINICAL INITIAL
PRESENTATION EVALUATION?

* H&P

* Office cystoscopy,
enhanced if
available

* Consider cytology

* Abdominal/pelvic
imagingb that
includes imaging

Suspicion of upper urinary
of bladder [—| tract collecting
cancer system before

transurethral
resection of
bladder tumor
(TURBT)

* Screen for
smoking (See
NCCN Guidelines

for Smoking
Cessation)

Yool YL 42 FYKE

PRIMARY EVALUATION/
SURGICAL TREATMENT

* Examination under
anesthesia (EUA)
(bimanual)

* TURBT®

* Single-dose intravesical
chemotherapy within 24
hours of TURBTY
» Gemcitabine (preferred)
(category 1) or

» Mitomycin (category 1)

MAYIAYS of UPper tract

.|
collecting system, if not
previously done

RESUMPTIVE ADDITIONAL STAGING WORKUP
LINICAL
TAGE®"
cTa¥
on-muscle invasive
ladder cancer cT1¢ » See BL-2
(NMIBC)
Tis
Stage |l
(cT2, ng—r See BL-5
* Complete blood %?gedgﬁ
count (CBC) iué NG |—=SeeBL7
* Chemistry profile, r 13N
i 32::39 including alkaline cT1-T4a, N1)¢
phosphatase Stage llIB
jadder =1, Chestimaging " (cT1-Tda, N2,3)9 - SeeBLE
Mec) * Bone imaging” if Stage IVA
clinical suspicion or (cT4b, Any N, MO: See BL-9
symptoms of bone Any T, Any N, M1a)? -
metastases ’ '
Metastatic
(Stage IVB — See BL-10
Any T, Any N, M1b)

NCCN guideline 2021 bladder cancer version4
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» Immediate postop intravesical chemotherapy
=24\ | ZtLY single instillation (== 6A|ZtO|L}| 7} O| A A)
Gemcitabine (preferred), Mytomycin

519 X

=
18
T

ofo| ZISO|L
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MANAGEMENT PER NMIBC RISK GROUP

AUA RISK
GROUP

(SEE BL-2)

Low

INITIAL MANAGEMENT

Surveillance™ -

Intravesical therapy™P
(preferred)

Intermediate

Very-high-risk
features™

BCG naive
No very-high-

High risk features

BCG
unresponsive

or
BCG intolerant

Y

BCG"

or
Surveillance

Cystectomy (preferred)
or —_—
EEG“ (category 1, preferred)

or
Cystectomy

‘

Cystectomy (preferred)

or

Intravesical chemotherapy®9
or

Pembrolizumab (select patients)’

NCCN guideline 2021 bladder cancer version4

FOLLOW-UP

See Follow-
up (BL-E)

If prior BCG,
maintenance
BCG
(preferred)
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» Induction (adjuvant) intravesical chemotherapy or BCG
NMIBC(Z=35 d&=0| Gle g4 A= 54
BCG, gemcitabine, gemcitabine
BCG shortage — high risk patient &M% O £ (high grade T, CIS)/
CHA| 2F mitomycin, gemcitabine
TUR-BT 3-43=3 A|&F . OjFA|A. 63|
Traumatic catheterization, bacteriuria, persistent gross hematuria,

persistent severe local or systemic symptoms A| & CF

NCCN guideline 2021 bladder cancer version4
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» Maintenance intravesical BCG

Standard regimen 2 9 2.

[H 5= 63 induction BCG = 3,6,12,18,24,30, 367§ &R 33| (0§ F) -SWOG

regimen

BCG shortage = maintenance BCG + high risk (T, CIS) 2t X}, £E3| early

maintance period (post induction 3m, 6m) 0f &M &
O|AX © 2 = intermediate risk pt 0| A= I H, high risk pt ZtX}0{| A 34
Traumatic catheterization, bacteriuria, persistent gross hematuria, persistent

severe local or systemic symptoms A| S EF

NCCN guideline 2021 bladder cancer version4
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» Mild — common
30-60% of pt
=015 2-4hr ~ 6-48hr

38.5& O|s}o| 0|
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» Moderate to severe- rare
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PRINCIPLES OF SYSTEMIC THERAPY

First-line systemic therapy for locally advanced or metastatic disease (Stage V)

Preferred regimens
Cisplatin eligible » Gemcitabine and cisplatin® (category 1) followed bg' avelumab maintenance therapy (category 1)31
» DDMVAC with growth factor support {category 1)2® followed by avelumab maintenance therapy (category 1)1

Preferred regimens

Cisplatin ineligible |+ Gemcitabine and Eﬂrh0p|atll‘l12 followed by avelumab maintenance therapy (category 1)®11

» Atezolizumab1? (only for patients whose tumors express PD-L1? or who are not eligible for any platinum-
containing -:hemmherapj,r regardless of PD-L1 expression)

* Pembrolizumab' (only for patients whose tumors express PD-L1¢ or who are not eligible for any platinum-
containing chemotherapy regardless of PD-L1 expression)

* Gemcitabine E

* Gemcitabine and paclitaxel®

Useful under certain circumstances
» Ifosfamide, doxorubicin, and gemcitabine” {for patients with good kidney function and good PS)

NCCN guideline 2021 bladder cancer version4
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(Active surveillance)
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Apoptosis (programed cell death) of prostate cancer cells

Immune response via T cell infiltration

TS| O M BH|E= LH (ZH|S 2 2) X}EF: LHRH agonist



LHRH agonists
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LHRH Agonists

SHLA

Castration lovel

-\

® |nitial stimulation
® Desensibilisation
® Receptor down

regulation
N N N Suppression
HEANZT| A S22 57t2 HYMASHYBL  tocastaton feve

" Flare phenomenon
» Bone pain 57}
= Bladder outlet obstruction
= Spinal cord compression
« X

= (| &t: Antiandrogen = depot injection A|2F A| Y- 7|7t S| £



- ottt o 2 2X| (Antiandrogen=Androgen receptor antagonist)

d8El Hd T EE0| AEZA X0 285t= A= Yol
=

Bicalutamide, Flutamide, Nilutamide
= Bicalutamide
Once per day
Nilutamide, flutamide & C} 2F 2 St safety, tolerability

Sexual function EZ& 2 > QOL ¢ 28 A

or

Metastatic or locally advanced disease = 150mg/d O|AF 122 TH= AL 7}

Gynecomastia (66.2%), Breast pain (72%)
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Skin
Hair growth, balding, sebum
production
Liver

Synthesis of serum proteins

Bone

Accelerated linear growth, clo |

sure of epiphyses

Male sexual organs
Penile growth, spermatogene
sis, prostate growth and funct
ion

Brain
Libido, mood

Muscle
Increase in strength and
volume

Kidney
Stimulation of

erythropoietin production

Bone marrow

| Stimulation of stem cells

Urology.orkr 1 &9/ e-learning Hormonal treatment in prostate cancer O/
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- S EEXFRO| BAE
Loss of libido, ED, impotence
Fatigue
Hot flush, nausea
Emotional liability, depression
Decrease in muscle strength
Hb |

Physical activity |



Lean mass (%)

Fat mass (%)

Risk of metabolic

syndrome
Body mass index

Weight

—
=4
-
=
K

J Clin Endocrinol Metab 2006;91:1305-8



Systemic Therapy

No prior docetaxel/no prior novel hormone therapy Prior docetaxel/no prior novel hormone therapy

* Preferred regimens

» Abirateronet"Ph (category 1) » Preferred regimens
» Docetaxel "Wl (category 1) » Abirateronet"hh (category 1)
» Enzalutamide' (category 1) » CabazitaxelVW

» Enzalutamide' (category 1)

Prior novel hormone therapy/No prior docetaxel! Prior docetaxel and prior novel hormone therapy999:mmm
» Preferred regimens (All systemic therapies are category 2B if visceral metastases are

W present)
> Docetaxel (category 1) * Preferred regimens
» Cabazitaxel“W (category 1")
» Docetaxel rechallenge™WW
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