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Epidemiology

esents around(3% of all cance@with
Western countries.

senerally, during the last there has

been an annualjincrease of about 2% in incidenc both
vorldwide and in Europeé leading to approximately 99,200 new
RCC cases and 39,100 kidney cancer-

*enal cell carcinoma repr
the highest incidence occurring in

related deaths within AE
European Union in 20. 8.
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5\E'linlO i a ha mokin obe !La.n.d.
gical f n | ‘
ctors include Ilfestyle factors suc S5 J sit

e " 4
4 I , —) ypertension. 3
@ent studies also diabetes)was found to be detrimental.

Having a fir
st-degr : : : _
gree relative with kidney cancer is also associated with

A number of an increased risk of RCC.
¥ higherszhli:/vf:rc'[r?ri have been suggested to be associated with
& occupati sk of RCC, including specific dietary habits and
pasure to specific carcinogens, but the literature is
Renal cell carci : inconclusive.
andrgér;g?ni;sfé':e most common solid lesion within the kidney
approximately 90% of all kidney malignancies.

A
s o—

Shereils ) 2= Histc]ogical diagnosis

. Renal. cell carcinomas comprise a broad spectrum of
histopathological entities described in the 2016 World Health

| 3 __‘\;g,\ﬁgl_&\ Or ?‘r)j;aéggoy‘ (WW
here aref@g_e main RCC types; clear cell (>cc CCY, papillary (pRCC-
type | and Il) and chromophobe (chRCC).

rhe RCC type classification has been confirmed by cytogenetic and

genetic analyses.
nosis includes, besides RCC type; e\{aluation of
nuclear grade, sarcomatoid features, vascular invasion, tumour

necrosis, and invasion of the collecting system and peri-renal fat,
pT, or even pN categories.

Histological diag

= (¢ ; Lo, C 2 4« ~
Cw p) 2 S (S T ' N
! = \ ol & o é__g C\L‘Q\k G_V—M)

- |ipid 4— A CipeRl

L;_;\ \»& . }'\ e



|
-—

Ove . e -
circul:“;’c ;‘g:gceﬂ RCC (ccReC) is well o
absent. The ¢yt sjhd acapsuleisusually %

Loss o
fchromosome 3p and mutation of

Chro::gs\:)on Hippel-Lindau (VHL) gene at
S me 3p.2‘5 are frequently found,

: -uing additional tumor suppressor
genes including SETD2, BAP1, and PBRM1.

: (a
(\- \O-f\f / ) Q\enr-R I
. .
| Papillary RCC Frcicencaifie
oot Shene Gt —mo ey  piw s

o\ Jexse

Papillary RCC is the second most
commonly encountered morphotype ¢ ;
of RCC. Papillary RCC has traditionally

been subdivided into two types.




Il, chRCC is a pale tan,
, homogenous and tough,
vell-demarcated mass without a
capsule. Chromophobe RCC
-annot be graded (by the Fuhrman

grading system), because of its

innate nuclear atypia.

Other renal tumours

Other renal tu

. mours constitute the remaining renal cortical tumours. These
includ

€ a variety of uncommon, sporadic, and familial carcinomas, some only

. recently described, as well as group of unclassified carcinomas.
G;é)/ = Survival / C ;,30') 5/0““3,3" Renal medullary carcinoma: )
Renal medullary carcinoma (RMC) is ;‘/%Fy rare tumor, compri < of

all RCCs

,» Predominantly diagnosed in young adul‘gs (rr)ediaq age 28 yeatﬁ‘:) Withj
%‘\?jtiw\_ : ,\bmc}glgp%grpﬁ\glt?itgggg/?hles (|nc|ud|.ng suckle.ce. tratt),
Carcinoma associated with en -stage renal disease; acquired cystic disease- .\
associated RCC
Cystic degenerative changes (acquired cystic kidney disease [ACKD]) and a
ligher incidence of RCC, are typical features of end-stage renal disease (ESRD). y

| carcinomas of native end-stage kidneys are found in approxima l,-
Renal cell ca 4% of patient

S



sy _ Pl
: : C\nea) 22 Hereditary kidney tumo
here di';’e tlgce'ght percent of RCCs are hereditary; to date there are
'Y RCC syndromes associated with specific germline mt
y RCC histology, and comorbidit
Hereditary RCC syndromes are often suggested b%lyfamily history, ag
onset and presence of other lesions typical for the respective
. syndromes.
) Median age for hereditary RCC is 37 years; 70% of hereditary RCC
tumors are found in the lowest decile (< 46 years old) of all RCC tumors.
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ey A\ (e Angiomyolipoma: .0 Y sef\ 5/
Angiomyolipoma (AML) is a benign mesenchymal i 7
tumor, which can occur sporaalca”y or as part of

tuberous sclerosis complex.
Overall prevalence is 0.44%, with 0.6% in female and
0.3% in male populations.

Only 5% of these patients present with multiple AMLs.
Angiomyolipoma belongs to a family of so-called
PEComas (perivascular epithelioid cell tumors),
characterized by the proliferation of perivascular
epithelioid cells.

Some PEComas can behave aggressively and can even
produce distant metastases. Classic AMLs are
completely benign
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<o e
el TEROTRET Renal oncocytoma: .1

Oncocytoma is a&enign tumcﬂepresenting 3-7% of all solid
% 5 enal tumors and its incidence increases to 18% when

= Hole tumors < 4 cm are considered.
,ﬁ\\’(}v\;@c\eﬂgiagnostic accuracy of imaging modalities (CT, MRI) in
renal oncocytoma is limited and histopathology remains the
only reliable diagnostic modality.

>tandard treatment for renal oncocytoma is similar to that of
other renal tumors; surgical excision by partial- or RN with
subsequent histopathological verification.
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F re Tumor Node Metastasis (TNM) classific 1t
€commended for clinical and scientific use

~ - r 2 %
QL3311

nTuu;nor 31Z€, venous invasion, renal capsular invasion, ai
VO

ot

vement, and LN and distant metastasis are included in the

TNl as &

T - Primary Tumour
TX  Primary tumour cannot be assessed z
T0 No evidence of primary tumour «

T1  ((Tumour <7 cmpr less In greatest dimension, limited to the kidney J\ . ’ZL?) =2
Tiz Tumour €4 cmorless :

Tih Tumour>4cmbut<7cm !VC
T2 Tumour > 7 cm In greatest dimension, limited to the kidney -9

T2a Tumour>7cmbut<i0cm v J oy \
T2b  Tumours > 10 cm, limited to the kidnay ¥~ Q}- - ZQ-) !
T3 Tumour gxtends Into major veins or perinephric tissues but 0 the Ipsiiateral adrenal gland and '

not bayond Gerota fascia

\N(ome A“Z/ma Tumour gtw segmental (muscle-containing) branches, or
-4

N1\ ;:_Apb tumour Invades perirenal and/or ranal sinus fat (peripelvic fat), but not beyond Gerota fascla 1 \)
feaa) | T3b  Tumour grossly extends Into the vena cava below diaphragm
e T3¢ Tumour grossly extends into vena cava ve the diaphragm or Invades the wall of the vena

cava e ——

T‘-:/ Tumaur Invades beyond Gerota fascia (Including contiguous extension Into the Ipsilateral adrenal
gland)

N - Reglonal Lymph Nodes
NX Reglonal lymph nodes cannot be assessed "
J\ ? NO No regional lymph node metastasis o~
N1 Metastasis in reglonal lymph nodels)
_\/ M - Distant Metastasis
ZQV MO  Nodistant metastasis .~
;’ \/\ </ M1 Distant metastasis  ~~

PTNM stage grouping

Stage | T NO MO aSCAN o rJ
%) Stage Il T2 NO Mo N S\Af‘f'“ﬁ’ d%' =) d— USnoy
Stage Il 13 NO MO
T1,72,73 N1 MO
Stage IV T4 Any N MO
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DIAGNOSTIC EVALUATION

S
- /\3 o

I U =9
S o Soa R ‘)‘/ Symptoms: °

//‘:’

~Many renal masses remain asymptomatic until the late

RIS

t‘;‘“‘;)e/ disease stages. G;/Lo_rgt/hgn 50% of RCCs are detected
N:y incidentally by non-invasive imaging investigating various |
<¥- non-specific symptoms and other abdominal diseases.

@\The classic triad of{ flank ,p,a_iavisible@aematurizﬂ and ¢

@pable abdominal mass\s rare (6-10%) and correlates with
Fee™  3ggressive histology and advanced disease.

’araneoplastic syndromes are found in approximately 30% , of
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Ablative therapies: .)

Cryoablati
ation is s
Performed using either é p;‘-cggyoablation: }
aneous or a

3 -4 | \
Parative studies, ther 5y laparos Opic-assisted approach

a|s no significant difference in the
N laparoscopic- and percutaneous
cryoablation.
Radio . Radiofrequency ablation: _»
porcumne()USII‘rec;uency ablatlon is performed \aparoscyop'\cZ\t\l\:)g; \
y. Four studies compared patients with T1a tumors
treated by laparoscopic or percutaneous RFA.

over nplicati
all complication rates betwe
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Other ablative techniques: »
sme studies have shown the feasibility of other ablative techniques,

ablation, laser ablation, high-intensity focused US

ich as microwave ¢
| ible electroporation. However, these techniques

tion and irrevers

are considered experimental.
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Advanced/metastatic RCC

Local therapy of advanced/metastatic RCC

< Cytoreductive nephrectomy:

Tumor resection is potentially curative only if all tumor
deposits are excised. This includes patients with the primary
tumor in place and single- or oligometastatic respectable
disease. For most patients with metastatic disease,
cytoreductive nephrectomy (CN) is palliative and systemic
treatments are necessary.

%.t;fmbolization of the primary tumor:

(OO

In patients unfit for surgery orwith non-resectable diseasg,
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Bevacizumab monotherapy and bevacizumab plus IFN-a:
- Bevacizumab is a humanised monoclonal antibody.

1€ double-blind AVOREN study compared bevacizumab plus

a with INF-a monotherapy in mRCC. Overall response was
higher in the bevacizumab plus |FN-a group:




SV nensCle CoM 2m Sil’O“l"ﬂ' ‘
Temsirolimus is a specific inhibitor of mTOR . Its use has been

A

superseded as front-line treatment option.
p— nhen S C SRR
Everolimus is an oral mTOR Inhibitor, which is established in
he treatment of VEG F-refractory disease. The RECORD-1 study
compared everolimus plus best supportive care (BSC) vs.
placebo plus BSC in patients with previously failed anti-VEGFR
treatment (or previously intolerant of VEGF-targeted therapy).
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