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RENAL NEOPLASIA
Landmarks in the pathological classification
over the past 4+ decades

1970 WHO classification:
Clear cell, Papillary, Granulagarcomatoid

1976: OncocytomaKlein andValens) a B ok iBiosomomumpulien
Cancer 1976;38:906 serccmn [ ME T
1976 Papillary Renal cell carcinomaMancilla-Jimenez et al. ™ °°': bl gl e ﬂmwiogfygm Ef’g i *00 o
Cancer 1976: 38:2469 _q“-_'ﬂq 7 iatadl VO S

1985: ChromophobeRCC (Thoenes angtorke) ',-'1 | '.-. T MT%R "f =1 M
Virchowds Arch PatSoRIB8; 168272 0 7 a e " TR U e FRSES

1986: Classification of RCC(ThoenesaandStorke) Hm ]li\”}' 1"1']111'1;,; i ,,H‘:‘ -|;’ "g il lw | 0oc"
PatholResPract1986:181:125 "', n ‘J' ”"‘ Wil l"‘ L e .

1997: The Heidelberg classification pm H:”‘ ‘ 0 J \Jt |'J"F, "\l.u‘.['[..l.[’ .,[.'1 'm' w‘ | " ZZ;

2004: WHO classification S {

2013: ISURVancouver classification LNl sl

Am J SurgPathol2013;37:1469

2016 WHO classification

2021 GUPS Classification (established and novel)

Mod Pathol2021;34:13921424, 2021:;34:1161184 2011-2021: IGC, TCGA et al ,

genomic classification of RCC




The manyytomorphologie®f clear cell RCC
Acell shape is variable, loosely related to grade
Acytoplasm is variable, loosely related to grade

Agrowth pattern is variable, loosely related to grade
Avascularityis variable, loosely related to grade
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CLEAR CELL RENAL CELL CARCINOMA
conceptual evolution over the last decade

A Clear cell carcinoma, conventional type

A Clear cell carcinoma, multilocular cystic RCC
I apparently benign

A Clear cell/papillary type
I novHL mutations

I benign?
A Clear cell carcinoma, translocation associated
A Clear cell renal carcinoma withyofibromatousstroma




MULTILOCULAR CYSTIC
RENAL CELL CARCINOMA

-

So why call it carcinoma?

AVariant of clear cell carcinom

A3% to 6% of CCRCC |
AMean age at presentation in tHed®cade
ANo cases with metastasis

A3p loss in 75% of cas@god Pathol2010;23:931)
AVHL mutationsMod Pathol2011:24:571)




MULTILOCULAR CYSTIC RENAL CELL NEOPLASM
OF LOW MALIGNANT POTENTIAL
Microscopic features

b ST ~%,&Flbrous septa lined by 1 or several
: ; - layers of epithelial cells
AEplthellaI lining may be absent
- (macrophages)
o AEplthellaI cells have clear cytoplasm
~ and low grade nuclei
- ACIusters of epithelial cells within the
= septa or pseudocapsule
ANo expansile or solid masses of

tumor cells



potent

R d to septe
Yy No expansile tumor nodules
No evidence of regression

Pt




el-Caretrema (GUPS 20

A Nuclei polarized
away from the
basement membrane
A CK7+/ AMACR-
/| CA9+

A No 3ploss

A No vHL mutations

A No polysomy 7 /17 *x % :
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Clear Cell Papillary Renal C
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myofibromatousomponent
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Clear Cell Papillanfike areas




(ELOC) TCEB1 mutated RCC
morphologlcal features

~ A Well circumscribed, at least
partially encapsulated

A Intersecting thick
floromuscular bands
I Nodularity

A Small acinar, solid alveolar,
tubular, papillary tufting

A Thin, branching vascular
septations

) A Voluminous, clear/reticulated
- cytoplasm

i A Mostly grade 2 nuclei, no
“¢  necrosis or VI

Hakimi-A, et al, ModPathol2015:28:845353
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EXPANDING THE SPECTRUM OF RENAL TU WITH FIBROMUSCULAR STROM;/

CCPRCT of LMP
Clear cell RCC
ELOC mut RCC
TSC/MTOR mut RC(
- germline

- somatic




RENAL TUMORS ASSOCIATED WITH
Xpll.2 TFE3 TRANSLOCATION

AYoung patients (most commonly)

AAlveolar or papillary architecture, clear ceII cytology W

AVariable fusion partners, including |
I 1(X;1)(p11.2;,021.2)PRCGTFE3
I t1(X;1)(p11.2;p34)PSKFTFES
11(X;17)(pl1.2;9025)ASPSTFES
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TFEB amplified
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PAPILLARY RENAL CELL CARCINOMA

A\13% to 18% of renal epithelial neoplasms :

AM:F 2.1-3.9:1 .:, RS

Amean age at presentation in tHe® decade "’ i s
- earlier in hereditary cases

A30%- 49% multifocal;bilateralityis not rare




