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What ledl to ParisS?

A Rate of atypia; range from 2% to >50%
A Wide intraobserver variability

A No reproducibility

A Dwindling credibility

A Simultaneous publications on atypia

A Better understanding of the bladder
cancer
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Where d@ligl wesstart?
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A 18" International Congress of Cytology,
Paris, May, 2013
I at | NRA acabpaBiadphdds of two Urine
Cytology Symposia

I Outline of the Paris System for Reporting
Urinary Cytopathology

I Ultimate goalc detection of HGUC
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The RarisWearkip ¢ Groupeensisted of 49 membersfr28 fiam 4 2tkiSsstates,
and 21 firomDOcecountiresnrcltiding=Canadaa raneelyltalyadapan;Korea,

Luxenthboutg sSloveniavSwitzerdadnsr andetbe itsited iingdom.

The Paris System
for Reporting

Dorothy L.Rosenthal
Eva M. Wojcik

Daniel F I. Kurtycz
Editors

Pathogene3|s of Urothellal Carcmoma
Adequacy

Negativefor High Grade Urothelial Carcinoma
Atypical Urothelial Cells

Suspiciousor High Grade Urothelial Carcinoma
High Grade Urothelial Carcinoma

Low Grade Urotheliddleoplasm

: Other malignancies, both primary and seconda

Ancillary Studies
Clinical management

Preparatory technigues relative to Urinary Tract
samples



Systemhiasdm bé budldpasechon:

A Consensus

A Evidence

A Inclusion

A Acceptance

A Understanding

Urothelial Carcinoma


http://jkclarke77.files.wordpress.com/2012/09/applesandorangesstitched.jpg

Pathegenesis 0t)urothielial
Carginoma

Eva M. Wojcik and Stefan E. Pambuccian

Papillary Pathway Non-Papillary Pathway
80% y 20%
9p-, 9¢
p16
"B
Genetically Stable Genetical'ly Unstable <10%
FGFR3 (~85%) p53 (~60%)

Recurrence Recurrence
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Bladidler canees more then enedlisease?

A ~ 75 % NotMuscle
Invasive (Ta/T1)
I Good prognosis
I Recurrence

I 109%15% progression (LG Ta
- <1%)*

A ~ 25 % Musclknvasive
>T2)

T >60% overall survival

*Nielsen ME et al. Trends in Sta§pecific Incidence Rates for Urothelial
Carcinoma of the Bladder In the United States: 12086. Cancer 2014:120:86




QuizS @n.U. AC2rafhXn”? ¢




QuzS c@n .U, AC2rgnXn®”? & / |

CARCINOMA

ADENOMA




Mr. Smiith - You haveadbbladaercaneer
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What really matiers?
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High Grade Urothelial Carcinoma



Diagnestic(Galegores

Hope

Everythingeise

Reality

Positive typical/Susyitioniss Negative
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Evalution ©f tthe (Classifiaation

Cytologic Classification

Histologic Classification

Papanicolaou Layfield
1947° et al 2004™
(Papanicolaou Ooms & (Papanicolaou
Classification Murphy Veldhuizen Society of Hopkins Mostofi & Torloni Epstein 19984
System) Koss 1985 198411 19932 Cytopathology)  Template’ 1973° (WHO") (WHO/ISUP)
I Benign cells, Negative Negative Negative NUAM Papilloma Papilloma
Il ATY 1 cells, TCC, grade 1 PUNLMP
few clusters LGUC
1] lusters, nuclear Dysplastic Atypical, Atypical AUC-U TCC, grade 2
Gngaﬁon, cells significance urothelial cells >
few ATY sceHr—— uncertain - \
— Suspicious  Suspicious AUCH _—> LG
v Malignant Malignant Neoplasiic Urothelial Urothelial \ HGUC
\" tumor cells, cells cells present carcinoma carcinoma
many ATY 7 H G
2 cells

TCC, grade 3

Abbreviations: ATY 1, atypical cells with hyperchromasia and predominantly round or oval contours; ATY 2, cells with hyperchromasia and nuclear membrane abnor-
malities; AUC-H, atypical urothelial cells cannot exclude high-grade urothelial carcinoma; AUC-US, atypical urothelial cells of uncertain significance; HGUC; high-
grade papillary urothelial carcinoma; ISUP, International Society of Urological Pathology; LGUC, low-grade papillary urothelial carcinoma; NUAM, no urothelial atypia
or dysplasia identified; PUNLMPF, papillary urcthelial malignancy of uncertain malignant potential; TCC, transitional cell carcinoma; WHO, World Health Organization.

See Table 7.

Owens et al. Cancer Cytopathology 2013



N BEXV easachem

A lt is all about High Grade Urothelial Carcinom:

v

A Negative for High Grade Urothelial Carcinoma
AAUC Quality and Quantity SHGUC Quantity HGUC

A LGUN; Low Grade Urothelial Neoplasm
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Wojcik EM: What should not be reported as atypig
in urine cytologyJASQ015;4;3;3636




Negaiive ffor HighGradie WrathelialcGaremomai@diegative)
Dorothy L. Rosenthal, Michael B. Cohen, Hui Guan, Christopher L. Owens, Yuji Tokuda, and Eva M

Definition of Negative for HigkGrade Urothelial Carcinoma

A A sample of urine, either voided or instrumented, may be considered beniglNH&UCif
any of the following components are present in the specimen:

i Benign urothelial, glandular, and squamous cells

i Benign urothelial tissue fragmen®B Tl and urothelial sheets or clusters
i Changes associated with lithiasis

i Viral cytopathic effect; polyoma virus (BK virugecoy cells)

I Posttherapy effect, including epithelial cells from urinary diversions

Polyoma virus
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Umbrella cells and basal/intermediate cells

: .
BCG Granuloma *LSllg GYNcontamination




What is /x!twﬁa"

Positive Suspicious Atypical Negative




Findiingsi mliliteratuee

1. High nucleacytoplasmiaatio (>0.7)
2. Nuclearnyperchromasia

3. Coarse, clumped chromatin

4. Irregular nuclear membranes
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Atypla —  Suspicious— Positive







Atypical Waiheltal ceisA(AtC)

Guliz A. Barkan , Tarik M. Elsheikh , Daniel F. I. Kurtycz , Sachiko Minamiguchi , Hiroshi ¢
Eric Piaton , Spasenija Savic Prince , Z. Laura Tabatabai , and Christopher J. VandenB

Criteria for AUC

A Nonsuperficial and nomlegenerated urothelial cells with an

high N/C ratio > 0.%required)
and one of the following:

A Hyperchromasigcompared to the umbrella cells or the

Intermediate squamous cell nucleus)
A Irregular clumpy chromatin
A Irregular nuclear contours

T 4




Suspiciausdo HHigiGrade Wrathelial(GCalemoma
(Susproious)

Fadi BrimoManonAuger, Tarik M. Elsheikh, Hui Guan, Mitsuru Kinjo,Rtaton Dorothy L.
RosenthalTatsuroShimokamaand Rosemary Hambouret

Criteria forSHGUC

A Nonsuperficial and nomlegenerated urothelial cells with an
highN/C ratio > 0.4required)

A Hyperchromasigcompared to the umbrella cells or the
Intermediate squamous cell nucleus) (required)

. w
and one of the following: ‘ 2 4

A Irregular clumpy chromatin ‘
A Irregular nuclear membranes %
<10 cells




SuspictausdoHHGU G Vs FRositve IHGUC
Quantity maiters...

A ¢CKS ydzYOSNI 2F | GéLAOIf dzNP
criterion to classify urine cytology specimens into the
WLI2 AaAUADSQ 2NJ U0KS Yoif daenhadh oD A
>10cells to render a definitive diagnosis of HGUCA seems
gt AR FTNRY (GKS Of AyAOFt &ai

ORIGINAL ARTICLE

Urine cytology: does the number of atypical
urothelial cells matter? A qualitative and
quantitative study of 112 cases

Fadi Brimo, MD®*, Bin Xu, MD?, Wassim Kassouf, MD",
Babak Ahmadi-Kaliji, MD®, Michele Charbonneau, CT,
Ayoub Nahal, MD? Yonca Kanber, MD?, Derin Caglar, MD?,

Manon Auger, MD*
JASC 2015;4(4)23238

5¢ 10 cellsg gray zone, based on experience, history, individual
threshold, etc




High-Gradle Wrathelial(CalieimomHG W)

Momin T. Siddiqui, Guido Fadda, J¢ming Han, Christopher L. Owens,
Z. Laura Tabatabai, and Toyonori Tsuzuki
A Cellularity: At least&L0 abnormal cells
A N/C ratio: 0.7 or greater
A Nucleus: Moderate to severe hyperchromasia
A Nuclear membrane: Markedly irregular
A Chromatin: Coarse/clumped







Other Notatile Gyiomeppbalegic
Features

Cellular pleomorphism

Marked variation in cellular size and shapes, i.e., oval, rounded, elongated,
or plasmacytoid (Comet cells)

Scant pale, or denseytoplasm

Prominent nucleoli PN -
Mitoses .
Necrotic debris : g‘ o
: - . o
Inflammation P » s
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Low-Gradie WratheliaNNeoplasi &GN

Eva M. WojciKTatjanaAntic, Ashish Chandra, Michael B. Cohen, Zulfia McCroskey,
Jae Y. Ro, and Tai@biraish

A LGUN combinedcytologic term for low grade
papillary urothelial neoplasmsGPUMN(which
Include urothelial papillomaRUNLMRNd LGPUL
and flat, low gradentraurothelialneoplasia
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Cytologic@riteriao of haws Graderbhiotheliakdeaplasia

(LGN (regardliessotlihe specimerypypesiaided or
instrumented):

A Threedimensional cellular papillary clusters (defined
as clusters of cells with nuclear overlapping, forming
"papillae") with fibrovascular cores with capillaries




