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GIRIS

Gunumuzde saglik profesyonelleri, kavramak zorunda olduklari essiz
miktarda bilgi ile hergun karmasgik tanilar koymak zorundadirlar. Kanita
dayali tani koymada kararsizlik, tedavi maliyeti ve sonucu acgisindan
tum sureci etkileyen tedavinin devamliligini saglamada en buyuk
sorunlardan biridir.

Entegre bilgi ve is akislari sayesinde, Teshis Karar Sistemleri hasta
basinda tedavinin teminini, konunuz ile en iligkilli, givenilir ve guncel
bilgileri sunarak desteklemektedirler. Degerlendirme sirasinda, her
olaslilik, hatalari azaltmaya yardimci olacak aracglardan istifade ederek
ele alinmalidir. Bu olasiliklar:

* Yanlis yorumlama sonucu yanlig tani
* Yanlig tetkik isteqi

 Kiinik kararin guncel kanita dayali en iyi uygulamalar ile
desteklenmemesi

« Uzmanlik alanlari ile disiplinler arasi bolunmus veriler



Giris

Bu sunumda, Klinik Konsultan Dr. Ximena Alvira ve Hematopatolojist
Dr. Jeremy Wallentine tarafindan degerlendirilmis olan gergek bir klinik
vaka uzerinden teshis koyma surecini ornek olarak aktariimaktadir.

Buradaki amag, kanita dayali ve guvenilir iki Klinik Karar Destek
Sisteminin kullaniminin, Anatomik Patoloji alaninda nasil rutin teshis
surecine entegre edilebilecegini resmetmektir.
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* 10 yilda 91% oraninda buyumus tumor markerlari Uzerine yayimlanan makale
sayis1(2007-2016).

Source: PubMed data. Search terms: tumour markers"[All Fields] OR "biomarkers, tumor"[MeSH Terms] OR ("biomarkers"[All Fields] AND "“tumor"[All Fields]) OR "tumor
biomarkers"[All Fields] OR (“tumor"[All Fields] AND "markers"[All Fields]) OR "tumor markers"[All




Vaka gecmisi

« Otuz yasinda bir kadin, bir haftalik sag karin bolgesinde hafif agri
sikayetiyle birinci basamak hekimine bagvurur.

» |drarda kirmizi kan hicresi ya da diger sistemik semptomlar ile iligkili
hikayesi bulunmamaktadir.

* Fizik muayenesinde sag bel ve sag hipokondriyak bolgeyi kapsayan
genig bir kitle ortaya cikiyor.

« Hasta nefrolojiye yonlendirildi ve abdominopelvic CT’sinde sag
bobregin alt kutbunda ve orta bolgesi uzerinde

nekroz alanlari olan 14 x 9.5 x 8 cm boyutunda
genis bir kitle aciga cikti.
« Hasta ameliyata alindi ve
tumorin tum bobrege yayildigi goruldu.
« Sol radikal nefrektomi uygulanip ,
ornek histopatolojik analiz igin gonderildi.




Makroskopik ozellikler

» Periferik adipoz dokunun alinmasindan sonra
bobrek agirligr 458 gr.

» Bobregin Ust bolumunde, 10 x 9 x 9 cm’lik, duz
duvarl kistleri bulunan kaucguksu kitle ve mukoid
dejenerasyon.

* Nekroz ve hemoraji alanlari.
« Bobrekustu bezi normal.

Mikroskopik ozellikler

 Slaytlar nekrozlu birka¢ mikroskobik intratimaoral
kist gosterdi.

» Belirgin ectatic kan damarlari.
» Yetersiz sitoplazmali tekdlze ig hucreler

» Kubik-kolumnar epiteloid hucrelerden olusan gland
benzeri yaplilar.

Source: Images extracted from www.clinicalkey.com and https://app.expertpath.com
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ExpertPath™ ile Teshis Sureci

Ayirici tanilarimi olusturma

ExpertPath™, kapsamli anatomik ve klinik patoloji kararlarinizda destek sunan online bir kaynaktir.

» ExpertPath™’e giris yapip tani dnerilerini elde etmek igin ilgili terimleri yaziyorum , vakalarin agiklamasini
gormek ve olasi tanilari kargilastirmak icin «Text « butonuna basiyorum.
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» Sonug panelinde, karsilastirmak istedigim tanilari secgiyorum.
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* “Compare” butonuna basarak secilmis tanilarin makro- ve mikroskopik 6zelliklerini
inceliyorum.
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* Ayirici tanilarin makroskopik ozelliklerini karsilastiriyorum, cerrahi ornegin
goruntuleri ile birlikte degerlendiriyorum.

ExpertPath™ Compare Diagnoses (4)
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e Tum bu teshisler, ExpertPath™

hazirlanmistir.

icinde en son kanitlar dogrultusunda kapsamli olarak

* Bu sayede, ana ozelliklerini derinlemesine gozden gecirebiliyorum, Key Facts( temel ozellikler),
Terminology, Etiology and Pathogenesis gibi...

ExpertPath” Compare Diagnoses (4)

Tubulocystic Carcinoma DEMISS

IMAGES TEXT

Terminology
=  Tubulocystic cancinema (TC) of kidney
© Well-circumscribed carcinema with pure tubular and gystic
architectural growth
© (Cysts and whules lined by single layer of atypical cells with
abundant eosincphilic cytoplasm and variable hobnailed
appearance
Clinical Issues
= Tumaors with patentially law malignant behavior; < 100 cases
reported in litersture
= Sitreng male preponderance (M:F = 7:1 or greater)
Macroscopic
= ‘Well-ciroumscribed tumors with spongy bubble wrap appearance:
no solid areas
Microscopic

= Composed of small to intermediste-sized tubules admixed with
cystically dilated tubules, dispersed evenly in frequently fibrotic
stroma

= Tubule and gy=t lining compased of single layer of flat, hoknail. ar
cuboidal to columnar cells; no solid areas

Ancillary Tests
= Majoricy are pasitive for CKJ. CK19, parvalbumin, CD10, AMACR,
Ksp-cadherin, and FH
Top Differential Diagnoses

Hereditary |eiomyomatosizs and renal cell carcinoma-assodiated
carcinoma with TC-like areas

= Collecting duct carcimoma with TC-like areas
= Other adult renal epithelial tumers with predoeminant tubules and

=  Tubulocystic carcinoma (TC) of kidney

Definitions
= ‘Well-circumscribed renal cell carcinoma (RCC) with pure tubular and
cystic architectural growth
© Cysts and twhules lined by single layer of atypical cells with
abundant eosincphilic cytoplasm and variable hobnail
appearance

OGY/PATHOGENESIS

DISMISS

Synovial Sarcoma

TEXT

Terminology
= Synowial sarcoma (55}
= Mesenchymal spindle call tumaor with rare epithelial differentiation
and chromasomal translocation o 18Xp1 1:q911}
Eticlogy/Pathogenesis
= Primary renal 55 shares characteristic S¥T-55X gene fusion with its
more common soft tiszue countarpart
= 5¥YT-55%7 fusion correlates with monophasic histology in soft tissue;
this may explsin predominant monophasic morphology in kidney
Clinical Issues
» Rare, with - 80 cases described; ag= range: 17-7& yr (median: 36 yr);
MF=1:1
= Aggressive with median disease-free-survival of 33 months
= Concurrent or subsequent metastases very frequent; metastatic
dizease with median survival of only & months

= Lung iz most common site of mietastasis; other sites include lymph
nodes, liver, bones, and abdeminal cavity; one of few sarcomas with
lymph node metastasis
Microscopic
= Most renal 55 with monophasic histology (76%)
@ Biphasic histology in 16% and poorly differentiated in 8%
= Microscopic intratumoral cysts in > 80% of tumors
Ancillary Tests
= Frequently positive for Bck-2. CD39, and vimentin; TLE1 with diffuse
nuclear expreszion in> 90%
= FISH or reverse transcription-polymerase chain reaction (RT-PCR)
for S¥7-55X gene fusion gold standard for diagnosis
Top Differential Diagnoses

= Primitive neurcectodermal tumor; blastemal Wilms tumor: cellular
mesoblastic nephroma; primitive neurcectodermal tumor

TERMINOL!

Abbreviations
= Synowial zarcoma (53}
Definidons
= Mesenchymial spindle call tumor with rare epithelial differentiation
and chromasomal translocation @} 18Xp11:q911}

ETIOLOGY/PATHOGENESIS

Molecular Features

Renal Lymphangioma/lymphangiectasia

Acqguired Cystic Disease-Associated Renal Cell C... [BsMis

KEY FACTS

Terminology
= Collection of developmental, acquired, and necplastic lesions of
ymphatics
= Sometimes manifested as TEMP| syndrome: Telangiectasias.
erythrocytosis, monoclonal gammopathy, perinephric-fluid
collections, and intrapulmanary shunting
Eticlogy/Pathogenesis
= Failure of lymphatics to connectwith ymphatic outflow
=  Lymphatic obstruction due to traum or inflammatian
= Meoplastic: Karyotypic abnormalities reported
Clinical lssues
= May presentin children or adults

» May present with ascites, flank pain. hematuria, proteinuria,
mypertension, pohycythemia, renal vein thrombosis

Imaging
= Kidney may be normal or enlarged
* May beunilateral or bilazeral

Macroscopic
= May invohee part or all of kidney, renal sinus. renal capsule or be
perinephric
Microscopic
= Thin-walled cysts lined by flattened endothelium
@ Endothelium expresses lymphatic markers
© May contain smooth musce and entrapped twbules
= Localized collection (oumaor) of cysts and cyst sepia
®  May produce massive interstitial lymphedema with dilated proximal
ymphatics
Top Differential Diagnoses
=  Cystic kidney diseases, especially autozomal dominant polyoystic
sidney dizease
= Cystic renzl dyzplazia
»  Cystic nephroma and mixed epithelial stromal turmor
= Multilocular cystic renal cell carcinoma

TERMINOLOGY

Definitions
» Collection of developmental, acquired, and neoplastic lesions of
renal lymphatics not always distinguishable
© Lymphangiectasia: Cystic dilatation of lymphatics
& Lymphangiomatosis: Bilateral dizsase

Terminology
= Mostcommon subtype of renal cell carcinoma eccurring in end-
stage kidneys, specifically with acguired cystic disease
@ Mow recognized a= distinct entity by WHO and ISUP

Etiology/Pathogenesis

= ACD-azsociated ROC mostdy but not always seen in patients on

dialysis

= Owerall, incidence of renal cancer markedly increased (3-7%) in
patients with end-ztage kidneys
Most commion subtype of RCC in end-stage kidneys
Other subtypes commonly occurring in both cystic and nencystic
end-stage kidneys indude dear cell papillary, papillary, clear cell,
and chremophebe renal cell carcinoma

Microscopic
= Combination of acinar, solid alveclar. solid sheet-like. micro- or
macrocystic, and papillary architecture in various combinations
= Intra- and intercytoplasmic microsoopic lumina ("holes”), imparting
cribriform/sigve-like sppearance
= Presence of intratumoral oxalate crystals in majorigy of cumors
& Some tumars may lsck intratumoral oxalate orystals
= Cells usually large with abundant ecsinophilic cytoplasm and
prominent nuclecli
® Areas with dear cell gytology net uncommon
Diagnostic Checklist
= Presence of multiple small lurmnina/sieve-like, cribriform architecturs,
and intratumoral oxalste crystals diagnostic
= \arizble proportiens of papillary architecture and clear cell or
eosinophilic cell cytology
= Background kidney with diagnestically eszential end-sage festures
with muitiple cysts
= AMACR positive. CA9 negative, and CK7 very focal to negative by IHC

OLOGY

Abbreviations
= Acguired cystic disesse-sssociated renal cell carcinoma [ACD-
zssociated ROC)
Definitions
= Most common subtype of RCC oocurring in end-stage kidneys,
specifically those with acquired cystic dizease
@ Mow recognized as distinct new entity by WHO and International
Seciety of Urologic Pathology (ISUP)

= Tumor composed of cells with eosinophilic cytoplasm,
S = e -
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e ExpertPath™ ayrica hematoksilin ve eosin boyali doku 6rneklerimde mikroskopik
ozellikleri gozden gecirmeme ve karsilastirmama izin veriyor.

ExpertPath” Compare Diagnoses (4)
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Tanilari daraltmak

* ExpertPath™ ile makro- ve mikroskopik 6zellikler temelli bu stire¢ sonrasinda, olasi tani
sayisini ikiye indirgiyorum.

e ExpertPath™ bana ayrica, iki timoru birbirinden ayirt etmemde glic verecek ve yardimci
olacak ek genetik ve immunohistokimya testleri sunuyor.

Sinoviyal Sarkoma

Immunohistochemistry

* Frequently positive for Bcl-2, CD99, and vimentin; TLE1 with diffuse
nuclear expressicn in > 908

s (D34 and muscle markers {-); focally (+) for EMA/MUCT and keratins
{EMA/MUCT more often than keratins) in some

Genetic Testing

* FISH or reverse transcription-polymerase chain reaction (RT-PCR)
for SYT-55X gene fusion gold standard for diagnosis

Kazanilmig Kistik Hastalik

Immunohistochemistry

« Diffusely posiive for AMACR ile iligkili Renal Hucre
* Negative/very focally pesitive for CK7 .
* MNegative for CA9 KarSI n 0 m u

s Also positive for CD10, RCC, and G5T-a

Genetic Testing
® ACD-associated RCC lacks trisomies 7 and 17, or 3p losses

6 Arra or studies show gains of chromosomes 3, 7, 18, e qe . . . . . .

mangy U R Tn remm—— Bununla birlikte, bilgimi ve hassasiyetimi daha
» Genotype guite different from that of papillary and clear ce D L
Rec da arttirmak icin, ek tani karar destegi

® Frequent gains of chromosomes 3, 16, and Y distinguish
it from papillary RCC

* Freguent gain. and not loss, of chromosome 3 |mmun0QL|ery®’ye gljveniyOrum.

distinguishes it from clear cell RCC
@ Rare cases with loss of chromosome 7,17, or Y
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ImmunoQuery® ile Teshis Sureci

* ImmunoQuery®, Patoloji alaninda immunohistokimya icin kanita dayali
karar destek sistemi sunan online bir kaynaktir.

« Arama satirina iki ana teshisimi yaziyorum ve uzerinde ¢alismak icin “Build
Panel”e tikliyorum.

Imm UnOQUery Build Panel Learn ExpertPath | CME | @ Help/Support = & Settings | @ Logout

Build Panel Saved Cases

Diagnoses  Antibodies

lAcauired Cystic Disease-Associated Renal Cell Carcinoma | Q. Selected X Clear
Results ~
. - (x Synovial sarcoma
x REI'IE| CE" carcinoma Synovial Sarcoma, Monophasic; Sarcoma, Synovial;
Renal Cell Carcinoma, Metastatic; Carcinoma, Renal Cell, Associated With Acquired Cystic Kidney Disease; Clear Cell Carcinoma, Synovial Sarcoma, Monophasic, Fibrous Type; Synovial
Kidney; Clear Cell Carcinoma, Kidney; Renal Cell Carcinoma, Clear Cell; Renal Cell Carcinoma Sarcoma, Biphasic; Synovial Sarcoma, Poorly Differentiated;
Synovial Sarcoma, Metastatic
+ | Renal cell carcinoma, sarcomatoid
Renal Cell Carcinoma, Sarcomatoid; Renal Cell Carcinoma, Sarcomatoid; Renal Cell Carcinoma, Sarcomatoid, Metastatic x Renal cell carcinoma
Renal Cell Carcinoma, Metastatic; Carcinoma, Renal Cell,
+ Renal Tubulocystic Carcinoma Associated With Acquired Cystic Kidney Disease; Clear Cell
Tubulocystic Carcinoma. Renal Carcinoma, Kidney; Clear Cell Carcinoma, Kidney; Renal
¥ ' \ Cell Carcinoma, Clear Cell; Renal Cell Carcinoma j
+ | Adenoid cystic carcinoma )
o e _ - S - Build Panel n
Adenoid Cysfic Carcinoma, Breast, Carcinoma, Adenoid Cysfic, Adenoid Cystic Carcinoma, Dedifferentiated
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* Antikorlarin, pozitif ve negatif ylizdesini, tarif ve test edilmis vaka sayisini, atif
yapilmis makaleleri ve her taniyi ne kadar iyi ayirt ettigi bilgisini veren “Kapsamli
panel” ine aninda erisiyorum(Differentiates, Does not Differentiate, Neutral).

N Comprehensive Panel Differentiations: @ Differentiates @ Does not differentiate © Neutral
Synovial sarcoma Renal cell carcinoma
Antibodies Positive Cases vs2 Positive Cases vs1
e s | P —
Refs (27 N
CD10 @ 6% 31 c] 82% 789 @)
Membrane
CD15 RETILE 5% o4 (0] 73% 402 ©
CK18 e 5% 19 @ 72% 78 ©
Cytoplasm
pax-2 LRSI 10% 31 ® 76% 751 @
Nucleus
Refs (5 p )
HBME-1 e 62% 76 @ 0% a8 ©)
Cytoplasm and membrane
i Refs (7 I p
Mesothelin g £9% 13 ® a9 510 @
membrane, cytoplasm
pax-8 Refs (16} 31 @ 89% 1358 @




- |ki tani arasinda ayrim yapmada en iyi bilgiyi veren antikorlari elde etmek
icin “Onerilen Panel”e tikliyorum.

/. Suggested Panel

Antibodies » Reset Synovial sarcoma Renal cell carcinoma
CcD10 (=) 8% Positive ® 82% Positive
3 Exclude Antibody 31 Cases 789 Cases
3 Referances (26) Membrane Membrane
HBME-1 ® 62% Positive () 0% Positive
3 Exclude Antibody 76 Cases 38 Cases
> References (4) Cytoplasm and membrane Cytoplasm and membrane

Uygun olan paneli istedikten ve sonucu aldiktan sonra, sinoviyal karsinomanin
kesin tanisi icin bu sonuclar ImmunoQuery® tarafindan sunulan bilgi ile
karsilastiriyorum.

Simdi, emin olarak, tedavi eden doktorun optimal tedavi planini gelistirmesini ve
eger mumkunse prognozu tahmin etmesini saglayacak bir teshis sunabilirim.



ExpertPath” v« ImmunoQuery’
Destegi ile

Bir taniya emin olarak ulagabildim ve hastaligin yonetimi igin yeterli bilgiyi
sagladim.




