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Carcinoma of Unknown Primary
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40 vy, kadin, premenopozal, sigara icmemis. USG’de incidental olarak

karacigerde 3 cm lezyon saptanmis. Biyopsi; adeno ca ile uyumlu
gelmis. IHC; CK7 -, CA19.9 -, CK20+, CDX2 +, TTF-1 -, ER -, HER2-, CT
ve PET-CT karaciger disinda ek patoloji saptanmamis. Bundan

sonraki asamada hangi test yapilmali?
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Meme MR

Bronkoskopi

Kolonoskopi




Primeri Bilinmeyen Kanserler insidans

] Tum kanserlerin % 3-5’i PBK

3 USA 7-12/100000, Avustralya 18-19/100000
Hollanda 5-7/100000, isve¢ 4—6 /100000

 En sik goriilen Sekizinci —dokuzuncu siklikta ki kanserlerdir

3 Oliime sebebiyet veren dérdiincii sikliktaki kanserlerdir

 Erkek cinsiyet , kadin cinsiyete gore hafif dominant

] Ortalama tani yasi 65

Pavlidis N, Pentheroudakis G. Cancer of unknown primary site. Lancet. 2012;1428-35.
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Kanser Tarihcesi

Misir papiriislerinde elde edilen bilgiler MO 2500 yilinda, Misirda kanser hakkinda zamanin doktorlarinin bilgisi oldugu ve zaman
kosularina gore miicadele ettigi bilinmektedir. Bu donem hakkindaki bilgilere papiriisler ile ulasiyoruz. 1862 yilinda Edwin Smith adh
bir antikacinin ve Misir dil bilimcisinin Misir Luksor kentinde aldigi bir papiriiste, meshur hekimi olan imhotep ve onun &gretilerinden
bahsedilmektedir. Bu 6gretilerde kanserden bahsedilmektedir.

Herodot MO Pers kragilesi Atossadan ve onun yakalandigi meme kanserinden bahseder. Atossa kanserli memesini Yunanl bir
kolesinin aldirdigini buradan 6greniyoruz.

Hipokrat MO 400 yillarda bu hastaligi yengece benzetip Karkinos adini vermis.

MS 160 yillarda, Galen dort sivi kavramiyla, kanseri siyah safra olarak adlandirir. Galene gére kanser siyah safranin hapsolmus
haliydi.

1500 Yillarindan sonra Vesalius insan anatomisini incelemesiyle Galen teorisini yerine, insan anatomisi ve onu istila eden kanserle
karsi karsi oldugunu anliyoruz.

19 yiizyilin ortalarinda Lister antiseptigi cerrahi girisimlere sokarak, Cerrahide yeni ¢igir agiyor.

Bilroth gastrointestinal tiimorlerin cerrahisinde basarili operasyonlar yapiyor. Kansere karsi miicadele kékten alip ¢ikarma siariyla
tam hiz bu yilarda siiriiyor.

19 yiizyilin sonlarina dogru efsane cerrah William Halsted, meme kanserinde radikal mastektomiyi uyguluyordu. Bay Halsted’da
kokten alip gikarma siarina uyarak gikarabildigi kadar daha ¢ok doku ve lenf nodu gikariyordu.
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We Have Been at War Against Cancer Throughout
Human History

Tumor

President Nixon declares a
“War on Cancer” in 1971

Medieval Saxon man with a large
tumor of the left femur

A list of definitions for abbreviations used on the slides are referenced at the end of the presentation.

Dr. Atkins: So | am the first presenter, and | am going to spend some time trying to give a broader introduction to immune
therapy and just a littie bit about how it is applied to kidney cancer over time. So, in 1971, President Nixon declared war on
cancer and that started the National Cancer Institute. But in truth, we have been at war against cancer throughout history, as thi
grave that was uncovered showing a medieval Saxon man with a large tumor on the left femur attests.
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National
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Epithelial; not 7?9 Clll‘lll;:al
site specific resentation
{OCC-2)
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breast, genitourinary,
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with attention to and Biopsy: other hematologic Guidelines Table
review of: » Core needle biopsy malignancies of Contents
» Past biopsies or (preferred) and/or FNA

Suspected
metastatic
malignancy?

E—

malignancies
» Removed lesions
» Spontaneously
regressing lesions
» Existing imaging studies
« CBC
* Electrolytes
* Liver function tests
* Creatinine
* Calcium
* Chest/abdominal/pelvic cTP
scan
* Hemoccult
» Symptom-directed
endoscopy®

of most accessible site

+ Consult pathologist for
adequacy of specimen
and additional studies
including
immunchistochemical
stains?

+ Gene signature profiling
for tissue of origin is not
recommended for
standard management at
this time®

Thyroid
carcinoma

Melanoma

See NCCHN Guidelines
for Thyroid Carcinoema

See NCCHN Guidelines
for Melanoma

Sarcoma 4|>

See NCCN Guidelines
for Soft Tissue Sarcoma

Germ-cell
tumor
Nonmalignant
diagnosis

See NCCN Guidelines
for Testicular Cancer

Further evaluation
and
Appropriate follow-up
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Tumor Tipi | Pan-keratin | CD 45 S-100 Vimentin
protein
- /.|_

Karsinoma

Lymphoma - + - - /+
Melanom - = + +

Sarcom = = = +
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Table 1. Immunohistochemical work-upin patients with cancers of unknown primary site (CUPs)

Cytokeratins PSA ER, CDX2+,
PgR  CK20+,
CK7-

Thyroglobulin,
calcitonin

Annals of Oncology

Vimentin,
desmin

Undifferentiated
carcinoma
Prostate cancer
Breast cancer
Colorectal cancer
Lung adenocarcinoma
Thyroid cancer
Neuroendocrine
Germ-cell cancer
Lymphoma
Melanoma

Sarcoma

The table shows general staining patterns but exceptions exist, especially for 5100 and vimentin
Thyroid and neurcendocrine cancers often positive with CK7 and TTFI but not with NapsinA.
PSA, prostate specific antigen; ER, oestrogen receptor; PgR, progesterone receptor; CK, cytokeratin; TTFL, thyroid transrcription factor 1; NSE, neuron-
specific enolase; AFP, alpha fetoprotein; hCG, human chorionic gonadotropin; PLAP, placental alkaline phosphatase; LCA, leukocyte common antigen.

Primary markers

Additional markers
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Primary markers Additional markers

CK 7-/CK 20+ | ey | COlorectal and Merkel | gy | ~E A and CDX-2

cell carcinoma

codametrial, ocovical s TTF-1, ER, PR,
CK 7+/CK 20- | w— pancreatic c;:rcinoma,and — GCDFP-15, and
cholangiocarcinoma CK 19

CK 7+/CK 20+ | wump | Urcthelial, ovarian, and | g |y 5 i 0130 and W21

pancreatic cancer and
cholangiocarcinoma

CK 7-/CK 20- | mump | DiePttocetiuin rens! el | mump | Hep Par-1 and PSA

prostate, squamous cell

Figure 1. Basic immunohistochemical work-up of cancers of unknown primary. Reproduced with permission: [5]. CK, cyrokeratin; CEA, carcinoembryonic
antigen; TTF1, thyroid transcription factor 1; ER, oestrogen receptor; PgR, progesterone receptor; GCDFP-15, gross cystic disease fluid protein-15 WT-1,
Wilms tumour gene 1; PSA, prostate specific antigen.



KLiNiK DEGERLENDIRME

Anamnez

Fizik muayene

Tam kan sayimi, biyokimyasal tetkikler

Toraks, Batin, Pelvik BT

Kadinlarda mamografi ve jinekolojik muayene

Erkeklerde PSA (>40 y)

Geng erigkinlerde serum AFP and B-hCG diizeyi(50 y<)

Semptomatik sistemlerin endoskopik incelemesi

PET-CT
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J Clin Oncol. 2011 Feb 1,29(4):435-40. Epub 2010 Dec 23.

Familial risks in cancer of unknown primary: tracking the primary sites.
Hemminki K, Ji J, Sundquist J, Shu X.

izerman Cancer Research Centre, Heidelberg, Gemany.

Abstract

PURPOSE: Cancer of unknown primary (CUP) is diagnosed at the metastatic stage, and despite extensive diagnostic work-up, the primary tumor often
remains unidentified. No data are available on familial clustering of CUP. We hypothesize that familial clustering of CUP with other cancers may be
informative of the primary sites.

PATIENTS AND METHODS: A total of 35,168 patients with CUP were identified in the Swedish Family-Cancer Database, and risks between family
members were calculated for concordant (CUP-CUP) and discordant (CUP-any other cancer) cancers using standardized incidence ratio (SIR).

RESULTS: Fam|||a| cases Elf CUP accuunted fﬂr 2.8% of all CUP cases in the offspring generation. Familial SIR for CUP was 1.69 when a sibling was

o-discordantassac hatwasn-siblings, CLP was associated with lung (SIR, 1.87), kidney (SIR, 1.82), liver (SIR, 1.67),
ovarian (SIR} 1. 45} cnlnrectal (SIH 1 EE] and breast {SIR 1.15) cqncers and melanoma (SIR, 1.26). Upper aerodigestive tract, bladder, pancreatic,
and prostate cancers were additionally associated with CUP. Notably, CUP was associated with families of kidney, lung, and colorectal cancers.

CONCLUSION: The present data show that CUP is not a disease of random metastatic cancers but, instead, a disease of a defined set of cancers.
The association of CUP with families of kidney, lung, and colorectal cancers suggests a marked genetic basis and shared metastatic mechanisms by
many cancer types. Familial sites shared by CUP generally match those arising in tissue-of-origin determinations and, hence, suggest sites of origin for
CUP. Mechanistic exploration of CUP may provide insight into defense against primary tumors and the metastatic process.
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JSwedish Family—Cancer Databese
PBC’in % 2.8 ailesel gecis (Birinci derece)

d Aile oykisiinde Akciger, bobrek, kolorektal kanser
olanlarla iliskili




Patoloji

J Ras
J HER-2
A P53
JBCL-2
p53; %53 +, BCL-2; %40 +

 Cocuk ve eriskin erken dénemlerinde, orta hat PBK
Kromosal translokasion t(15-19)

BRD4-NUT oncogeni +

Van de Wouw AJ, Jansen RL, Speel EJ, Hillen HF. The unknown biology of the unknown primary tumour: a literature review. Ann Oncol.
2003 ;14:191-6.
Pavlidis N, Fizazi K. Cancer of unknown primary (CUP). Crit Rev Oncol Hematol. 2005 ;54:243-50.

Greco FA, Hainsworth JD. Cancer of unknown primary site. In: DeVita VT, Lawrence TS, Rosenberg SA, eds. DeVita, Hellman, and
Rosenberg's Cancer: Principles and Practice of Oncology. 8th ed. Philadelphia, Pa: Lippincott Williams & Wilkins; 2008:2363-2387.
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HISTOPATOLO!I, ISIK MiIKROSKOPI (H+E)

iYi DIFERANSIYE ADENO CA; %60

KOTU DIFERANSIYE KARSINOM, ADENOKARSINOM; % 29
SKUAMOZ HUCRELi KARSINOM; % 5

INDIFERANSIYE KARSINOM ; %5

NEUROENDOKRINE KARSINOM; %1

Pavlidis N Pentheroudakis G Lancet 2012.
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Figure 2. Drawback of Baseline **F-fluorodeox yglucose Positron-Emission Tomography (PET}CT as the initial imaging
Method in Unknown Primary Cancer.

A Slyear-old man who was a smoker presented with neck adenopathy. Biopsy of the left supradavicular ymph node
revealed metastatic, poorly differentiated carcinoma. immunostains were negative for ortokeratin {CK) 7, CK20,
synaptophysin, chromogranin, S-100, melanoma antigen recognized by T cells (MART-1), prostate-specific antigen,
thyroid transcription factor 1 (TTF1), inhibin, and thyroglobulin. The tumor was focally positive for Hep Par-1, CD10,
and low-molecular-weight keratin, and final pathological results were reported as nonspecific. A PET-CT scan that
was orderad as the baseline study in the head and neck oncology dinic showed multiple hypermetabolic nodes in
the neck (Panel A, arrow). The PET-CT scan did not show a renal primary cancer, although in retrospect there was a
hint of 2 small lesion (Panel B, arrow). The patient received chemotharapy with paclitaxel and carboplatin for unknown
primary cancer favoring 2 lung-cancer profile. He had mild disease progression while receiving this regimen. In paralial,
he underwent a tissue-of-origin molecular-profiling study that showed a kidney-cancer profile. Additional renal-spacific
immunohistochemical testing on the nodal tissue showed the tumor to be positive for PAX-8, renal-cell carcinoma,
CD10, epithelial membrane antigen, and vimentin — findings that are consistent with conventional-type, metastatic
renal-cell carcinoma. A CT scan obtained with the use of intravenous contrast material showed a mass (1.0 by 1.2 cm)
in the lower pole of the left kidney (Panel C, arrow). The patient was treated with targeted therapies, including evero-
limus, axitinib, and pazopanib; he had a mixed response initizlly, followed by disease progression in lymph nodes, Iver,
bones, and the primary site (Panel D, arrow). This patient did not have unknown primary cancer on presentation;
instead, he had metastatic renal-cell cancer that had been evaluated with a suboptimal workup. Unfortunataly, even
with accurate diagnosis, directed therapies do not have a clear therapeutic effect in most patients with advanced
ranal-cell cancer
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Hardal gazi (mustard gas) ilk kez birinci diinya savasinda kullanilan biyolojik bir silahtir.

Gaza maruz kalma sonucu ciltte sulu yaralar, korliik, akcigerde sivi birikimi, akciger yetmezligi ve kemik iliginin
baskilanmasi gibi 6liimciil etkiler ortaya cikar.

Yale Universitesinde ¢alisan iki ilag bilimci, Louis Goodman ve Alfred Gilman, mustard gazinin kemik iligi
baskilama 6zeligi nedeniyle kanser tedavisinde kullanilabilecegini ilk diisiinenlerdir.

Farelerde yaptiklari ¢galismalar tiimoriin belirgin olarak geriledigini gosteriyordu. Nitrogen Mustardin artik
insanda denenebilecegine inanmaya baslamislardi. Nitrogen mustardin bir 6rnegi olan “mustine” isimli bilesigi,
48 yasinda radyasyon tedavisine yanitsiz bir lenfoma olgusuna uyguladilar.

ilaci ne dozda ve ne kadar siire verecekleri hakinda bir fikirleri olmayan bilim adamlari, birbirini izleyen 10 giin
boyunca ilaci farkh dozlarda denediler. Sonug, hastanin tiimor kitlesinde ikinci giin yumusama olmus ve tedavi
sonunda belirgin bir kiigiilme ortaya ¢ikmisti. Fakat, elde edilen bu yanit gegiciydi ve hastalik kisa siirede tekrar
etti.

Gilman ve arkadaslan Yale Universitesinde 67 hastaya ilaci uyguladilar. ikinci Diinya savasi siiriiyordu, bilgileri
askeri sir olarak sayiliyordu, makalelerini ancak savagtan sonra 1946 yilinda yayinlandi.

Bu makalenin onkoloji tarihinde ki yeri, kanseri ilag ile tedavi etmek. Misirlilarin ilk kez sifali otlari hastaliklarin
tedavisinde kullanmaya baslamalari kadar 6nemli tarihsel bir olaydir.
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1989 yilinda William Halsted Amerikan Cerrahi Birligi’nin New Orleans ‘taki konferansinda ameliyat ettigi 76 meme
kanserli hatanin verilerini sundu, hastalarinin yarisi 3 yil liclinde kaybedilmisti. Miicadele siiriiyor, fakat nihaiyi ¢éziime ¢ok
uzaktik. William Halsted bu ekolde ¢ok sayida Harvey Cushing gibi linlii cerrah yetistiriyor

1895 Wilim Rontgenin X isinlarini bulmasiyla, bu miicadeleye radyoterapi giriyor.

1896 yilinda 21 yasinda bir 6grenci olan Emil Grubbe hastalig tekrar etmis bir meme kanserli hastasinda X isinh tiipiiyle
tedavi ediyor.

1947 Sindey Farber , New York’da antifolati I6semili gocuklarda kullanarak, kemoterapi kavramini kanserle olan miicadele
giindeme sokuyor. Bonadonanin 1970 yillarin sonlarinda CMF rejmininin meme kanserinde kullanilmaya baslanmasiyla
uzun yillar kemoterapi kanserle miicadelede 6nemli silah olarak goriildii.

1990 yillarin sonu ve 2000 yillarin baslarinda hedefe yonelik tedaviler kanser miicadelesinde yerini aldi. Bu jenerasyonun
ilk 6rnegi FDA 2001 yilinda onayladigi bcr-abl fiizyon genin tirozin kinaz aktivitesini inhibe eden Glivec molekiiliin kronik

myeloid I16semide kullanilmasidir. Bu bulustan sonra ¢ok sayida kanser tiiriinde ¢ok sayida hedefe yonelik molekiil giinliik
pratige girdi.

2013 yilinda ipilimumab adli molekiil agresif cilt kanseri olan maling melanomda uzun yillar sonra ilk defa hayati uzatan
sonuglari acgiklandi. Bu ¢alismayla beraber immiinoterapi ¢ok sayidaki kanserde tedavi yerini aldi. 2015 Amerikan ulusal
kanseri kongresinde Pemriluzumab adli immiino tedavi 13 ‘den fazla kanser tiiriinde kullanilmasiyla ilgili verileri sunuldu.
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Primary Sites Determined at Autopsy in
884 Patients With Unknown Primary Cancer

Autopsy-found primaries, 644 of 884 (73%)

Breast 0.8%
Bladder/Ureter 1.2%

Stomach 6%

Genital System 7%

Bowel 7%

Liver/Bile Duct 8%

Kidney/Adrenal 8%

Pentheroudakis G, Golfinopoulos V, Pavlidis N. Switching benchmarks in cancer of unknown primary:
from autopsy to microarray. Eur J Cancer. 2007;43:2026-2036.

USA ve Avrupa 1944-2000,12 post-mortem ¢alisma
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Histolojiye gbdre prognoz
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Meme

Akciger

Gastrointestinal karsinom
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Karaciger

Bobrek

Prostat
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Seminom/ embriyonel karsinom
Over

Mezotelyoma

Tiroid

Noroendokrin

GCDFP-15, oOstrojen reseptoru
TTF-1

CDX-2

CDX-2 + Hep-Par
CDX-2 + CK20+
Hep-Par

CD10

Prostat-spesifik antijen
CK7+, CK20+, CK5/6+
OCT-4

WT-1, CA125
Kalretinin

TTF-1 + thyroglobulin

Kromogranin + sinaptofizin
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CANCER OF UNKNOWN PRIMARY S5ITE

CDX-2 +, CK20 +, TTF1 - Adenokarsinom

Figure 3. Discordant Immunchistochemical and Radio-
logic Findings in Assessing Unknown Primary Cancer.

The patient was a 77-year-old nonsmoking woman who
was seen initially in the thoracic oncology department.
CT of the chest that was performed as follow-up for pneu-
monia revealed a 5.7-cm “lung cancer” in the right upper
lobe, with minor fissure and right-middle-lobe involve-
ment (Panel A, arrow). Biopsy of the mass revealed a
moderately differentiated adenocarcinoma, strongly
and diffusely positive for homeobox protein CDX-2,
CK20, villin, and carcinoembryonic antigen and nega-
tive for CK7 and TTF1. The pathology report concluded
that the findings favored cancer of the lower gastro-
intestinal tract, including the appendix and colorecturn.
Upper endoscopy and colonoscopy showed no abnor-
malities. There was no clear evidence of a primary can-
cer in the small bowel or appendix. After a short course
of preoperative fluorouracil and oxaliplatin, the patient
underwent resection of the mass (Panel B, arrow). The
final pathology report was unchanged (presumed meta-
static colorectal cancer). The patient received the same
chemotherapy after surgery. Subsequent colonoscopies
were negative. The patient was enrolled in a microRNA
tissue-of-origin clinical trial, and molecular assay con-
firmed a colon-cancer profile. Although the benefit of
chemotherapy for this presentation is unknown, clini-
cians who provide care for patients with unknown pri-
mary cancer have to integrate the pathological informa-
tion in therapy decisions. Common presentations of
unknown primary cancer with a colon-cancer profile

are isolated carcinomatosis and ovarian metastases.*®
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Cancer, Unknown Primary Site

INITIAL LIGHT MICROSCOPIC EXAM

Adenocarcinoma PDC, PDA Squamous Neuroendocrine
60% 29% Carcinoma carcinoma, WD, PD
5% 1%

_ /

SPECIALIZED PATHOLOGIC STUDY / SPECIFIC CLINICAL FEATURES

No Special Subset PDC, PDA Specific Subsets Lymphoma No Specific
54% 23% 4% 3% subgroup 0.75%

Specific Subsets Specific Carcinoma Melanoma, PDC, PDA including Specific subgroup
including including Sarcoma, Other neuro-endocrine 0.25%
neuro-endocrine  neuro-endocrine 1% 1%

6% 3% -
No Special Subset
Lymphoma, 1%
Melanoma,
Sarcoma
3%

Greco FA, Hainsworth JD. Cancer of unknown primary site. In: DeVita VT Jr, Hellman S, Rosenberg SA, eds.
Cancer: Principles and Practice of Oncology. 8th ed. Philadelphia: Lippincott; 2008:2363-2387.




Prognoz ve Tedaviye yanit

> 1y1 prognostik gurup ; %2u

» Kotu prognostik grup; %80
Non-papiler maling karekterde asit
Multiple akciger ve plevra metastazi
Karaciger /diger organ metastazi gosteren adenokarsinom
Multiple serebla metastaz
Multiple litik kemik metaztazi

Abdominal kaviteye metastaz yapan SCC

Pavlidis N, Pentheroudakis G. Cancer of unknown primary site. Lancet. 2012;1428-35.
Greco FA, Hainsworth JD. Cancer of unknown primary site. In: DeVita VT, Lawrence TS, Rosenberg SA, eds. DeVita, Hellman, and Rosenberg's Cancer:
Principles and Practice of Oncology. 8th ed. Philadelphia, Pa: Lippincott Williams & Wilkins; 2008:2363-2387.
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lyi prognostik grup

dizole aksiler lenf nodu metastazi olan kadin
[ Papiler ser6z adenokarsinomlu asiti olan kadin hasta

 Servikal lenf nodlarinda SCC metastazi

dizole ingunal lenf nodlarinda SCC metastazi

L Kemik metastazi erkek, ylksek serum PSA veya dokuda
PSA +




lyi prognostik grup

(] Orta hat az diferansiye karsinom
J Az diferansiye NET

] Rezektable soliter metastazlar

1 Kolon profilinde metastatik karsinom(CK20+,CK7 — CDX2+)

Pavlidis N, Pentheroudakis G. Cancer of unknown primary site. Lancet. 2012;1428-35
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Olgu 1: Multiple Karaciger metastazi

49 vy, kadin
Halsizlik, bulanti, kusma, cilt renginde sararma, kabizlik
Oz gecmis; Ozelik yok
Soy gecmis; Abla meme CA
FM; Ikterik, hepatomegali, asit
Biyokimya; Bilirubin yikse(20 mg/dl)
AST, ALT, ALP, GGT
Lokositoz

Histoloji (KC tru-cut); Az diferansiye adeno CA, CK 20 +,CDX2+, CK7 -




259

X/Y: 2521317

W400 / C40

KV: 120

ma: 440

Slice Pos: -81.00 ST: 5.0 mm

Body 5.0 CE

= cMe = MO0




Olgu 1: Multiple
Karaciger metastazi, Ne yapmali?

Kolonoskopi ?
Batin USG?
Kolostomi ?
PET-CT ?

Tamor markirlan ?

Kemoterapi ?




PBK’de; Kolonoskopi, Bronkoskopi
Hangi Hastaya?

] Kolon benzeri histolojiye sahip metastazlarda(CK20+/CK7-)

J Semptomatik hastada

J Maling asitli hastalarda kolon obstriiksiyonu ile iliskili
semptom yok, gaitada gizli kan testi negatif ise tanisal deger
%5<

 TTF-1 pozitive hastada bronkoskopi diistintilebilinir

Pavlidis N, Pentheroudakis G. Cancer of unknown primary site. Lancet. 2012;1428-35
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PET-CT HANGI GURUBA? NEYi DEGISTIRIR

Cancer. 2007 Jan 15,109(2):292-9.
The role of 2-deoxy-2-[F-18]fluoro-D-glucose positron emission tomography in disseminated

carcinoma of unknown primary site.
Seve P, Billotey C, Broussolle C, Dumontet C, Mackey JR.

Department of Internal Medicine, Hitel Dieu, Hospices Civils de Lyon, Lyon, France. pascal seve@chu-lyon.fr

Abstract
BACKGROUND: The authors conducted a comprehensive review of the efficacy of 2-deoxy-2-[F-18]flucro-D-glucose positron emission tomography
(FDG-PET) in the detection of primary tumors in patients with disseminated carcinoma of unknown primary site.

: Ten studies (involving a total of 221 patients) tat were published between 1998 and 2006 were reviewed>Each study evaluated the role of
FDG-PET in the detection of unkna ' ' p. Although 94% of patients had a single site of
metastases, the studies otherwise were very heterogeneous in the studied population, study design, and additional diagnostic workup.

RESULTS: In 41% of patients, FDG-PET detected primary tumors that were not apparent after conventional workup. In this group of patients, the
overall sensitivity, specificity, and accuracy rates of FDG-PET in detecting unknown primary tumors were 91.9%, 81.9%. and 80.5%, respectively. FDG
-PET imaging also led to the|detection of previously unrecognized metastases in 37% of patients. Jung cancers represented 59% of the detected
-PET had a notably high false-positive rate (58.3%) in tumors of the lower digestive tract. FDG-PET altered the clinical management in

CONCLUSIONS: FDG-PET was an efficient method for detecting primary tumors that were undetected by other modalities and was sensitive for the
detection of previously unrecognized metastases. FDG-PET significantly changed clinical management in approximately one-third of the patients
studied.
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J Cancer Res Ther. 2014 Jan-Mar; 10{1}:121-6. doi: 10.4103/0573-1452.131445.

PET-CT changes the management and improves outcome in patients with recurrent colorectal cancer.
Tural D, Selcukbiricik F, Sager S, Akar E', Yildiz O, Serdengecti SH.

i+ Author information

Abstract

BACKGROUMD: The present study aims to analyze the impact of positron emission tomography/computed tomography (PET/CT) on management
change in patients with suspected or proven colorectal cancer recurrence, and to assess the effect of this management change on progression-free
survival (PF3) and overall survival {(O3).

MATERIALS AND METHODS: We retrospectively evaluated 122 patients with suspected potentially resectable recurrent colorectal cancer who
underwent PET/CT scan. We determined management plans for these patients before and after the PET/CT examination.

RESULTS: While previous conventional imaging studies had revealed solitary metastases, additional sitegof disease were deterrflined by PETICT
scan in 52122 (42%) patients. PET/CT examination results changed the treatment plan to curative intent i 35 (37%) patients. Wigile the median PF3
was 22 manths (95% CI, 11.2-32.6 months) among the patients planned to receive curative freatment aftefthe PET/CT =scan, it wds 11 months (95%
Cl, 8.1-13.9 months) in patients planned to receive curative treatment before the PET/CT examination, andsisssifessnetsesimasd median PFS
durations was statistically significant (HR, 0.51 [95% CI, 0.32 - 0.88], P = 0.004). Furthermore, 05 was significantly longer in patients planned to
receive curative treatment after the PET/CT scan (27 months [95% CI, 22.1-31.9]) compared with those who received curative treatment before the
PETICT scan (21 months [95% CI, 15.6 - 26.4]), and the difference was statistically significant (HR, 0.63 [95% CI, 0.42 - 0.89], P = 0.045).

CONCLUSION: The present study demonstrates the significant impact of PET/CT on the management and cutcome in patients with recurrent
colorectal cancer.
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QPET-CT; PRIMERI BiLINMEYEN BAS BOYUN CA
PRIMERI BILINMEYEN SOLITER ORGAN METASTAZLARI
QTANI VE TEDAVI YAKLASIMI DEGISTIRECEK HASTA GURUPLARINDA

ISTENMELI



Serum Tumor Markirlari

d PBK’de; CEA, CA-125, CA19-9, aFP, BHCG yiiksekliginin tek basina
tanisal ,prognostik, prediKtive degeri yoktur’

(] Orta hat kotii diferansiye karsinomlar da aFP, RHCG yiksekligi?
(1 Kemik metastastazi erkek hastada PSA yiiksekligi?
] Primer seroz peritoneal adeno kanserlerde CA-125 yiiksekligi>

3 izloe aksiler adeno kanser kadin hastada CA 15-3 yiiksekligi?

Pavlidis N, Briasoulis E, Hainsworth J, Greco FA. Diagnostic and therapeutic management of cancer of an unknown primary. Eur J Cancer 2003; 39:
1990-2005".

Pentheroudakis G. Pavlidis N. Serum tumor markers. In Wick MR, ed. Metastatic carcinomas of unknown origin. New York, NY: Demos Medical
Publishing, 2008: 165-752.




Serum Tumor Markirlari
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Occult Primary

CLINICAL
PRESENTATION

Mediastinum ——=

Adenocarcinoma Chest
or (multiple nodules)
Carcinoma not or

otherwise specified Pleural effusion

Peri_tu neal/
Ascites

fSymptom-directed endoscopy can be considered for
individual patients based on clinical findings and
immunohistochemical markers.

9An expanded panel of immunohistochemical markers may
be used as appropriate. See Immunchistochemistry
Markers for Unknown Primary Cancers (OCC-A).

ADDITIONAL WORKUP?
Men and women:

[* Chestabdominal/pelvic CT (if not done)
. - . dlpha-tetoprotein

Women:
+ Mammogram; if non-diagnostic and histopathologic evidence for
breast cancer, breast MRI and/or breast ultrasound indicated

» Appropriate immunohistochemistry?

LMen:

+>40 y: PSA

* Testicular ultrasound, if beta-hCG and alpha-fetoprotein marke
elevated

—tAe-sdndnansaans

* Chestabdominal/pelvic CT (if not done)

Women:

* CA-125

« Appropriate immunohistochemistryd

* Consider gynecologic oncologist consult if clinically indicated

* Mammeogram; if non-diagnostic and histopathologic evidence for
breast cancer, breast MRI and/or breast ultrasound indicated

Men:

+>40 y: PSA

Men and women:

* Chest/abdominal/pelvic CT (if not done)

Lrine cytalagye cystaseapcif susnicisus

Serum CA19-9 level if pancreatic or biliary tract primary suspected

* CA-125

T AppropTTaTE TMMUNShistochemistry?

* Mammogram; if non-diagnostic and histopathologic evidence for
breast cancer, breast MRI and/or breast ultrasound indicated

» Gynecologic oncologist consult

Men:

- >40 y: PSA




Olgu Il. Izole Aksilla Metastazi

] 58 y, postmenopozal kadin
3 Oz gecmis; Tip 2 DM, HT

J Hala meme ca

3 izole, fikse ele gelen aksiler LAM

J Aksiler Tru-cut bx; Az differansiye adeno ca
CK-7 +,CK 20-,GCDPF-15 +,ER +,PR+,Cerb-2 -




Izole Aksilla Metastazi
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CLINICAL ADDITIONAL WORKUP!
PRESENTATION

See NCCN Guidelines for Head
and Neck Cancers/Occult Primary

Cervical nodes —=

Men and women:

* Neck/chest/abdominal/pelvic CT (if not done)

Women:

» Mammogram:; if non-diagnostic and
histopathologic evidence for breast cancer,
breast MRI and/or breast ultrasound indicated

* Appropriate immunohistochemistry?

Men:

» >40 y: Prostate-specific antigen (PSA) See Management

Based on Workup

Men and women: Findings (OCC-T)
. Neck!chespabdominal CT (if not done)

Women:

Adenocarcinoma

or Supraclavicular
Carcinoma not nodes
otherwise specified

» Mammogram; if non-diagnostic and
Axillary nodes —=| histopathologic evidence for breast cancer,

breast MRI and/or breast ultrasound indicated
» Appropriate immunohistochemistry®
Men:
« =40 y: PSA




Izole Aksiler Lenf Nodu Metastazi Olan Kadin

d Evre Il meme cancerine benzer biyolojik ve tedaviye yanit
ozelikleri gosterir

] Tim kanserlerin 0.12%-0.67%

J Tani yasi ortalama 52

J %66 post menopoz

1-Pavlidis N, Fizazi K. Cancer of unknown primary. Crit Rev Oncol Hematol 2009; 69: 271-80.

2- Pavlidis N, Briasoulis E, Hainsworth J, Greco FA. Diagnostic and therapeutic management of cancer of an unknown primary.
Eur J Cancer 2003; 39: 1990-2005. Pentheroudakis G, Lazaridis G, Pavlidis N.

3-Axillary nodal metastases from carcinoma of unknown primary (CUPAX): a systematic review of published evidence. Breast
Cancer Res Treat 2010; 119: 1-11.




Izole Aksiller Metastazi

|||| Aksillanin tedavi

Feigenberg aksiller

Rt ile rekurens orani
% 50

Lokal kontrol i¢in
ALND tavsiye

Felﬁenber gZ, Zer M, DintsmanM(1976)
illary metastases from an unknown
Emmary source, Israel, J Med Sci 12:1153—




Tum hastalarda Aksiller diseksiyon

Standart Yaklasim MRM

Hasta istegine bagli olarak tim meme isinlamasi
disunulebilir

Karsilastirmali calisma yoktur.




izole Aksilla Metastazi

Hasta LN+ meme kanseri gibi tedavi edilir
Prognoz meme kanserine benzerdir

Mobil LN varhiginda mastektomi+LIN
diseksivonu+adjuvant meme kanser tedavisi

Fixe LN varliginda neoadjuvan kemoterapi
uygundur




MR MAMOGRAFININ TESPIT ETMEDIGI HASTALARDA

PRIMER ODAGI TESPIT EDEBILIR

Ann Surg Oncol. 2005 Dec;12{12):1045-53. Epub 2005 Oct 25.

Utility of breast magnetic resonance imaging in patients with occult primary breast cancer.

Buchanan CL, Morris EA, Dorn PL, Borgen Pl, Van Zee KJ.
Department of Surgery. Memorial Sloan-Kettering Cancer Center, 1275 York Avenue, New York, NY 10021, USA.

Abstract

BACKGROUND: Although carcinoma presenting as axillary metastases is assumed to be due to breast cancer, identification of the primary lesion may
prove problematic. We investigated the ability of breast magnetic resonance imaging (MRI) to identify the primary tumor, thereby confirming the
diagnosis and broadening treatment options.

METHODS: From 1995 to 2001, 69 patients at our institution presented with occult primary breast cancer. All patients had negative breast
examinations and mammograms and underwent breast MRI.

RESULTS: Of 69 patients, 55 had axillary adenopathy without evidence of distant disease (stage Il); 14 had stage |V disease. In patients with stage Il
disease, MRl revealed suspicious lesions in 76% (42 of 55). In 62% (26 of 42), the MRI finding proved to be the occult primary tumor. Of these, 58%
(15 of 26) were candidates for breast conservation. MR did not identify the primary tumor in 25 women; 12 underwent mastectomy. Cancer was found
in 33‘}'.’: (4 of 12) uf these. Thirteen patients were treated with primary breast irradiation; three were lost to fﬂllnw-up ong develuped dista nt disease,

uf 9 patients wﬂh regional adenopathy and 2of 5 pahe nts with distant d|seaae (overall 50%:; 7 of 1-'-1 MRI |dent|f ed the primary tumaor in women with

both mammographically dense (19 of 44; 43%) and less dense (10 of 20; 50%) breasts.

CONCLUSIONS: Breast MR detects mammographically occult cancer in half of women with axillary metastases, regardless of breast density. MRI is
a powerful tool for stage Il and stage |V patients with occult primary breast cancer.

PMID: 16244303 [PubMed - indexed for MEDLINE]

MeSH Terms



Izole Aksiller Metastazi Tedavi

EBreast Cancer Res Treat 2010 Jan;119{1):1-11.

Axillary nodal metastases from carcinoma of unknown primary (CUPAX): a systematic review of
published evidence.

Pentheroudakis G, Lazaridis G, Pavlidis N.

EVRE 11/11l MEME KANSERI GIBI TEDAVI

EDILMELIDIR

irradiation (26%) or observation (15%). Observation was associated with high locoregional relapse rates (42%) and risk of metastatic spread.
Mastectomy or radiotherapy provided locoregional disease control in 75-85% of cases, while adjuvant systemic therapy was associated with a

nonsignificant trend for improved survival in few series. Five-year survival ranged from 59 .4 to 88% at a median follow-up of 62 months (mean 5-year
survival 72%), with axillary tumour burden being the pivotal prognostic factor. [CUPAx is associated with similar presentation, biology and outcome to

A Udllz N o dl [did=l ¥ ANl TN TITL e UlaazLld U= daleLLIUTTTY Jaal

resected node-positive overt breast cancer and should be treated accordingly.




Olgu IlI; Batin ici yaygin asit kadin hasta

45y, kadin

Ozgecmisinde ozelik yok

Anne meme ca

Batin capinda artma, dispeptik yakinmalari

Biyokimya; N Hemogram; Anemi

FM; Yaygin asit




Olgu lll; Batin i¢i yaygin asit kadin hasta

» Thoraks /batin BT;
Sag plevral eflizyon, batin ici yaygin
peritoneal implantlar, tim batin yaygin

masif asit

» Laparaskopik bx; Seroz papiler adenoca
CK -7+,CK-20 -,MUC-5+




Papiler seroz adenokarsinom; asiti olan kadin
hasta

* Evre lll Over ca benzer prognoz ve tedaviye yanit
ozelikleri

* Debulking cerrahi sonrasi kemoterapi

* Bulky hastaligi olanda neoadjuvan sonrasi cerrahi

Hainsworth JD, Fizazi K.Treatment for patients with unknown primary cancer and favorable prognostic factors. Semin Oncol. 2009 ;36:44-51.
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Tumour Biol. 1992;13(1-2):18-26.
Use of serum tumor markers in the differential diagnosis between ovarian and colorectal
adenocarcinomas.

Yedema CA Kenemans P, Wobbes T, Thomas CM, Bon GG, Mulder €, Voorhorst FJ, Verstraeten AA, van Kamp GJ, Hilgers J.
Department of Obstetrics and Gynecolegy, Clinical Chemistry, Amsterdam, The Metherdands.

Abstract
In the search for a method to facilitate the preoperative discrimination of ovarian carcinomas from colorectal carcinomas serum levels of 6 tumor
markers were measured in 47 patients presenting with ovarian cancer and compared to levels found in 24 female patients with advanced, untreated
colorectal cancer. The markers studied were CA 125, CA 15.3, CA19.9, CEA and two recently developed mucin markers, CA M29 and CA M26.
Levels of CA 125, CA 15.3, CEA and CA M29 showed significant differences between both groups. In predicting ovarian cancer, sensitivity was
highest for CA 125 at 94% (35 U/ml cutoff level). However, the specificity of CA 125 was at 71% low. Specificity increased significantly by using a
combination of a CA 125-positive score (greater than 35 U/ml) and a simultaneous negative CEA score (less than or equal to 5 ng/ml) (specificity
100%, sensitivity 81%). 4 CA 125/CEA serum ratio gaater tha regulted in the highest discriminative power with a specificity of 100% and a
sensitivity of 91% resulting in an overall test accurad oncluded that the serum tumor markers used, especially a combination of CA 125
and CEA, are helpful in the preoperative differential 0t uirs

PMID: 1539694 [PubMed - indexed for MEDLINE]
Publication Types, MeSH Terms, Substances
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Servikal lenf nodu metastazi(SCC)

PRESENTATION WORKUP
» Chest imaging
+« CT with contrast or MRI with

gadolinium (skull base through Primary
thoracic inlet) found
Squamous cell « PET/CT scan as indicated
carcinoma, (before exam under anesthesia)

adenocarcinoma,

and anaplastic

» HPV, Epstein-Barr virus (EBV)
testing suggested for squamous

Primary

H&P and epithelial tumors? cell or undifferentiated histology®
. . . not
Complete head » Thyroglobulin and calcitonin foundd
and neck exam staining for adenocarcinoma and
with attention anaplastic undifferentiated
to skin; tumors
palpation of the See NCCN Guidelines for
Lymphoma >
base of tongue ymp Non-Hodgkin’s Lymphomas
and .
Neck ropharynx; Flne_.- ne.:edle
— | . — | aspiration
mass irror and ENA)2
beroptic ( )
examination as . See NCCN Guidelines for
- Th d >
indicated to yrol Thyroid Carcinoma
visualize
nasopharynx,
oropharynx,
hypopharynyx, .
and larynx Systemic work-up per

Melanoma ——— | NCCN Guidelines for Melanoma
+ 5kin exam, note regressing lesions



Servikal lenf nodu metastazi

ince igne bx %95 tani koyar

Flexible nasofarenkgoskopi ile direk bx
BT %22 tani koyar

MR %36

PET-CT %28-57

Level Il, Jugulodigastrik ve list servikal bolgeye en sik metastaz goriillir

Pavlidis N, Pentheroudakis G. Cancer of unknown primary site. Lancet. 2012;1428-35.
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Figure 2
Level designation for cervical lymphatics in the right neck

Figure 1
Anatomic sites and subsites of the head and neck

Masal antrum

3:“ cavily MNasopharynx
Buccal mucosa Pharynx
Alveolar ridge and
retromolar trigone
Floor of mouth
ga;d palats
ral tongue arynx
{anterigr ga?e ﬂflatﬂ-ngua
two thirds ofl palate
: g Tonsillar pilar
] and fossa
— H
Larynx I/
Supraglottis d
False cords
Arytenoids
Epiglottis
Arytencepiglottic fold
Glottis
Subglottis
Esophagus

Raprinted with parmission, fram CMP Haalthcara Media. Sourca: Cancer Managamant: A
Mutidisciplinary Appraach, Sth ed. Pazdur R, Coia L, Hosking W, at al (eds), Chaptar 4.
Copyright 2005, All rights reserved.

Raprinted with parmissian, fram CMP Healthcare Media. Source: Cancer Management: A
Multidisciplinary Approach, 8th ed. Pazdur R, Cola L, Hosking W, et al (edg), Chapter 4.
Caopyright 2005, All rights rasarved.



PBM; Servikal lenf nodu metastazi (SCC)

O Tim bas-boyun kanserlerin %5
3 ipsilateral tonsilektomi ile odak %10-15 bulunur

PET/CT primer odagin bulunmasinda yardimci olabilir
Boyun diseksiyonu + RT+/- KRT(kategori 2A)
’KRT(kategori 2B)

3Yalnizca RT(kategori 3)

3 “indiiksiyon CT sonrasi KRT(kategori 3)




Olgu IV; Multiple mediastinal metastaz erkek hasta

142 vy, Erkek

dSol supraklaviculer elle gelen 3x4 cm LAM

d0zgecmisinde dzelik yok

JSoygecmisinde 6zelik yok

115 paket/ yil sigara




Supraklaviculer ve mediastinal metastaz erkek hasta

* Toraks/batin BT;
Supraklavikuler ve mediyastinal yaygin LAM

* Sol servikal iBx; Az differansiye adeno ca

* aFP; 1000, BHCG;1, LDH;100




Supraklaviculer ve mediastinal metastaz erkek hasta

National
Comprehensivek - NCCN Guidelines Version 2.2016 NCCN Guidelines Index
IO Cancer . Occult Primary TOC
Network? Occult Primary Discussion
CLINICAL MANAGEMENT BASED ON
PRESENTATION WORKUP FINDINGS
. Treat per NCCN Guidelines for
Head and neck " Head and Neck Cancers
. . . . Treat per NCCN Guidelines for Head and
Supraclavicular (unilateral or bilateral) ™ Neck Cancers/Occult Prima
Localized Women:
adenocarcinoma » Treat per NCCN Guidelines for Breast Cancer
or Axilla » |Men: )
carcinoma ry + Axillary node dissection, consider RT! if
not otherwise clinically indicated chemutherapy"
specified? (category 2B)

<40y

determine if further 40-<50y

analysis would be

Consider additional
consultation with

Mediastinum pathologist to
helpful.

250 y

Treat as poor-risk germ cell tumor per NCCN
Guidelines for Testicular Cancer or germ cell
tumor per NCCN Guidelines for Ovarian Cancer

Treat as poor-risk germ cell tumor per NCCN
Guidelines for Testicular Cancer or germ cell
tumor per NCCN Guidelines for Ovarian Cancer
or treat per NCCN Guidelines for Non-Small Cell

Lung Cancer
Treat per NCCN Guidelines for Non-Small Cell

2Fpr many patients the apparent uncertainties surrounding the diagnosis of an unknown primary cancer may result in significant psychosocial distress and increased
difficulty in accepting treatment options. Empathetic discussion about the natural history of these types of cancer and their prognosis, and the provision of support
and counseling both by the primary oncology team and specialized services may help to alleviate this distress. See NCCN Guidelines for Distress Management.




Orta hat kotu diferansiyeli
karsinom/adenokarsinom

J Tumor lokalizasyonu genelde mediasten ya da retroperiton
Multiple akciger, lenf nodu metastazi

1 50 yas<, Erkek cinsiyet
J Artmis serum aFP ve BHCG seviyesi

3 izokromozom 12p varlig

Ekstragonodal germ hiicreli tiimorii diisiindiirmeli
Bu hastalar kotii prognozlu germ hiicreli tiimor gibi tedavi edilmelidir




Orta hat kotii diferansiyeli karsinom/adenokarsinom

RISK CLASSIFICATION FOR ADVANCED DISEASE

(post-orchiectomy)

Risk Status Nonseminoma Seminoma
Good Risk Testicular or retroperitoneal primary tumor Any primary site
and and

No nonpulmonary visceral metastases
and

No nonpulmonary visceral metastases
and

Post-orchiectomy markers- all of: Noermal AFP
AFP < 1,000 ng/mL Any hCG
hCG < 5,000 iu/L Any LDH
LDH < 1.5 x upper limit of normal

Intermediate Risk Testicular or retroperitoneal primary tumor Any primary site
and and

No nonpulmonary visceral metastases
and

Post-orchiectomy markers- any of:
AFP 1,000-10,000 ng/mL

hCG 5,000-50,000 iu/L

LDH 1.5-10 x upper limit of normal

Nonpulmonary visceral metastases
and

Normal AFP

Any hCG

Any LDH

Poor Risk

Mediastinal prim@

Nonpulmonary visceral metastases
or

Post-orchiectomy markers- any of:
AFP > 10,000 ng/mL

hCG > 50,000 iu/L

LDH > 10 x upper limit of normal

No patients classified as poor
prognosis

Source: Figure 4 from the International Germ Cell Cancer Collaborative Group: International Germ Cell Consensus Classification:
A Prognostic Factor-Based Staging Systemn for Metastatic Germ Cell Cancers. J Clin Oncol 1987;15(2):584-603. Reprinted with




Izole ingunal lenf nodu SCC metastazi

 Tumor genellikle anorektal veya genital bolgede
lokalizedir

* Primer odak bulunmadigi zaman
Inguinal lenf nodu diseksiyonu + RT tedavi
secenegi olarak dustndulebilinir

llave kemoterapi ?




Izole ingunal lenf nodu SCC metastazi

CLINICAL
PRESENTATION

Head and
neck nodes

Supraclavicular
nodes

Axillary

L4

nodes

Squamous cell
carcinoma?

Inguinal

nodes

L 4

L

ADDITIONAL WORKUP*®

Head and neck workup
See NCCN Head and Neck Guidelines

* Head and neck workup
See NCCN Head and Neck Guidelines
» Chest/upper abdominal CT

ChestCT

¥

+» Abdominallpelvic CT
s Careful perineal and lower extremity exam
including:
» Penis
» Scrotum
» Gynecologic areas
» Anus
* Gynecologic oncologist consult
* Anal endoscopy
» Cystoscopy, if clinically indicated

See Management

S

Based on Workup
Findings (OCC-12)

* Bone scan (if PET/CT scan not previously
done)

» Radiographic studies for painful lesions
and/or bone scan—positive lesions and/or

weight-bearing areas

4For many patients the apparent uncertainties surrounding the diagnosis of an unknown primary cancer may result in significant psychosocial distress and increased
difficulty in accepting treatment options. Empathetic discussion about the natural history of these types of cancer and their prognosis, and the provision of support and

counseling both by the primary oncology team and specialized services may help to alleviate this distress. See NCCN Distress Management Guidelines.
#Symptom directed endoscopy based on clinical findings and immunchistochemical markers can be considered for individual patients.



Kemik metastazi, yuksek serum PSA veya dokuda
PSA +,Erkek cinsiyet

 Metastatik prostat ca gibi tedavi edilir

e Tedavide antihormonal tedavi,
bisfosfanatlar,
kemoterapi,

ve endikasiyon olanlarda palyatife RT




Kotl diferansiye neroendokrine timor

 Agresif seyirlidir

d Genellikle multiple karaciger ve kemik metastazi ile
preente olur

A Platin bazli KT iyi yanit verir




|
Az diferansiye
karsinom

Adenokarsinom

Skuamoz karsinom

Noroendokrin
karsinom

Geng erkek,
Mediastinal
Retroperitoneal
lenf nodu
Akciger met

Aksiller LAP-kadin

Peritoneal
karsinomatoza-kadin

Blastik kemik met
PSA yiksekligi-erkek

Tek metastaz
Servikal LAP

inguinal LAP

lyi diferansiye
Az diferansiye

B-HCG

AFP
Kromozom 12
FISH

Meme MR
ER-PR HER-2

Ca-125

PET-CT

KBB muayenesi
Nazofarenks
Biyopsi
Endoskopi
Pet-CT

e ]
Extragonadal germ
hicreli timor gibi
tedavi

Evre Il meme gibi
Evre Il over gibi tedavi

Metastatik prostat gibi
tedavi

Lokal tedavi

Lokal ileri bas boyun
gibi

Inguinal lenf nodu
diseksiyonuRT = KT

Karsinoid veya adacik
Kiglk Hicreli gibi



KOTU PROGNOSTIK GRUPLAR

Multiple KC metastazi

Multiple Kemik metastazlari
Non-papiller malign asit

Multiple akciger/plevral metastaziar

Perikard metastazi




Tedavinin Amaci Ne Olmali?

— Which 1° endpoint should be used in a phase I

$ RCT?

There are only two goals of any new treatment:
To allow the patient to live longer
and/or

To allow the patient to live better

Hence, there are only two important endpoints of a phase
i triail:

1. Overall Survival

2. Quality of Survival




Kotu prognostik grupta tedavi

Minnie Pearl Research Network Studies
First 6 Phase 2 Sequential Studies (N=451)
and 1 Phase 3 Study (N=198)

e Paclitaxel, carboplatin, etoposide (N=71)
e Docetaxel, cisplatin (N=26)
e Docetaxel, carboplatin (N=47)

Paclitaxel, carboplatin, gemcitabine (N=120)

Paclitaxel, carboplatin, etoposide followed by
gemcitabine, irinotecan (N=132)

e Paclitaxel, carboplatin, bevacizumab, erlotinib (N=55)

e Paclitaxel, carboplatin, etoposide vs gemcitabine,
irinotecan both followed by gefitinib (N=198)

Greco FA, Hainsworth JD. Cancer of unknown primary site. In: DeVita VT Jr, Lawrence TS, Rosenberg SA, eds.
Cancer: Principles and Practice of Oncology. 8th ed. Philadelphia: Lippincott; 2008:2363-2387.

Burris HA Ill, Spigel DR, Thompson DM. Paclitaxel/carboplatin plus bevacizumab/erlotinib as first-line
treatment for patients with carcinoma of unknown primary site. Program and abstracts of the American
Society of Clinical Oncology 2008 Annual Meeting; May 30-June 3, 2008; Chicago, lllinois [Poster #4607].
Hainsworth JD, Lane C, Spigel D, et al. Randomized phase Ill comparison of paclitaxel/carboplatin/etoposide
vs gemcitabine/irinotecan, both followed by gefitinib, in patients with carcinoma of unknown primary site.
Program and abstracts of the American Society of Clinical Oncology 2009 Annual Meeting; May 29-June 2,
2009; Orlando, Florida [Poster #4631].




National

Comprehensive NCCN Guidelines™ Version 1.2012 NCCHN Guidelines Index

IN[O®NN Cancer . Occult Primary TOC
Network® Occult Primary Discussion
PRINCIPLES OF CHEMOTHERAPY
» Consider chemotherapy in symptomatic patients PS 1-2 or asymptomatic patients (PS 0) with an aggressive cancer.
» Base the chemotherapy regimen (list below and others) to be used on the histologic type of cancer.
SELECTED CHEMOTHERAPY REGIMENS FOR OCCULT PRIMARIES
Adenocarcinoma Squamous Cell Carcinoma Meuroendocrine Tumors
Paclitaxel! 200 mg/m2/3hIVd1 Paclitaxel® 175mg/m2/3hIVd1 For poorly differentiated (high grade or
Carboplatin! AUC =6 d 1, repeat cycle Cisplatin® 100 mg/m2 Ivd 2 anaplastic) or small cell subtype other
every 3 wks 5.FUS 500 mg/m2/d continuous than lung neurcendocrine tumors, see

NCCN Small Cell Lung Cancer Guidelines

Paclitaxel2 200 mg/m21 h IVd 1 infusion over 120 h, repeat

cycle every 3 wks For moderate and well-differentiated
Carboplatin2 AUC =6 7 2 neuroendocrine tumors, see NCCN
Etoposide2 50 mg/d PO alternating with Docetaxel” 75mg/im® IVd1 Neuroendocrine Tumors Guidelines-
100 mg/d PO d 110, repeat CisplatinT 75mgim2 Ivd1 Carcinoid Tumors
cycle every 3 wks 5-FU7 750 mg/m¥d continuous
infusion d 1-5, repeat cycle
Docetaxel* 65mg/m2 Vd1 every 3 wks
Carboplatin3 AUC =6 d 1, repeat cycle
every 3 wks

ECOG PERFORMANCE STATUS (PS)

Gemcitabine* 1250 mg/m? IVd 1 and 8

Cisplatin® 100 mg/m? IV d 1, repeat S
cycle every 3 wks 0 Fully active, able to carry on all pre-disease performance without restriction
1 Restricted in physically strenuous activity but ambulatory and able to carry
Gemcitabine® 1000 mg/m? IVd 1 and 8 out work of a light or sedentary nature, eg, light house work, office work
Docetaxel® 75 mg/m2 IV d 8, repeat 2 Ambulatory and capable of all selfcare but unable to carry out any work
cycle every 3 wks activities. Up and about more than 50% of waking hours
3 Capable of only limited selfcare, confined to bed or chair more than 50% of waking hrs
4  Completely disabled. Cannot carry on any selfcare. Totally confined to bed or chair

See references on OCC-B 2 of 2

Oken MM, Creech RH, Tormey DC, Horton .J, Davis TE, McFadden ET, Carbone PP. Toxicity and
response criteria of The Eastern Cooperative Oncology Group. Am J Clin Oncol 1982: 5;649-655.



Kotlu prognostik grupta tedavi

Long-term Survival of 396 Patients in
First 5 Sequential MPCRN Phase 2 Trials

Median survival: 9.1 months
(95% Cl: 8.3-10.0)
Survival: 1 year= 38%
2 years = 19%
3 years = 12%
5 years = 10%
8 years = 8%
10 years = 8%

Survival

N=396

T

T T T T 7
60 72 84 96 108 120

Greco FA, Hainsworth JD. Cancer of unknown primary site. In: DeVita VT Jr, Lawrence TS, Rosenberg SA, eds.
Cancer: Principles and Practice of Oncology. 8th ed. Philadelphia: Lippincott; 2008:2363-2387.




Pasifik Porsuk Agaci

Taxaceae familyasindan, Taxus cinsinden

Tiirkiyede; Kuzey Anadolu, Toroslar bolgesinde

genelde yetisir

Uzun 6miirlii, 2000-3000 yilik olanlar vardir

Yapraklari oldukga zehirlidir.

Kizil deriler zehirli ok uglari bu agagtan elde etmisler

NCI ilk galismalarinda; bir gram taksol elde etmek

icin, yiiz kadar prosuk agaci gerekmistir.
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Paclitaxel/carboplatin/etoposide versus gemcitabine/irinotecan in the first-line treatment of patients
with carcinoma of unknown primary site: a randomized, phase Ill Sarah Cannon Oncology Research
Consortium Trial.

Hainsworth JD, Spigel DR, Clark BL, Shipley D, Thompson DS, Farey C, Wesi-Osterfield K, Lane CM, Cescon T, Bury MJ, Greco FA.

Sarah Cannon Research Institute, Mashville, TH, USA. jhainsworthi@tnonc.com

Abstract
PURPOSE: To compare the results of empiric first-line therapy with paclitaxel/carboplatin/etoposide (PCE) versus gemcitabinefirinotecan, both
followed by single-agent gefitinib, in patients with carcinoma of unknown primary site.

PATIENTS AND METHODS: Patients with previously untreated carcinoma of unknown primary site were randomized to receive either PCE or
gemcitabinefirinotecan. Responding and stable patients continued treatment for 4 to 6 cycles. Patients with no evidence of tumor progression at that
time received single-agent gefitinib until tumor progression. The trial was designed to detect an improvement in the 2-year survival rate from 20% to
30%.

RESULTS: Between September 2003 and July 2008, 198 patients entered this multicenter, community-based trial. Because of slow accrual, the trial
was stopped short of its target accrual of 320 patients. Clinical characteristics were comparable for patients receiving PCE (N = 93) and
gemcitabinefirinotecan (N = 105). PCE and gemcitabine/irinotecan produced similar 2-year survival (15% vs. 18%), median survival (7.4 months vs.
8.5 months), median progression-free survival (3.3 months vs. 5.3 months), and response rate (18% vs. 16%). Grade 3/4 neutropenia,
thrombocytopenia, anemia, febrile neutropenia, and red blood cells transfusions were more common with PCE; diarrhea was more common with
gemcitabinefirinotecan. The median duration of gefitinib maintenance was 3 menths, suggesting no role as a maintenance therapy in this setting.

DISCUSSION: The PCE and gemcitabinefirinotecan regimens have comparable efficacy in the first-line treatment of patients with carcinoma of
unknown primary site. Gemcitabinefirinotecan is the preferable regimen, due to its favorable toxicity profile. However, the moderate efficacy of both
regimens underscores the need for novel treatment approaches in this patient population.



Phase 3 PCE vs Gemcitabine/lrinotecan
Comparison of Overall Survival

e Paclitaxel/carboplatin/etoposide vs
gemcitabine/irinotecan
(both followed by gefitinib):

— Overall survival 7.4 months for PCE, vs
— QOverall survival 8.6 months for GI

— P=.34

Hainsworth JD, Lane C, Spigel D, et al. Randomized phase Ill comparison of paclitaxel/carboplatin/etoposide
vs gemcitabine/irinotecan, both followed by gefitinib, in patients with carcinoma of unknown primary site.
Program and abstracts of the American Society of Clinical Oncology 2009 Annual Meeting; May 29-June 2,
2009; Orlando, Florida [Poster #4607].
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Phase II Trial of Bevacizumab and Erlotinib in
Carcinomas of Unknown Primary Site: The
Minnie Pearl Cancer Research Network

John D. Hainsworth, David R. Spigel, Cindy Farley, Dana $. Thompson,
Dianna L. Shipley and F. Anthony Greco

Author Affiliations

Address reprint requests to John D. Hainsworth, MD, Sarah Cannon Research
Institute, 250 25th Ave North, Suite 220, Nashville, TN 37203; e-mail:
jhainsworth{@inonc.com

Abstract

Purpose Treatment remains poor for many patients with carcinoma of unknown
primary site (CUP), and no effective second-line treatment has been identified.
Combination inhibition of vascular endothelial growth factor (VEGF) and the epidermal
growth factor receptor (EGFR) with bevacizumab and erlotinib has proved efficacious
and well tolerated in other solid tumors. We therefore have evaluated the efficacy and
toxicity of this combination in patients with CUP.

Patients and Methods Patients with CUP who either had received previous
chemotherapy or were previously untreated with poor-prognosis clinical features were
eligible for this study. All patients received bevacizumab 10 mg/kg IV every 2 weeks,

along with erlotinib 150 mg orally daily. Patients were re-evaluated after 8 weeks of
treatment; those with objective response or stable disease continued treatment until
disease progression.

Results Forty-seven (92%) of 51 patients received at least § weeks of treatment. Five

tients (10%) had partial responses, and 29 patients (61%) had stable disease as
te best response.The median survival for the entire group was 7.4 months,_with 33%

of patients alive at 1 year. This regimen was well tolerated by most patients.
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Hainsworth JD. Oncologist. 14. 2009
(dortll kombinasyon)

Faz |l calisma, ilk basamak tedavi

60 hasta

Dort kur paklitaksel, karboplatin,
bevacizumab ve erlotinib (4’|
Kombinasyon)

Daha sonra progresyon gorulene kadar
pbevacizumab+erlotinibe devam




Hainsworth JD. Oncologist. 14. 2009

Dért siklus tedaviyi %82 hasta tamamladi
Hastalarin %73 idame tedavisi ald..

%93 cevap.

Median PFS 8 ay

Median OS 12.6 ay

ki yillik OS %27
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1980-1990

Definition of unknown
primary cancer based
on imaging
Emerging immunochisto- 19950-2000
chemical classifications
Few empirical therapies Improved imaging
Larger validated immunohisto-
chemical panel
Era of empirical therapies

Sophisticated imaging and
immunchistochemical
testing

Tissue-of-crigin melecular-
profiling assays

Evolving tailored-therapy

models

Redefined classifica-
tion of unknown
primary cancer

Tissue-of-origin—
defined unknown
primary cancer

Unclassifiable
unknown primary
cancer

Individualized therapy
based on a puta-
tive primary
cancer

.../ | | | |
1980 1990 2000 2010 Present

Figure 1. Classification of Unknown Primary Cancer through the Decades.

Over the years, we have seen an improverment in diagnostic metheds, including imaging, pathological testing, and
molecular markers. These advances have helped define the current taxonomy of unknown primary cancer.




Molecular Diagnostics for Cancer

of Uncertain Origin

Overview of Commercial Tests*

bioTheranostics:

THEROS

Test Providers CancerTYPE Id®

Rosetta
Genomics:
miRview mets*

Pathwork
Diagnostics: Tissue
of Origin Testf

Number of 39 Types? and

Cancer Types 64 Subtypes 25 types B
Re:Sir:lepr:fent FEPE FFPE FFPE avalable®”
T 5,
Sensitivity Overall = 86% 90% 88%
Specificity >99%3b 99% >99%¢
Regulatory CLIA CLIA FDA on frozen sample

Aspect/Clearance

CLIA for FFPE

aMa, et al. Arch Pathol Lab Med. 2006. *bioTheranostics Website. CRosetta Genomics Website.
dRosenfeld, et al. Nat Biotechnol. 2008. €Monzon, et al. J Clin Oncol. 2009. fPathwork Diagnostics Website.
*Available in the United States. **Accuracy not reported.




PBM Tedavi Algoritmasi(ESMO)

Table 3. Therapy for patients with favourable-risk cancers of unknown primary site (CUPs)

CUP subtype

Proposed treatment

Paotential equivalent tumour

Poorly differentiated neuroendocrine carcinomas

of an unknown primary

Well-differentiated neuroendocrine tumour of

unknown primary

Peritoneal adenocarcinomatosis of a serous

papillary histological type in females
Isolated axillary nodal metastases in females

Squamous cell carcinoma involving non-
supraclavicular cervical lymph nodes

CUP with a colorectal IHC (CK20+ CDX2+
CK7=) or molecular profile

Single metastatic deposit from unknown primary

Men with blastic bone metastases or IHC/serum

PSA expression

Platinum + etoposide combination chemotherapy

Somatostatin analogues, streptozocin+5-FU,

sunitinib, everolimus

Optimal surgical debulking followed by platinum-
taxane-based chemotherapy

Axillary nodal dissection, mastectomy or breast

irradiation and adjuvant chemohormonotherapy

Neck dissection and/or irradiation of bilateral neck
and head-neck axis. For advanced stages
induction chemotherapy with platinum-based
combination or chemoradiation

Systemic treatment used for colorectal cancer

Resection and/or RT + systemic therapy
Androgen deprivation therapy £ RT

Poorly differentiated neurcendocrine
carcinomas with a known primary

Well-differentiated neurnendocrine tumour

of a known primary site

(Ovarian cancer
Breast cancer (found in 50%-70% when

breast MRI is performed)

Head and neck squamous cell cancer

Metastatic colorectal cancer

Single metastasis

Prostate cancer

5-FU, 5-fluorouracil; MRI, magnetic resonance imaging; [HC, immunohistochemistry; PSA, prostate-specific antigen; RT, radiotherapy; CK, cytokeratin.




oritmasi

Carcinoma of
n Primary (CUP)

{ )

Strong suspicion (IHC, mol. test) Exclude a non-CUP neoplasm:
0! a primary cancer witn —> * Non-epithelial cancer

potential specific treaiment: p
-Bonemeiestases < €— Extragonadal germ-cell lumour

from prostale cancer
* Breast, Ovary, Renal,
Colorectal, Lung

v

Consider sile

specific treatment?

Recogrise a specific subset of CUP:
ivi * Women with peritoneal papilla

%20 IYI Serous carcinoma ’
» Women with adenocarcinoma
involving axillary lymph nodes

* Squamous carcinoma invoving
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Figure 2. Clinical management of patients presenting with CUPs. [HC,
immunohistochemistry; PS, performance status; LDH, lactate dehydrogen-
ase; OS, overall survival.



Primeri bilinmeyen kanserlerde asagidaki
histolojilerden hangisi en sik gorular?

A. Neroendocrine ca

B. Kotl diferansiye karsinom
C. Skuamoz ca

D. Adeno ca




1I.SORU

40 vy, kadin, premenopozal, sigara icmemis. USG’de incidental
olarak karacigerde 3 cm lezyon saptanmis. Biyopsi; adeno ca
ile uyumlu gelmis. IHC; CK7 -, CA19.9 -, CK20+, CDX2 +, TTF-1 -
, ER -, HER2-, CT ve PET-CT karaciger disinda ek patoloji
saptanmamis. Bundan sonraki asamada hangi test yapiimali?

Pankreas protokoltiinde CT
Meme MR
Bronkoskopi

. Kolonoskopi




I1l. SORU

38 yasinda premenopozal kadin hasta, sigara icmemis, sol
aksilada ele gelen kitle ile basvuruyor. Thoraks-Batin BT,
sadece sol aksilada 2.5 cm kitle var. Bx; adeno ca, CK 20-,
TTF-1-, ER -, HER2-, CK-7+, mammaglobulin+, GCDFP-15+.

Asagidaki testlerden hangisi taniicin yardimci olur?

Bronkoskopi
Memeden multiple biyopsi
Meme MR

. Yukaridakilerin hepsi




V. SORU

45y, erkek, 25 yil sigara icmis, sag servikal kitle ile
basvurmus. Tomografide sadece sag servikal 2 cm kitle
saptanmis. BX; skuamoz hiicre ca, asagidaki testlerin
hangisi primer odagi bulmada yardimci olur?

. Ust 6zofagus endoskopi

. Pharenks ve larenks endoskopik degerlendirme
. PET-CT

. Hepsi




35y, erkek, 3 aydir fark etigi giderek buyuyen 3cm
inguinal kitle ile basvurmus. Genital muayene, rektal
tuse, kolonoskopi normal. Bx; skuamoz hucreli ca, BT
baska bolgede ek patoloji saptanmamis. Asagidaki
yaklasimlarin hangisi normaldir?

Palyatif kemoterapi
Definitip Radioyoterapi
Takip edelim

. Cerrahi, radyasyon onkoloji, medikal onkoloji
konsultasyonu
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