EIKONIKO2 A2OENH2 I

KAPKINO2 OPXECQ2
Xpnotoc KaAaiting, BaoiAnc Twptlnc



AHAQZH 2YMPEPONTQN

Xpnotocg KaAait{ng: Novartis
BaoiAng Tlwpting: GSK, Merck



Avdpac 27 eTwv, epypavilel didykwon kai Rmio aAyoc AE.
Opxewc Tov TeAeuTaio pnRva.



Aldyvwon

IoTopiko: EAcUOepo
Kanviotng, Koivwvikoc néTng, avimavrpog.

YnAdynon: A. opxic peyéBouc ~ 5 ek. Ama emwduvoc.

Ap. 0pXIC aTpoWikog ~ 1.2 ek. paAakog, avwduvog



TToia andé Ta mapakarw Oa kavare ?

MRI ooxéou

U/S ooxéou

LDH, a-fp, bHCG

Bioyia d1a peAdvne palac Ae. 6pXewc

Ac. PouPwviKA 0pXEKTOURA

Bioyia Ap. 6pxewc

2 eppodidaypappa (+/- katayuln oEpUATOC) TTPO XEIPOUPYEIOU

2 eppodidypappa (+/-) katdyuln oméppaToc HETA TO XEIPOUPYEIO

No oA wNN R
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TToia andé Ta mapakarw Oa kavare ?

MRI ooxéou

LDH, a-fp, bHCG

Bioyia d1a peAdvnc palac Ae. 6pxewc

Ae. PouPwvVIKA 0pXEKTOURA

Bioyia Ap. 6pxewc

> eppodidypappa (+/- katayuln oEpUATOC) PO XEIPOUPYEIOU

2 eppodidypappa (+/-) katdyuln omépUAToC HETA TO XEIPOUPYEIO



US

ONG LT TESTICLE MDD

Ae: pala oupnayic avopoloyevAG.

Ap: atpoyia pe HIKpoAIOiaon



(B-hCG) XopLakn yovadotporivn

AvKoTtpwWTElVN e popLako Bapoc 38.000

2UYKUTIOTPOPOPAXCTLKA KUTTAPO TOU
nAakouvta ot KUNoN

(T2) 24 wpec, mapapovn vPnAwyv eMMEOWV TNC
ETITA NUEPEC LLETA TNV OPXEKTOMN UTTOONAWVEL
LLETOLOTOTLKN VOOO

ALLLYEC XOpLOKOPKIVW AL 100%
EuBpuiko kapkivwpa 40-60%
ALLLYEC OEULVWHLOL 5-10%



(AFP) AApoa-epBpuikn peTompwIeivn

FAUKOTIPWTELVN pE popLako Bapoc 70.000

AEKLOLKO aLOKO, TO NTAP KOl TO YOLOTPEVTEPLKO
ocvoTnua Tou euBpuou

(T%) 5 nuépec, mapapovr) uhnAwv eNUTESwWV
4 eBSoUAOEC LETA TNV OPYXEKTOMN UTIOONAWVEL
LLETOLOTATLKN) VOOO

H AFP 6&gv auéavetal OTE O€ QULYEC CEUIVW AL
N O€ XOPLOKOPKIVWULAL.



(LDH) lNothaktikn debdpoyevaon

e Kuttaptko eviupo 134.000
 Mn €161KOC¢ OELKTNC

e Auéavetal og kaBe TUMO OpYLKOU OYKOU
Qo YEVVNTIKA KUTTOpO

e XpNOLUOTIOLELTOL KUPLWC WC LETPO TOU
KA PKWIKOU dpopTiou



Kapkivikot deiktec: Wevdn avénon

Cause of False-Positive
Marker Result Pathophysiology and Management
AFP Benign liver disease Hepatitis, hepatic toxicity from chemotherapy, and certain other benign liver disorders may elevate serum AFP.

Constitutively elevated AFP Some individuals have serum AFP levels that are chronically mildly elevated in the range of 15-30 ng/mL.
Elevated AFP levels due to cancer will generally show a consistent pattern of increasing in value.

Tumor lysis Serum tumor marker levels may rise during the first week of chemotherapy because of tumor lysis. If tumor
marker levels rise between day 1 of cycle 1 and day 1 of cycle 2, tumor marker level assays should be
repeated midway through cycle 2 to determine whether levels have begun to decline.

Hepatocellular carcinoma Germ cell tumors are not the only cancers that produce AFP. Elevated serum AFP is thus not diagnostic for

and other cancers germ cell tumor in patients with poorly differentiated cancers.
hCG Pituitary hCG/hypogonadism Unilateral orchiectomy and chemotherapy can cause low testosterone levels, which in turn can lead to
increased production of LH and hCG by the pituitary gland. LH can cross-react with some assays for hCG.
Administration of supplemental testosterone reduces the release of gonadotropin-releasing hormone and
consequently suppresses pituitary production of LH and hCG.

Tumor lysis Serum tumor marker levels may rise during the first week of chemotherapy because of tumor lysis. If tumor
marker levels rise between day 1 of cycle 1 and day 1 of cycle 2, tumor marker level assays should be
repeated midway through cycle 2 to determine whether levels have begun to decline.

Other cancers Other cancers can produce moderately elevated levels of hCG, so elevations of hCG are not diagnostic of a
germ cell tumor in patients with poorly differentiated cancers.

Heterophilic antibodies Heterophilic antibodies have been reported to result in false-positive hCG results in women.

LDH Almost anything that resuits Strenuous exercise, liver disease, myocardial infarction, kidney disease, hemolysis, pneumonia, and countless

in cellular lysis or injury.

other things can results in elevations of LDH. The only proven utility of LDH is for prognosis of chemothera-
py-naive patients with histopathologically diagnosed metastatic germ cell tumors.




Kopkivikol SELKTEC: TTOTE

1. Screening
2. Diagnosis

Asymptomatic adults Recommendation 1. The Panel recommends against use of STMs or any other blood tests to screen for GCTs.

A. To determine Recommendation 2A. The Panel recommends drawing blood to measure serum AFP and hCG before
need for orchiectomy for all patients suspected of having a testicular GCT to help establish the diagnosis and
orchiectomy interpret postorchiectomy levels. However, the Panel recommends against use of STM assay results to

quide decision making on need for an orchiectomy. Concentrations in the normal range do not rule out
testicular neoplasm or the need for diagnostic orchiectomy.

B. To evaluate CUP  Recommendation 2B. The Panel recommends against using serum AFP and hCG assay results to guide
possibly derived treatment of patients with CUP and indeterminate histology, because evidence is lacking to support this

from GCT use. Consider treatment with a chemotherapy regimen for disseminated GCT in patients presenting with
undifferentiated midiine carcinoma even if serum hCG and AFP concentrations are within normal ranges.
C. To evaluate Recommendation 2C. In rare male patients presenting with testicular, retroperitoneal, or anterior mediastinal
patients primary tumor and whose disease burden has resulted in an urgent need to start treatment, substantially

presenting with elevated serum AFP and/or hCG may be considered sufficient for diagnosis of GCT. For such rare, medically
metastasisanda  unstable patients, treatment need not be delayed until after tissue diagnosis.

primary tumor in

testis,

retroperitoneum,

or anterior

mediastinum



KopKkivikol OELKTEC: TOTE

Part |: NSGCT
I-3. Monitoring A. For staging and Recommendation I-3A-1. Although evidence is lacking to determine whether decisions based on STM assay results
during prognosis before improve survival or other health outcomes for these patients, the Panel recommends measuring serum AFP,
treatment (or chemotherapy hCG, and LDH for all patients with testicular NSGCT shortly after orchiectomy and before any subsequent
observation) and/or additional treatment. The magnitude of postorchiectomy STM elevations is used to stratify risk and select treatment but
surgery must be interpreted appropriately. Serial STM measurements may be needed to determine whether STM levels
are rising or falling and, if falling, whether the decline approximates the marker's biologic half-life.
Recommendation I-3A-2. Although direct evidence is lacking to demonstrate that decisions based on STM
assay results improve survival or other health outcomes for these patients when compared with decisions
made without assay results, the Panel recommends measuring serum AFP, hCG, and LDH before chemother-
apy begins for those with mediastinal or retroperitoneal NSGCTs to stratify risk and select treatment.
B. To predict Recommendation I-3B-1. The Panel recommends measuring AFP and hCG shortly before RPLND in patients

with clinical stage | or I| NSGCT; those with rising concentrations are beyond stages |A or IB and need
systemic therapy similar to the regimens used for patients with stage Il disease.

response to or

benefit from

treatment

Recommendation I-3B-2. Although direct evidence is lacking to determine whether decisions based on STM

assay results improve survival or other health outcomes when compared with decisions made without assay
results, the Panel recommends measuring hCG, AFP, and LDH immediately prior to chemotherapy for stage
/11l testicular NSGCT. The magnitude of marker elevations guides chemotherapy regimen choice and
treatment duration.

C. To monitor Recommendation I-3C. Although direct evidence is lacking to determine whether monitoring treatment

response or
progression
during or soon
after therapy

I-4. For surveillance After presumably

definitive therapy

response with STM assays during chemotherapy improves survival or other health outcomes of patients
with NSGCT, the Panel recommends measuring serum AFP and hCG at the start of each chemotherapy
cycle and again when chemotherapy concludes. However, the Panel sees no indication to delay the start of
chemotherapy until after results of STM assays are known. Rising AFP and/or hCG levels during chemother-
apy usually imply progressive disease and the need to change regimen. However, tumor lysis from chemo-
therapy, particularly during the first cycle, may result in a transient spike in STM levels, and such a spike
does not represent treatment failure. Resect all residual disease for patients whose STM levels have
normalized and who have resectable residual mass(es) following chemotherapy. Slow decline during
treatment conveys higher risk of treatment failure but does not indicate need to change therapy.
Persistently elevated but slowly declining postchemotherapy levels do not indicate immediate need for
additional chemotherapy; resection of residual masses need not be delayed until STM levels normalize.

Recommendation |-4. Although direct evidence is unavailable to determine whether monitoring STM

concentrations during surveillance and following definitive therapy for NSGCT improves patients’ survival or
other health outcomes, the Panel recommends measuring AFP and hCG at each visit during surveillance
after definitive therapy for NSGCT, regardless of stage. Since evidence also is lacking to directly compare
outcomes for different monitoring intervals or durations, the Panel recommends using intervals within the
range used by the available uncontrolled series: every 1 to 2 months in the first year, every 2 to 4 months in
the second year, every 3 to 6 months in the third and fourth years, every 6 months in the fifth year, and
annually thereafter. The Panel also recommends that surveillance should continue for at least 10 years after
therapy is completed.



Kopkivikol SELKTEC: TTOTE

""" vy T T T T T T

Part Il. Seminoma

II-3. Monitoring A Forstagingand  Recommendation I1-3A. Although direct evidence is lacking to determine whether measuring STM
during prognosis before concentrations improves survival or other health outcomes of these patients, the Panel recommends
treatment (or RPLND, radiation, ~ measuring postorchiectomy serum concentrations of hCG and/or LDH for patients with testicular pure
observation) or chemotherapy seminoma and preorchiectomy elevations. However, the Panel recommends against using postorchiectomy
serum concentrations of either hCG or LDH to stage or predict prognosis of patients with involved nodes

andfor metastasis.

B. To predict Recommendation [I-3B. The panel recommends against using tumor marker levels to quide treatment
response 10 or decisions for seminoma. Evidence is lacking that selecting therapy based on tumor marker levels yields
benefit from better outcomes.
treatment

C. To monitor Recommendation II-3C. The Panel recommends against using tumor markers to monitor response or
response or progression of seminomas during treatment. However, serum hCG and AFP should be measured when
progression seminoma treatment concludes. Rising concentrations usually indicate progressive disease and the need for
during or soon salvage therapy (usually chemotherapy).
after therapy
|14, For After presumably Recommendation [I-4. Conclusive evidence is lacking for clinical utility of STMs in post-treatment surveillance
surveillance definitive therapy for stage | seminoma, and the Panel recommends against this use. However, while direct evidence is

unavailable to determine whether monitoring STM concentrations improves survival or other health
outcomes of patients who have completed therapy for advanced seminoma, rising levels may be the
earliest sign of relapse, and the Panel recommends measuring STMs at each visit for these patients. Since
evidence also is lacking to directly compare outcomes for different monitoring intervals or durations, the
Panel recommends using intervals within the range used in the available uncontrolled series: every 2 to 4
months in the first year, every 3 to 4 months in the second year, every 4 to 6 months in the third and fourth
years, and annually thereafter. The Panel also recommends that surveillance should continue for at least 10
years after therapy is completed.



[po Tou Xelpoupyeilovu N onwodNTote
npLV TV XNHUELoBeparela

* [1pooOLOPLOUOC OPUOVWV:
— T, FSH, LH

— 2mepuodLaypoppo
— Kataguén oneppatog




YynAn BouBwvikn pe amoAivwon oto €0w BouPwviKO OTOULO
Ye nepimtwon apdLBoliag: taxeia Boyia

European Association of Urology
Guidelines on Testicular Cancer (2011)



Bloia eteponAeupou opxL

Biopsy of the contralateral testis should be offered to high-risk patients for
contralateral TIN:

testicular volume of less than 12 mL
history for cryptorchidism
poor spermatogenesis (Johnson Score 1-3)

Contralateral biopsy is not necessary for older than 40y

European Association of Urology
Guidelines on Testicular Cancer (2011)



MukpoALBiaon

1. Solely, the presence of microlithiasis is not an indication for a
regular scrotal US

2. In the absence of other risk factors (< 12 ml (atrophy),
maldescent testis), testicular microlithiasis is not an indication for
biopsy or further US screening

European Association of Urology
Guidelines on Testicular Cancer (2011)

Suggested follow-up for patients with TM

A. No Risk Factor(s) for Testicular Cancer
. Self Testicular Exam
. Annual Physical Exam by PCP
. Follow-up as needed with Urologist (per symptoms. PE and reason
for initial ultrasound)

B. Risk Factor(s) for Testicular Cancer

1. Self Testicular Exam

2. Annual Physical Exam by Urologist/PCP _ _ _ o

o - - Hani H. Rashid, M.D., Louis R. Cos, M.D., Eric Weinberg, M.D.,
3. Annual Ultrasound Edward M. Messing, M.D.*

Department of Urology, Strong Meniorial Hospital, University of Rochester Medical Center, Rochester, NY 14652, USA

L R O B




A double biopsy is preferred to increase sensitivity

Bloyia 2 onpeiwv




2UVTNPENTLKN OVTLILETWTIILON KOPKLVOU
TOU OPXEWC

2uyxpovn opdotePOTAEUPN VOOO
EtepomAeupn HETAXPOVN

Quoworoyikn T

Oykog veorAdopatoc< 30% Tou GUVOALKOU
opXLkoU OYKOU
Eumnelpia xetpoupyou

Heidenreich A:J Urol 2001
Weissbach L: J Urol 1995



2 tadlowoinon kara tn diayvwon

N R

Kapkiikol AglkTeC A-fetoprotein
b-hCG
LDH

CT AOK OMAot oL aoBeveic

CT Owpakoc OMol oL a.0B¢eveic

U/S oox€ou OMAol oL a.0B¢evelc

Scan ooTwV JUUTMTWHOTLIKOL

CT/MRI eykedparou 2 UUMTWHOTLKOL
MOAAOTTAEC TIVEU LLOVLKEC
YynAn b-hCG

EAU Guidelines 2011



FovigoTnTa

_

A&loAdynaon yovipuotntag OALKN TECTOOTEPOVN
FSH
LH

Katapuén onéppatog

EAU Guidelines 2011



TTpoeyxeipntika : LDH: 310 (<240), bHCG: 6.9 (<1), aFP: 58 (<15)
Ae. Opxektopn: 4,5 ek., Z (50%), Aek. (20%), wp.T (30%).

(+) dinBnon emdidupidog, (-) ayyeiakn dindnon, (-) diIBnon XITWVWY
A/T ©-AOK: apvnTiKA yia wveUHOVIKEC M R Aeppadéveg

1 epPdopdda perd Tnv opxekropn: LDH:190, bHCG: 3.9, aFP: 31
2 ePdopdadec peta tnv opxektoun: LDH: 185, bHCG: 4.1, aFP: 12

Ti oTadiov eivai o acOevic kai TI Oa ouoTNOETE?

IA - mapakoAoUOnon

IA > NS-RPLND

IA > emkoupikh XMO (BEP x 2)
IB - mapakoAoUOnon

IB - NS-RPLND

IB > emkoupikh XMO (BEP x 2)
IS>EPXx4nBEP X3

IS > AKO omoBotepiTovaiou
Aev yvwpilw

VPN U WN



TTpoeyxeipntika : LDH: 310 (<240), bHCG: 6.9 (<1), aFP: 58 (<15)
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1 epPdopdda perd Tnv opxekropn: LDH:190, bHCG: 3.9, aFP: 31
2 ePdopdadec peta tnv opxektoun: LDH: 185, bHCG: 4.1, aFP: 12
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IB > emkoupikh XMO (BEP x 2)
IS>EPXx4nBEP X3

IS > AKO omoBotepiTovaiou
Aev yvwpilw

VP NOOAWN R



a-HCG: 92 AA, Tautéonun pe a- aluaida LH, FSH, TSH
(onpeia utepBupeocidiopou?)

B-HCG: 145 AA (70% ouoAoyia pe b-LH), t,,: 45 Aemttd

Edv umoyovadiopog =2 Au€. LH 2> pikph ab€non HCG >
avanmApwon T = mtwon LH / pHCG



O aoBevnc eixe
TeoToaTepovn opou: 25 ng/ml
LH: 32
FSH: 45

‘EAape TeoTooTepovn evdopuUika Kal 2 epdopddec apyoTepa
PHCG < 1.0 mIU/ml

2.7dd10 ??



pTX

* Nx
pTO e NO
pTis , , _ _ * NI <2cm
pPT1 opyxig, emddbupida, tunica albuginea « N2 >2 <5ecm
OA}\E-:}J.(‘I)OLV.VELOLKF]/OLVVELOLKI’] duiBnon/tunica N3 >5cem
vaginalis
pT2 ARBnon ayyeiwv, Aepdayyeiwv N tunica
vaginalis
pT3 Auibnon oneppatikol TOVou * Mx
pT4 Aw)Bnon ooxéou * MO
e M1l
M1la Mn-meployikot
LDH  HCG (mIU/ml) AFP (ng/ml) ﬁf};ﬂ)’ﬁ?\ft’f&
SX LETOOTAOELC
SO  &viog puUOLOAOYLIKWVY OpLwv M1b GANEC
S1 <15xd¢uo. <5,000 < 1,000 UETOLOTAOELG

S2 1.5-10x ¢vc. 5,000-50,000 1,000-10,000
S3  >10x ¢uo. > 50,000 > 10,000



1A:
IB:
IS:

I

HA: Any T
IIB: Any T
lC:

I:
A Any T
B Any T

IC Any T

pTis

pT1-4
pT1

pT2-4
anypT

Any T
N1
N2

Any T

Any N
N1-3
Any T
N1-3
Any T
Any T

NO

NO
NO
NO
NO

N1-3
MO
MO
N3

Mila
MO
Any N
MO
Any N
Any N

MO

MO
MO
MO
MO

MO
S0-1
S0-1
MO

S 0-1
S2
M1la
S3
M1la
M1b

SO
Sx (1-3)
SO

SO
S1-3

S 0-1

S 0-1

S2

S3
Any S



Kivduvocg via omioBomepiTovaikéc M

XapnAog (< 5%) YynAog (35-40%)
¢ LVI(-) LVI (+)
° E < 450/0 E > 500/0

e Proliferation rate < 70%  Proliferation rate >70%

LVI (-) > umoTtpom 14-22%
LVI (+) > umoTpomh ~40-50%

Heidereich Cancer 83, 1998, Hermans J UROL 163, 2000



OepameuTikéC ETiAOYEC

« OmaoBomepiTovdikh AsppadevekTopr (20-30% LN+)
« Emkoupikh XMO BEP X 1 (2)
 TlapakoAoUBnon

'Taon: 99-100%
TolikoTnTa KABe TTapéupaoncg ???

To {nToupevo: EmiAoyn eUKOAN OTNV £9appovh
ATopuyn Bepameiag eav dev xpeidlerai
EAaxioTomoinon acOevwy e 2mAAR Bepameia



TTpoeyxeipntika : LDH: 310 (<240), bHCG: 6.9 (<1), aFP: 58 (<15)

Ae. Opxektopn: 4,5 ek., Z (50%), Aek. (20%), wp.T (30%).

(+) dinBnon emdidupidog, (-) ayyelakn dindnon, (-) diBnon xiITwvwv A/T O-
AOK: apvnTikn yia wveUHOVIKEC M N Asppadéveg

1 epPdopdda perda Tnv opxekropn: LDH:190, bHCG: 3.9, aFP: 31
2 ePdopdadec peta tnv opxektoun: LDH: 185, bHCG: 4.1, aFP: 12
6 epdopadec peTa Tnv opxektoun: LDH: 185, bHCG: 0,9, aFP: 12

Ti oTadiouv eivai o acOevic kai TI Oa ouoTNOETE?

IA - mapakoAoUBnon

IA > NS-RPLND

IA > emkoupikh XMO (BEP x 2)
IB - mapakoAoUBnon

IB - NS-RPLND

IB > emkoupikh XMO (BEP x 2)
IS>EPXx4nBEP X3

IS 2> AKO omoBomepiTovaiou
Aev yvwpilw

VPN U WN R
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VPN U WN



ESMO 2010

Clinical |(Clinical prognostic Treatment
stage N ciassfication 1st choice 2nd choice 3rd choice
A ["Low risk" Surveillance Adjuvant chemotherapy
(no vascular invasion) (PEB x 2 cycles)
B ["High risk" 2 comparable options with same |e Surveillance Only for very restricted cases
(vascular invasion) |final outcome (> 98% survival) | or (e.g. if chemotherapy or
with different treatment/ follow up [e adjuvant chemotherapy surveillance declined by the
burden (PEB x 2 cycles) patient): nerve sparing-

¢ adjuvant chemotherapy
(PEB x 2 cycles)

or

o surveillance

RPLND



MNopetla aocBevn: NapakoAouBOnon

Procedure Year

1 2 3-5 6-10
Physical 3-monthly 3-monthly Twice/year Once/year
examination
Tumour markers 3-monthly 3-monthly Twice/year Once/year
Chest X-ray Twice/year Twice/year
Abdominopelvic Twice/year (at 3 and 12 months)
CT scan

European Association of Urology
Guidelines on Testicular Cancer (2011)



Mopela aocBevn

19 pnvec peta

M 23 686

24 oct 2007
DFOV 42.3cr 512
STND 1.2
ANR2

kv 120
rh 130

Large

DFOV 42.3cm
STND
ANR2

kv 120
mA_130

Large
7.00mn/1.571
Tilt: 0.0

LDH:290,
bHCG: 8.9,

aFP: 31

{ 23 686

24 Oct 2007
512
MF:1.2

L
1
9
1




Tt Ba kavate



e XnuewoBepaneia: 3 kUkAouc BEP
— AlaKOTA KOMVioMOTOC
— IMmpopETpnon
— Awayvon aepiwv aipatog

Drug PEB
Cisplatin 20 mg/m?, days 1-5°
Etoposide 100 mg/m?, days 1-5

Bleomycin 30 mg, days 1,8,15




3 MNVEC META KOl KATa TN SLapKeLa TNE XnUeLtoBepareiog

Avoupuia Hb=6,7
MeyaAn dtataon TN KOWALOKNAC XWPOLC
AvamveuoTLkn SuoxEpELa
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2UVOPOO TEPATWHATOC

Logothetis CJ et al.
The growing teratoma syndrome. Cancer 1982
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2 UNVEC PETA :

8 MAVEC pETA




TL KAVOULLE

XnuetoBeparmeio 2" ypaAUUNAC
MNapoakoAovBnon

OrioBornepttovalko Aepudadeviko kabapLopo
OyKeKTouUN



MARPNG omLoOomEPLTOVALKOG
AP ASEVIKOC KOLOOLPLOMOC

Tepatwpa




