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Stage |l Testicular Cancer

e Stage IIB: cancer has spread to regional lymph nodes, one
of which is greater than 2 cm but none are greater than
5cm; or cancer has spread to more than 5 lymph nodes
with none greater than 5cm. Serum markers are normal or
slightly elevated

e Stage IIC: cancer has spread to at least 1 lymph node that
is larger than 5cm, and serum marker levels are normal or
slightly elevated



Stage |ll Testicular Cancer

e Stage llIA: cancer has spread to distant lymph nodes
or the lungs, and serum marker levels are normal or
slightly elevated

e Stage IlIB: cancer has spread to any lymph nodes
and/or the lungs but not to other organs, and serum
marker levels are substantially elevated

e Stage llIC: Either or both of the following

— Serum marker levels are highly elevated, and cancer has
spread to at least 1 lymph node or organ

— Cancer has spread to an organ other than the lungs



Stage IIB Any patient/TX N2 MO SO
Any patient/TX N2 MO S1
Stage IIC Any patient/TX N3 MO S0
Any patient/TX N3 MO S1
Stage |ll Any patient/TX Any N Mia SX
Stage llIA Any patient/TX Any N M1a S0
Any patient/TX Any N M1a S1
Stage IIIB Any patient/TX N1-N3 MO S2
Any patient/TX Any N Mia S2
Stage IlIC Any patient/TX N1-N3 MO S3
Any patient/TX Any N Mia S3
Any patient/TX Any N M1b Any S



Non-Seminoma Seminoma
GOOD PROGNOSIS
Testis/Retroperitoneal primary Any primary site
And And
No non-pulmonary visceral metastases No non-pulmonary visceral metastases
And And

Good markers -all of:
AFP<1000ng/ml and hCG <5000iu/L
and LDH<1.5xULN
56% of non-seminomas
5yr PFS 89%
5yr OS 92%

Normal AFP, any hCG, any LDH

90% of seminomas
5yr PFS 82%
5yr OS 86%




Non-Seminoma Seminoma
INTERMEDIATE PROGNOSIS
Testis/Retroperitoneal primary Any primary site
And And
No non-pulmonary visceral metastases Non-pulmonary visceral metastases
And And

Intermediate markers -any of:
AFP > 1 000 ng/mL and < 10 000 ng/ml or
hCG > 5 000iu/l and <50 000 iU/l or
LDH>1.5 X ULN and < 10X ULN

28% non-seminoma
5yr PFS 75%
5yr OS 80%

NormalAFP, any hCG, any LDH

10% of seminomas
5yr PFS 67%
Syr OS 72%




Non-Seminoma Seminoma
POOR PROGNOSIS
Mediastinal primary
Or
Non-pulmonary visceral metastases No patients classified as poor prognosis
Or

Poor markers -any of:
AFP >10 000 ng/ml or hCG>50 000
iU/L or LDH> 10XULN

16% non-seminoma
5yr PFS 41%
5yr OS 48%




Evolution of chemotherapy

Cis-diamminedichloroplatinum, vinblastine, and bleomycin
combination chemotherapy in disseminated testicular cancer

» 47 evaluable patients

» 4% CR rate, additional 5 pts rendered disease-free with
post-chemotherapy surgery (85% NED)

» 30/47 (60%) long term survivors

Einhorn and Donohue
Arch Int Med 1977




Staging tips

If no LN found consider normal

> >
repeat in 4-6 weeks before assigning stage / treatment

(provided there has been no architectural distortion of the
landing zone lymphatics, ie: orchiopexy, previous abdominal
surgery ect)

If LN > 1cm outside the landing zone or >4mm in case of
prior architectural distortion of the landing zone ->
positive

CT chest
for Seminoma only if positive CT A/P or abnormal CXR



Staging tips

only if clinically indicated (symptoms, chorio,..)

. if still elevated and
normal CT A/P and chest imaging - repeat every 5-7 days until
normalization or plateau to assign correct stage.

USE POST-ORCHIECTOMY LEVELS OF TUMOR MARKERS FOR
STAGE / RISK ASSIGNMENT

PET/CT not contributing at initial diagnosis (may be useful if residual
disease post initial treatment for Seminoma)

Definition of IGCCCG prognostic group.



Stage llc & Ill Seminoma

* [po mAativac emoxn — aktwvobepareia

* Jnuepa (1977)
— Bleomycin, Etoposide, Cisplatin (BEP) x3—4
— Etoposide, Cisplatin (EP) x4
— 90% CR otn X/0O otnv 4etia
— 10% vumotponn

* Postchemo residual retroperitoneal mass

— >3cm + PET - EKTOMN ???
— MapakoAovBbnon (ivwaon)



Stage llc & IlI NSGCTs

* Low risk
— X/O© — BEP x3 or EP x4
— 92% 5-etn emBiwon

* Intermediate and High risk
— X/© — BEP x4 or B/isosfamide/P
— 48% 5-etn emBilwon



Stage llc & Ill NSGCTs

e Meta X/0

— CR (duolohoyikol deiktec, e€adavion tng paloc)
* MNMapakoAovBOnon
— 10% umotpor kot X/0 cwtnplog

— PR (puotohoyikol deiktec, umoAelmopevn padla)
* Full B/L RPLND
— 10-20% GCT — X/© owtnplag
— 40-50% teratoma - mopakoAouBnon
— 40% vEkpwon— TopokoAouBnon

— Poor response (vnAot deikteg, avaAloiwtn pala)

* X/O owtnplag, high dose chemo & autologous bone marrow
transplant

— 25% long term survival



[ote n X/O eival enetyovoa!!

AVOTIVEUOTIKN OVENMAPKELX AOYW TWV HETOOTAGEWV

1

=>» Apeon Evopén xnuewodepaneiag (mpiv TNV opxeKTOomn)

=>» 3 pépec Cis/Eto eLcaywyiko: peiwon ARDS anod 87% os 29%

Fizazi, ASCO 2007, Massard G. et al. (IGR Paris) Ann. Oncol. 21:1585-8 (2010)



ErtuntAokec X/0

Chemotherapy Drug Toxic Effects

Bleomycin Pulmonary toxicity, Raynaud phenomenon

Etoposide Secondary leukemia

Cisplatin Nephrotoxicity, ototoxicity, hypomagnesemia, neuropathy, infertility

fosfamide Nephrotoxicity, hemorrhagic cystitis, SIADH, central nervous
system toxicity®

Paclitaxel Neuropathy, hypersensttivity reaction, diarrhea

Vinblastine Constipation or lleus, SIADH

High-dose carboplatin Ototoxicity, nephrotoxicity, neuropathy, electrolyte (Ca, Mg, K, Na)

disturbances



AVTINETONION TWV UNOAEINMOUEVWV palwVv

e  Mn ac®aAnc NpoPAEWn VEKPWONC-IVWGNG

e To peyeboc dev ival KPITNPIO ANOKAEIGUOU XEIPOUPYIKNC
QVTIMETWNIONC

e  YMOEKTIUNON Ano TOV AMEIKOVIOTIKOC EAEYXO
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RPLND

* Mpwtoyevnc (TM apvntikod)
— CS I NSGCT
— CS A NSGCT

* Meta xnuewoBeparmeia (PC-RPLND)



Ann Surg Oncol Annals of
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OFFICIAL JOURNAL OF THE SOCIETY OF SURGICAL ONCOLOGY

ORIGINAL ARTICLE - UROLOGIC ONCOLOGY

Trends of Retroperitoneal Lymphadenectomy Use in Patients
with Nonseminomatous Germ Cell Tumor of the Testis:
A Population-Based Study

Maxine Sun, BSc!, Firas Abdollah, MD', Lars Budaiis, MD'~*, Daniel Liberman, MD'*, Zhe Tian, BSc!,
Monica Morgan, MD"*, Rupinder Johal, MD"*, Jan Schmitges, MD'?, Shahrokh F. Shariat, MD",
Francesco Montorsi, M])Z, Markus Greafen, MD3, Paul Perrotte, 1\4])1’4, and Pierre I. Karakiewicz, MDD

* Melwon twv RPLNDs octablov |
— 39% 1988 — 1995
—16% 2004 - 2006



Retroperitoneal Lymph Node Dissection as Primary Treatment for

Metastatic Seminoma

Brian Hu(®' and Siamak Daneshmand?

SEMS (Surgery in Early Metastatic Seminoma)

Survival with Primary Retroperitoneal Lymph-Node
Dissection (pRPLND) Only in Patients with
Seminomatous Testicular Germ Cell Tumors with
Clinical Stage IIA/B)

Phase

Inclusion criteria

Exclusion criteria

Serum tumor markers

Primary endpoint

Secondary endpoints

Accrual goal
Start date
Target completion date

Number of institutions
Primary location

Principal investigator

II

Testicular seminoma
Retroperitoneal lymph node 1-3 cm in size
No more than two enlarged lymph nodes

Second primary malignancy
History of radiation/chemotherapy

Beta-HCG normal
Allow LDH and AFP up to L5 times upper limit of
normal

2-year recurrence-free survival

5-year recurrence-free survival
Treatment-free survival (time free from radiotherapy
or chemotherapy)
Complication rate (long and short term)

46
August 2015
August 2020

9

University of Southern California

Siamak Daneshmand

I1

Testicular seminoma
Inguinal, paraaortic, or retroperitoneal lymph nodes
classified as local or regional unilateral metastasis
Maximum dimensions of lymph node metastasis 5 cm
Allow patients who have received single dose
carboplatin for stage I seminoma

Prior scrotal or retroperitoneal surgery
History of radiation/chemotherapy (other than
carboplatin)

Exclude AFP elevation suspicious for NSGCT

3-year progression-free survival
Overall survival
Quality of life
Complication rate
Long-term sequelae

30
June 2016
June 2021

1

Department of Urology, Heinrich-Heine University,
Duesseldorf

Peter Albers




Indiana classification

KAaowoc (standard) PC-RPNLD

— Meta 1" ypapung xnUeLo
>wtnptloc (salvage) PC-RPNLD
— Meta 2" ypoUUNC XNHLELO E OEIKTEC K

AnteAruoiac (desperation) PC-RPNLD
— Meta 2" ypoUUNC XNHLELO E > OEIKTEC

Redo PC-RPNLD
— Yrnotpornn pEoa oto XeL/Ko medio

Unresectable PC-RPNLD



EvOeiéelc: Zeplvwpa

Mada >3 cm

+ gupnpata oto PET (4-6 eBSouddec petd tnv 21" nuépa
Qo TNV TeAevTAlO XNUELO ] AKTLVO)

Yriotporn peta 2etia (Late relapse)

MeTeYXELPNTIKNA voonpotnta
— Erukoupikol xetptopot:  38.1% vs 25% NSGCT
— EruumAokec: 24.7% vs 20.3% NSGCT

Albers P J Urol 2004, De Santis M JCO 2004, Lewis DA et al. JCO 2006, Mosharafa AA J Urol 2003



Ivwon 2 eIVl

Herr et al. 1997
>3 cm 27 19 ( 70 %) 8 (30 %)
<3cm 28 28 (100 %) 0( 0 %)

Ravi et al. 1999
>3 cm 25 18 ( 72 %) 7 (28 %)
<3cm 17 17 (100 %) 0( 0%)

Ganjo et al. 1999
>3 cm 18 16 ( 89 %) 2 (11 %)
<3cm 8 6( 75 %) 2 (25 %)

2.UVOAO

>3 cm 70 93 ( 76 %) 17 (24 %)

<3cm 53 51( 96%)  2( 4%)




Evoeitelc: Mn ZEUVWHATWOELC

» Mada > 1 cm + duololoyLkot SeLKTEC

» Mada > 1 cm + otaBepol deiktec (plateau)

» Mala < 1 cm + tepdtwpa otnv opxikn Boyia

» QuoLloAoyLKol OELKTEC + UTTOTPOTIN EVTOC TOU XEL/KOU
rnedlov NS mpwtNnC emMepBaonc

» * duololoyLkol SelKTeC peta amo xnueLoBeparneia
owtnplac pe e€opEoeg HALEC

» Xnueloavtiotaon e eE0LPECLUEC LALEC

Heidenreich A Eur Urol 2008



NePUDPOAOEVIKEC LETAOTACELC

ﬂpOB)\éLIle.I’] CI)UO'LKI"] LOTOp'la (EKtéq xopLOKapKikuatoq)
APLOTEPOC: TIOPOOPTIKOL — TIPOOLOPTIKOL - METAEU KATW
KolAnc pAEPBaC KAl LOPTNC

Ag€loc: METAL TNC KATW KOlANC PAEBOC KAl TNC AOPTNAC
Kol akoAouBel n 61NBnonN Twv TPOKOIALKWV KoLl
TIOLPOLOPTIKWV

2TN CUVEXELO OTOUC LECOBWPAKLKOUC Kal UTIEPKAELSLOUC
Aepdadevec

Emididbuvpida ---- £€w Aayoviouc
Ooxeo ---- BouBwvikoUC
Scrotal violation



NI LN~

Paracaval
Precaval
Interaortocaval
Preaortic
Paraaortic
Right suprahilar
Left suprahilar
Right iliac

Left iliac
Interiliac

. Right gonadal vein
. Left gonadal vein

Copyright 2007 by Saunders, an imprint of Elsevier Inc.

Bilateral Suprahilar




L. renal v.

R. renal v.
SMA

MG Aaita

|-,

"F
| l_ A

' \ ‘ \ Hypogastric
. } N Elexus

- S Milac a.
N

R. iliac a.

)

Bilateral Infrahilar

Copyrght 2007 by Saunders, an imprint of Elsevier Inc.
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Template
& Full bilateral



TPOTMOMOLNUEVO XELPOUPYLKO TTESLO

» n=532 (76% full bilateral — 24% template) PC-RPLND

| Opén Laparoscopic 'I V(L)O'r] 49%
Region TTSG*® Indiana MSK Innsbruck JHU
I 14 o
Right-sided template M OVO TE p atw p.OL 40 A)
Precaval vt N \ N N
(o)
Paracaval \ ' \ y N G CT 1 1 A)
Interaortocaval ' y Y \
Preaortic \ y
Para-aortic v
Ipsilateral iliac 'l vV y v
Contralateral iliac o/ A ’
Gonadal vein y y y y y 32% OYKOG EKTOG
Left-sided template | Tporonotnpevou nebiou (template)
Precaval y \
Paracaval
Interaortocaval v \ Y
Preaortic y y v y v
Para-aortic \ v \ y M ,
Ipsilateral iliac v | oVvo o€ KaA ’
Contralateral iliac a
Gonadal vein v y \ v Y ET[[)\SV“&’VOUC OlGGsvg[

Carver B et al. JCO (2007)
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Unresectable PC-RPNLD




Tt Bplokoupe otov RPLND;

Meta xnueloBeparmeia

Nekpwon N tvwon 50%
Tepatwpa + vekpwon N ivwon 30%
KopKivwpa armo YEVVNTIKA KUTTapo 15%
KopKilvwpa amo pn-yevvnTka Kuttopal <5%

Me avénuevouc OeIKTEC

— Kapkivwpa amo yevvntika Kuttopa 40-80%
Meta 2"S ypa NS xNUeLoBeparela
— Kapkivwpa amo yevvntika Kuttopa 50%

Sim H Urol Clin N Am 2007



Pulikn adatipeon
n=580 ( , 163 2" xnueLo)
90/163 (55%) kapkivwpo
YdoAkn e€aipeon 88% Bavatocg
OAwkn €€aipeon 40%

Fox E et al JCO 1993

DuoLkn LoTopia TOU TEPATWUOTOC



Post-chemotherapy viable NSGCT

Unfrequent (<15%)
Not a death sentence (Overall survival: )

Prognostic factors identified and validated:

— Incomplete resection
— Viable cells > 10%
— IGCCCG (poor-intermediate)

mportance of a
Role of post-surgery chemotherapy?
Difficulty for designing a randomized trial




2 UMTTANPWHOTLKEC ETIEUPAOCELC

Type of surgery Frequency
Resection of IVC 4 (2.5%)
Prosthesis of IVC 3 (1.9%)
Thrombectomy of IVC 2 (1.3%)
Aortic replacement 2 (1.3%)
Nephrectomy 6 (3.8%)
Ureteral resection with end-to-end 4 (2.5%)
anastomosis, reimplantation
Bowel resection b (3.8%)
Resection of liver metastases 8 (5.0%)
Resection of retrocrural masses 8 (5.0%)

Stephenson A, et al J Urol 2006
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EninAokec PC-RPLND

n=603 (1982-1992) enln)\OKéq

n=229 (1990-2002) wound infection 2.2 %
chylous ascites 1.7 %
prolonged ileus 1.7 %
pneumonitis 1.2 %
Dancreatitis 0.8 %
acute renal failure 0.4 %
neurological 0.4 %
other 2.2 %

10.6%

Baniel J et al. J Urol 1995, Mosharafa AA et al. J Urol 2004



EninAokec PC-RPLND

MaAivopopn ekonepuaTion

Modified bilateral /5%
Ns 5%
'OyKOC oneEPUAToC
npo-RPLND 4,4ml
ueta-RPLND 2,5ml

Jacobsen KD, Br J Cancer 1999



All Right
3 right
2 right
1 right

All Left

3 Left

2 Left
Bilateral All

Nerve-sparing PC-RPLND

80%

92%

67%
0%

70%
67%
75%
80%

30
12

Coogan CL. JUrol. 1996;156:1656

* 81 aoBeveic peta nerve
sparing PC-RPLND.

35 unvec FU
— 6 recurrences
— O0in RP.



MaKpOTtPOOEGUEC EMUMTWOELG

Kapdlayyeiakn voonpotnta

cardiovascular risk** after RT / CTX: RR2.4/ 2.6

Huddart RA et al. 1 Clin Oncol 2003 (n=992)

Sagstuen H et al. J Clin Oncol 2005 (n=1289)

Muver ] et al. JCO 23:9130 (2005) (n = 65)

Fossa SD et al. 1 Natl Cancer Inst 99: 533 (2007} (n = 38907)
Haugnes HS et al. (Tromso, Morwegen) 1 Clin Oncol 28:4649-37 (2010)

Movwuotnta
fertility*** surveillance / CTX: 92% [/ 48%
2nd M a I ign a ncy **% Brydoy M et al. J Natl Cancer Inst 2005 (n = 1814)
U p to 18% 25yrs after XRT Huyghe E et al. Cancer 2004 (n = 451, 1979-1999)
Chemo

Higher long-term incidence of leukemia, melanoma, lymphoma,
colon, stomach, kidney, prostate, bladder, thyroid, rectum,
pancreas, connective tissue cancers



[TapakoAoubnon - ZUPPOUAEG




JUMUTEPACHOTA

e XnupewoOepaneia
— KoAng mpoyvwoncg =»PEB x 3
— Evéiapeonc/koknc = PEB x 4

e EKTOMN UTTOAELMOTIKOU
— Zeplvwpo pe tpoumoBEoelg
— NS: untoAelppaTiky vooog peta X/0 >1 cm
— PC-RPLNDs oUvOetec emeppPaocelg
— EmAektika tpomonolnpevn/nerve sparing
— Movo o€ g€eldIKEVLEVA KEVTPOL



KM 23 xp

18/11/2007: Mala op OPXEWC

19/11/07 CT Bwpakoc: KO

CT AOK: ormoBomnepttovaikn pado 17x17x12 cm

21/11/07 BHCG: 2.518
aFP: 6.240
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Alayvwon

* Tepatwpa + EpPpuiko kapkivwpa

e XnueloBeparmeia

3 MAVEC META KOl KOTA TN SLAPKELA TNC
XNHELoBeparmelog

Avoupio Hb=6,7
Aldtaon ThS KOWALAKNC XWPOLC
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