Ca MN€ouc — KAwika apvntikot
emywplot Aepdpadevec otn diayvwon.

MNapakoAouOnon vs mpwipnnc AspPpadEVEKTOUNG



Superficial Avatopia BouBwvikwv AMA

circumflex ilaic v.

Crupo da veiailiaca circunflexa
superficial [dos nds inguinais
supecticiais)

Grupo da veia
epigastrica superficial
(dos nds inguinais
superficiais)

Lateral
cutaneous V.

Grupo da
veia safena
magna
(dos nds
inguinais
superficiais)

1
Grupo da weia pudenda externa superficial

Superficial
epigastric v.

Superficial
external
pudendal

Medial

cutaneous v.

Ligamento inguinal (de Poupart)

Linfonodo inguinal
7 profundo mais alto
%%\ [de Cloguet)

Vasos femorais
W’ enervo

Fascialata
(removida)

Linfonodos inguinais profundos



Tonoypadia BouBwvikwv AMA

Daseler zones

Il
1
IV

Superomedial nodes
Superolateral nodes
Inferolateral nodes
Inferomedial nodes

Central nodes



Tt opl{OUME WC «KALVIKA» 0PVNTIKOUC
ETLYWPLOUC AEUPOAOEVEC

* Mn gnAadpntot AMA

* ApPVNTLKOC QTIELKOVLOTIKOC EAEYXOC
* U/S ()
* CT(-)
* MRI (-)
» BEDG-positron emission tomography (PET)/CT imaging
(6ev amokaAUmtel Aepudpadevikeg petaotaoslc < 10 mm)

EAU Guidelines 2014
Leijte et al, BJU Int 2009



CT/PET scan

Sensitivity 80% Specificity 92-100%

Horenblas et al, Textbook for Penile Cancer 2012
Leijte et al, BJU Int 2009



Inguinal ymph nodes
Fhiysical examination of both groins, recording C
number, laterality and characteristics of inguinal
nodes

« If nodes are not palpahle,@lymph node

staging in high-risk patients.
« If nodes are palpable, a pelvic CT may be indicated,
PET/CT is an option.

OL OLOOECLEC ATTELKOVLOTLKEC £EETAOELC OEV pUTOpOUV val
xpnotpornotnBouv we peoo otadlomoinong oe a.ocBevelg
LLE KALVLKAL apVNTLKOUC EMLXWPLOUC Aspdadevec.

E€aipeon amoteAoUv oL toxUoOPKOL A0OEVELC

EAU Guidelines 2014



TL VEOTEPO OTLC OTELKOVLIOTIKEC peBodouc;

MR imaging with lymphotrophic nanoparticles (LN-MRI)
*  MRImpo xopnynong

* Xopnynon i.v. ferrumoxtran-10
* Néa MRI 24h apyotepa

EvawoOnoia 100% - Ewdbwkotnta 97%

H texvikn €lval o€ MEPOAUATIKO oTAdL0
Ferrumoxtran -10 is not FDA approved (not yet commercially available)

Tabatabaei, McDougal et al, J Urol 2005
Thoeny, Triantafyllou et al, Eur Urol 2009



BouBwvikoi Aepdpadevec

e  ALOYKWUEVOL KoL
JnAadntol
(+ mapouoia EAKwV)

(Metaotatikol N
dAeypovwdelc N ko ta SUo)

 Mn ynAadntol

(25% mapouoia
LLKDOUETOLOTAOEWV)

Krishna et al, J Clin Ultrasound 2008



EAU Guidelines 2011

8.2.3  Management of patients with palpable inguinal nodes

Ultrasound-guided FNAE provides an excellent, rapid, and easy way to detect metastatic nodal involvement
(27) (LE: 3). In suspected cases with tumour-negative findings, various strategies can be followed:

(1) antibiotics are given;

(2) FNAB is repeated;

(3) suspected nodes are surgically removed,;

(4) inguinal LAD is performed. Dynamic sentinal node biopsy is not reliable in patients with palpable suspected
nodes and should not be used (28) (LE: 3); DSNE can be used for the clinically uninvolved side and LAD is
performed at the tumour-positive sites. Inguinal LAD has been shown to have significant morbidity and it is to
be limited to positive sides.




EAU Guidelines 2014

8.2.2 Management of patients with palpable inguinal nodes (cN1/cN2)

With uni- or bilateral palpable inguinal lymph nodes (cN1/cN2), the likelihood is very high that metastatic lymph
node disease is present. Therefore, the old clinical advice that antibiotic treatment should be given for several
weeks because such lymph node enlargement might be related to infection no longer holds true. Instead. no
time should be wasted with such unnecessary delays and appropriate oncological diagnosis and treatment
should be undertaken before further metastatic spread occurs. In clinically doubtful cases, ultrasound-guided
fine needle aspiration cytology can be an option (21).

With palpably enlarged inguinal lymph nodes, additional staging investigations are not useful. Imaging
by ultrasound, CT or MRI do not provide additional information about the inguinal lymph nodes except in very
obese patients. However, CT or MRI can provide information about the pelvic nodal status. 18F-FDG-PET/CT
can identify additional metastases in lymph-node positive patients (22). Dynamic sentinal node biopsy is not

reliable in patients with palpably enlarged and suspicious inguinal lymph nodes and should not be used (23)
(LE: 3).




European Association of Urology 2014

T- Primary tumour
X Primary tumour cannot be assessed
T0 Mo evidence of primary tumour
Tis Carcinoma in situ
Ta Non-invasive verrucous carcinoma, not associated with destructive invasion
T Tumour invades subepithelial connective tissue
Tla Tumour invades subepithelial connective tissue without lymphovascular invasion
and is not poorly differentiated or undifferentiated (T1G1-2)

T1b Tumour invades subepithelial connective tissue without with lymphovascular
invasion or is poorly differentiated or undifferentiated (T1G3-4)
12" Tumour invades corpus spongiosum/corpora cavemosa
T3 Tumour invades urethra
T4 Tumour invades other adjacent structures

N - Regional lymph nodes
MX Regional lymph nodes cannot be assessed
MO No palpable or visibly enlarged inguinal lymph node

M1 Palpable mobile unilateral inguinal lymph node
M2 Palpable mobile multiple or bilateral inguinal lymph nodes
M3 Fixed inguinal nodal mass or pelvic lymphadenopathy, unilateral or bilateral

M - Distant metastasis . .
MO Mo distant metastasis Guidelines on

M1 Distant metastasis Pen“e Cancer




[MOLEC OL CUCTAOELC OE KALVIKA QPVNTLKOUC
(bucrooyikouc) AspdadEvec

 Mn enepPatikég pEBodol
— MapakoAouBOnon
— Nopoypappota
Ficarra et al, J Urol 2006
* EAayota emepPatikéc (minimal invasive)
— Avvapkn Bloygia tou ppoupol Aspdadeva
(Dynamic Sentinel lymph Node Biopsy — DSNB)
— Tpomomnotnpevn Aepdadevektoun
(Modified Inguinal Lymphadenectomy — mILND)
— FNA (Fine Needle Aspiration)

(xapunAn evatoBnoia / 20-30% false negative)
Horenblas 1991, Scappini 1986

* EnepPatikeg (major operation)
— Mpwpog apdoteponAeupoc Aepudadevikog KaBapLlopog
(early Inguinal Lymph Node Dissection — early ILND)

EAU Guidelines 2014



ASLoUPLOPBNTNTEC YVWOELC

H nipoyvwon Twv aocbevwyv e€optatal armo:
* Mapovuaoia N un
— ATTOMOKPUOUEVWY LETAOTACEWV

— Enywplwv Aepdpadevwv
— NepdaOEVIKWV ULKPOLLETOOTACE WV

 Baboc 61nBnon tou oykou
 BaOuo dtadopomoinonc
— G1(29%)
— G2 (46%)
— G3 (82%)

Y

Kivbuvo AMA petdotaong

Horenblas et al, 1993



NMapokoAovOnon

loTOAOYLKA EVPrpATAL
* Tis

* Ta

* TlaGl

AoBevnc:
» EvnuEPpWUEVOC
» JUVEPYOAOLUOC

» TaKTKn mapakoAovOnon

Dartos fascia
Buck's fascia X
Tunica albuginea %

V4



Guidelines for treatment strategies for nodal metastases

Regional Management of regionallymph |LE |GR
lymph nodes |nodes is fundamental in the
treatment of nenile cancer
Mo palpable Tis, Ta (31, T1G7: surveillance Za |B
inguinal > T1GZ: invasive lymph node Za | B
nodes (cNU) | staging by bilateral modified
inguinal lymphadenectomy or
DSMB.
Falpable Hadical inguinal
inguinal nodes | ymphadenactomy
(cN1/cNZ)
Ficed inguinal | Neoadjuvant chemotherapy fol
lymph nodes | lowed by radical inguinal
(cMN2) mphadenactomy in responders
Felvic lpsilateral pelvic ymphadeneac- Za |B
lymphadenac- | tomy is indicated if two or more
tomy inguinal nodes are involved on

one side (pMNZ) and in extracapsu-
lar nodal metastasis (pMN3)




Nopoypappota

tumor thickness (5 mm vs. >5 mm),
growth pattern (vertical vs. horizontal),
grade (G1 vs. G2 vs. G3)
lymphovascular invasion (absent vs.Present)
corpora cavernosa infiltration (absent vs. present)
corpora spongiosum infi Itration (absent vs. present)
urethral infiltration (absent vs. present)
cN-status (cNO vs. cN+)

In clinical practice this particular nomogram may be a useful tool but still requires
validation.

It remains to the discretion of the doctor in collaboration with the patient to
determine at which cut-off point to embark on a lymphadenectomy.

Ficarra et al, J Urol 2006

Nomograms are unreliable as they cannot achieve an accuracy over 80%
EAU Guidelines 2014



E¢eAkTikn mopeia TnG Blowiog

' 4 [ 4

Cabanas, TOU d)pOUpOU AEM(IJOLSEVOL
1977
(Presence Dynamic Sentinel Node Biops
of Sentinel g%i\l:rk\)ilgsgezn(z?nlel N ol +‘Igatent Blue it
Node) ; + U/S FNAC

?I(I/Iorlton' 19?2 Biopsy - DSNB + Intraoperative palpation

€lanoma + Immunohistochemical staining

Use of

- Patent Blu-V

- or 2MTc

L

1977 1988 1992
FNR 20-30%

1994 - 2001 2006 - 2014

Catalona, 1988

mILND
FNR 0-15%
272N
FNR 20% Sensitivity 93%
Specificity 100%

FNR 15-20% == FNR 5-7%



Tpornomotnuevn Aspdpadevektonn
(Modified Inguinal Lymphadenectomy — mIiLND)

FOSSA
QVALIS




DSNB (mILND!?)

e EmpoAuvVon TPV LOTOC
* Nepdoppola
e Amootnua

Leijte et al 4.7%
Lam etal 7.6%




Eur Urol. 1994;26(2):123-8.

Prophylactic bilateral groin node dissection versus prophylactic radiotherapy
and surveillance in patients with NO and N1-2A carcinoma of the penis.
Kulkarni JN!, Kamat MR.

Mpoortikn neAetn, 64 acBeveic (NO, N1-2a)

N# patient Follow up 5y survival
nodal
recurrence
ILND 27 1 74%
RT 18 2 66%
Survelliance 19 7 63%
G1 10 79%
G2 30 75%

G3 24 50%


http://www.ncbi.nlm.nih.gov/pubmed/7957466
http://www.ncbi.nlm.nih.gov/pubmed/7957466
http://www.ncbi.nlm.nih.gov/pubmed/7957466
http://www.ncbi.nlm.nih.gov/pubmed?term=Kulkarni JN[Author]&cauthor=true&cauthor_uid=7957466
http://www.ncbi.nlm.nih.gov/pubmed?term=Kulkarni JN[Author]&cauthor=true&cauthor_uid=7957466
http://www.ncbi.nlm.nih.gov/pubmed?term=Kulkarni JN[Author]&cauthor=true&cauthor_uid=7957466
http://www.ncbi.nlm.nih.gov/pubmed?term=Kamat MR[Author]&cauthor=true&cauthor_uid=7957466
http://www.ncbi.nlm.nih.gov/pubmed?term=Kamat MR[Author]&cauthor=true&cauthor_uid=7957466
http://www.ncbi.nlm.nih.gov/pubmed?term=Kamat MR[Author]&cauthor=true&cauthor_uid=7957466

J Urol. 1986 Ju_l;136(1):38-41.
Treatment of carcinoma of the penis:

the case for primary lymphadenectomy.
McDougal WS, Kirchner FKJr, Edwards RH, Killion LT.

Npwipng MNopakoAovOnon +
NeppadeVEKTOUNG VS Oeparmeutikn Aepdadev.
9pt 14pt
5ETAC ‘

emBilwon 5/6 (83%) 5/14 (36%)


http://www.ncbi.nlm.nih.gov/pubmed/3712610
http://www.ncbi.nlm.nih.gov/pubmed/3712610
http://www.ncbi.nlm.nih.gov/pubmed/3712610
http://www.ncbi.nlm.nih.gov/pubmed?term=McDougal WS[Author]&cauthor=true&cauthor_uid=3712610
http://www.ncbi.nlm.nih.gov/pubmed?term=Kirchner FK Jr[Author]&cauthor=true&cauthor_uid=3712610
http://www.ncbi.nlm.nih.gov/pubmed?term=Edwards RH[Author]&cauthor=true&cauthor_uid=3712610
http://www.ncbi.nlm.nih.gov/pubmed?term=Killion LT[Author]&cauthor=true&cauthor_uid=3712610

EUROFPEAN UROCLOGY 54 (Z2o0o8) 161—169

available at www . sciencedirect.com
Journal homepage: www.europeanuroclogy.com
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Euvropean Association of Uroclogy Sae

Recurrence Patterns of Squamous Cell Carcinoma of the Penis:
Recommendations for Follow-Up Based on a Two-Centre
Analysis of 700 Patients

Joost A_P. Leijte ¢, Peter Kirrander ?, Ninja Antonini®, Torgny Windahl?, Simon Horenblas *~

NapakoAoUOnon vs Aepdpadevektopung (ILND)

Ynotponn
AMA ATTOLLOLKPUGLEVN
YUvoho 700 - 395 napakoAouBOnon 9,1% 0,8 %
- 305 ILND
- 174 pNO 2.3 % 1,1%

- 131 pN+ 19,1 % 3,8%



cNO kivoéuvoc epdavionc
AMA peETAOTACEWV

MeAgtn 105 aocBevwv, Hughes et al

pTis
0-5%
pTa Solsona et al, J Urol 2001
0
T1G2 2> 9% Naumann et al, BJU Int 2008

Hughes et al, BJU Int 2006

T1G3
18-23%
T2-T4

Hughes et al, BJU Int 2006



MeA€tn 105 aocBevwv

e 29 pnveg follow up

e AoBeveic Low risk — mapakoAovBnon = 0% umnotponn

* AoBeveic High risk — mILND - 82% umoPBAnOnkav oe
aokorn LND

Hughes et al, BJU Int 2006

MeAétn 118 aocBevwv

e AoBeveic High risk = mILND - 63% umtoPANONnKav oe
aokorn LND

Heijte, Horenblas et al, Eur Urol 2007

Audotepol cuudwvouv OTL
T1G1 unopouv va teBouv oe mapakoAovOnon




ApdoteponAeupoc BouBwVIKOC
Aepdadevikog KabOapLopog

— MeyaAn voonpotnta
— 7-10 nuEPEG voonAeiag
— EmutAokec 30 — 70%

— Mn anapatitntn >70%

(morbidity with no benefit)

| andard Inguinal
__Lymphadenectomy,

Campbell Walsh, 9t Edition



BouBwvikn Aepdpadevektoun — ILND

B EmtipoAuvon tpaupotog
B Aldomaon TPaUUATOC
B Nekpwon 6EpUATOC

= Ev T B&ON dbAeBoBpouBwon ; %

® Mvevpovikn epBoln D|I‘lp

B Aeudc V'EN
epdoppola Clﬁ »

B Odnuata KOtTw OKEAWV 30" 10

® Oavatocg






Noonpotnta ILND vs DSNB

Nepdoppora/Aepudoknin
Nepdoldnua
EmipoAuvon tpalpatog

Major emUTAOKEC

11,9 1,8
3,5 0,1
10,7 1,2
27,3 3,6

Hungerhuber et al, World J Urol 2006
Perdona et al, Urology 2005

Rubi et al, Rev Esp Med Nucl 2008
Gonzaga-Silva et al, Int Braz J Urol 2007
Jensen et al, BJU Int 2009

Leijte et al, J Clin Oncol 2009



DSNB vs ILND

DSNB ILND

Minimally invasive * Major operation
Ztadlonoinon e;;g;;ii;iva;m ' * OepameuTtikn
Ertidoyn acBevwy yla ;'Y”‘e"n“tlg‘e’de N/ 'Sgpf'c'jalmct * Auéavelvoonpotnta
ILND 9, ¥ | ey & ETUITAOKEC
Meiwaon voonpotntag ' B PSR ooy MopateTapEVn

& emumTAOKWY Gt sptepos i+ spora || voonAeia

1-2 nUEPEC voonAeiag Rl (7-10 nuépec)
EmitpéEneL tnv

artoguyn tou 70%  Gold standard o¢
aokorwv ILND BeTIKOUC

BouBwvikoug AMA



AAyopLOpoc AsppadEVIKAC OVTLUETWTTILONG
olcOEVWV HE KOPKLVO TOU TTEOUC




Aloyvwotikoi & Oeparmnevtikol xelplopol
META arno to anotéAsopa tng DSLNB

3 weeks
DSLNB
Histology
If positive If negative
+ -
EAU Guidelines
Imaging for Staging follow up protocol
CT Thorax-Abd-Pelvis
|nguina| node 3/12 for 2 years 6/12 years 3,4,5

dissection
(On positive side) /

Discharge — self
examination




JUUTEPACHOTA

2€ OYKOUC ULKkpoU otadiou kat kaAnc dtadpopormoinong

(Tis, Ta, Tla / G1) cbotaon yia tapoakoAovOnon, DSNB,
mILND

Y€ oykouc pT1 (>G1)

— ILND avéavel tTnv emBilwon CUYKPLILKA LLE TNV
nopakoAovBnon

— H npwipn Aepdadevektopn UNMEPTEPEL TNC
KaBuoTtepNUEVNC/OEPATTEVTLKAG

ILND avénuevn voonpotnta o€ oxeon pe mILND kot DSNB




2oc evyaplotw

yla TNV ITPOCOXN OOC




