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Surgery Is always first

A Radical orchiectomy

A The tumodrearing testis is resected with the spermatic cord a
level of the internal inguinal ring)

A Any scrotal violation for biopsy or open surgery should be avc
A Tumour marker analysis should be carried out

| Before

I After surgery until normalisation

I Progression

I Plateau development

A Consider sperm banking (atrophic contralateral testis, planed
chemo, history of infertility)



Management of opposite Testis

A 2% 5% contralateral TGCT chances (metachronously or
synchronously)

A 3% and 5% of testicular cancer patients have TIN in the contt
testis

A Highest ris©B0%) in men with testicular atrophy (volume <12
and age <40 years, and in patients with EGGCT



Management of opposite Testis

A Routine biopsy of the contralateral testis is not indicated

A If a biopsy is carried out and TIN is diagnosed, however, the
condition may be managed by

I Survelllance

I 20 Gy /10 # (with potential damage to the contralateral,
nonaffected testis by scattered radiation)

I Orchiectomy depending on fertility issues.

A In patients with metastatic disease treated with three or more
of cisplatthased chemotherapy, TIN in the contralateral non
resected testicle may be eradicated or progression may be sl
down, although the risk of developing an invasive tumour is s

substantial



Risk stratification after orchidectomy IGCCC
el e I

Good Risk Any primary site
and
No nonpulmonary visceral metastases
and
Normal AFP
Any hCG
Any LDH

Intermediate Any primary site
Risk and
Nonpulmonary visceral metastases
and
Normal AFP
Any hCG
Any LDH

Poor Risk No patients classified as poor
prognosis

International Germ Cell Cancer Collaborative Group (IGCCCG),. J
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Survelllance

Median FU (mo) Relapse: No. Pts CSS (%)
(%)
Daugaard 394 60 69 (17.5) 100.0
Germa Lluch K] 33 38 (16) 100.0
Horwich 103 62 17 (16.5) 100.0
Oliver 67 61 16 (24) 97.0
Von der Maase 261 48 49 (18.8) 98.9
Tyldesley 93 33 16 (17.2) 97.8
Leung 484 79 72 (15) 99.8

A Relapse rates 129%

A The predominant site of relgps@aortiymph nodes (93% in the Danish

Testicular Cancer Study Group study and 84% in the PMH series)

A The median time to relapse ranged from 12 to 18 months




RT

Study Years Relapse (%) CSS (%)
Bayens 197571 1985 132 4.5 99.0
Coleman 19801 1995 144 4.2 100.0
Fossa 19891 1993 242 3.7 100.0
Hallemeier 19721 2009 199 2 99.0
Hultenschmidt 19781 1992 188 1.0 100.0
Santoni 19701 1999 487 4.3 99.4
Warde 1981i 1989 282 5.0 100.0

A Relapse rates 0.5%

A The most common sites of relapse following adjuvant RT are the mediasti
and left supraclavicular fossa

A Frequently occurs within the first 2 to 3 years



Chemotherapy

Author Study Years Relapse (%) CSS (%)
MRC 19961 2001 1 cycle 573 5.3 100
TE19/EORTC Carboplatin
30982

RT 905 4 100
Klaus-Peter 2009-2015 1 cycle 66 1.5 100
Dieckmann 1 Carboplatin
2 cycle 362 5 100
Carboplatin

A Relapse rates 5%

A Relapsed more frequently in the PA nodes

R T D Oliver et al. JCO 2011
KlausPeter Dieckmann et al. J Cancer Res Clin Oncol (2016)1642:




Chemo 1 cycle vs 2 cycle

Intervention

Relapse (%) CSS (%)

Klaus-Peter Survelliance 573 8.2 100
Dieckmann i
2009-2015
Radiotherapy 20Gy 41 2.4 100
1 cycle 362 5 100
Carboplatin
2 cycle 66 1.5 100
Carboplatin
| \
p = 0.0573

KlausPeter Dieckmann et al. J Cancer Res Clin Oncol (2016)16@2:
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RT vs Chemo

A

Proportion unable to do normal work

= Radiotherapy
—_— Chemotherapy

Proportion of patients with moderate or severe lethargy

28 35 42 49 56

Days from start of treatment

R T D Oliver et al. Lancet 2005




Initial 72 hrg

RT vs Chemo

B

Proportion unable to do normal work

- Radiotherapy (30 Gy)
- Radiotherapy (20 Gy)

— Chemotherapy

’/-n"
] (7

Proportion of patie

\

With moderate or severe lethargy

L]

42 49 56 63

1 start of treatment

—-g\-._s_

"
—

70

7

7

84

R T D Oliver et al. Lancet 2(
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RT vs Chemo

Relapse-Free Survival (proportion)

12 24 36 48 60 T2 84 96 108 120

Time Since Random Assignment (months)

R T D Oliver et al. JCO 2011




RT vs Chemo

Table 1. Summary of Events

Treatment Arm

Carboplatin Radiotherapy
(n = 573) (n = 904)

Event Mo. U Mo. %

|T<}tal relapse 29 B 1 37
: ! = 2 rae

GCT 15
(lther

| Total deaths . 10
Leath as a result of seminoma 1
Death as a result of other cause 9

Abbrewviation: GCT, germ cell tumor.

R T D Oliver et al. JCO 2011



Timor Size and Rete Testis Invasion

Relapse (%) 5yr CSS (%)

Intervention

638 82.3 99.3

Padraig Warde et al Survelliance
From 4 institute

median follow up 7 yrs

Table 2. Candidate Prognostic Factors: Univariate Analysis

=]

S-Year Relapse-Free -
[lik&lil’l{:{:ﬂj -||-':|

wariable Rate (3% = SE)
Tumor size
= 4 cm
= 4 cm
avers
= 36 years
= 36 years
Small vessel invasion
Absent
Present
Histologic features
Classical

Rete testis invasion
Absent
Praesent

Padraig Warde et al.JCO 2

02



Survelllance vs Chemo
(risk factor tumor size and rete testis invasion)

Author Intervention : Relapse Relapse (%) Relapse (%) 5yr CSS
Rate (%) Without risk With one or two (%)
factor risk factor
100

T. Tandstad Surveillance| 469 7.5 4 15.5 (p<0.001)
(SEWNOTECA)

2007-2010 One cycle | 422 6.2 2.2 9.3 (p=0.001) 100
carboplatin

Factor Univariable analysis Multivariable analysis®
N of patients 95% CI N of patients 95% CI
Tumor size
<4 cm 696 (63%) ;
>4 cm 414 (37%) 3. 8-5. 2.7 1.6-4.6

Missing 2

Invasion rete testis
Absent 726 (65%)
Present 273 (25%)
Missing 113 (10%)

T. Tandstad et al, Annals of Oncology 2130292016




available at www.sciencedirect.com
journal homepage: www . europeanuroclogy.com

el

European Association of Urology

Testicular Tumour Size and Rete Testis Invasion as Prognostic
Factors for the Risk of Relapse of Clinical Stage I Seminoma Testis
Patients Under Surveillance: a Systematic Review by the Testicular
Cancer Guidelines Panel

Joost L. Boormans “-7, Javier Mayvor de Castro ™', Lorenzo Marconi®, Yuhong Yuan®,

Experimental Control Odds ratio Odds ratio
Study or subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
Aparicio (year 2003) 9 66 11 66  0.79(0.30, 2.05) —t—
Aparicio (year 2011) 9 109 6 44  0.57(0.19, 1.71) —
Dieckmann (year 2016) 16 187 5 64 1.10(0.39,3.15) B —
Von der Maase (year 1993) 11 113 146  0.31(0.15, 0.63) ——
Tandstad (year 2016) 17 322 1273 0.28(0.13,0.62) —f—=

001 0.1 1 10 100
Favours (< 4 cm) Favours (>4 ¢m)




RTI present

RTI absent
Study or subgroup  Events Total Events Total M-H, Fixed, 95% Cl

Odds ratio

Odds ratio
M-H, Fixed, 95% Cl

Aparicio (year 2003) 8 27
Aparicio (year 2011) 5 15
Chung (year 2014) 31 166
Dieckmann (year 2016) 5 45
Howard (year 2014) 3 8

Von der Maase (year 1993) 23 98
Tandstad (year 2016) 9 66
Yoshida (year 2009) 2 7

14
20
45
16
13
20
20
10

114
138
315
207

36
146
329

57

3.01 (.11, 8.16)
2.95 (0.91, 9.54)
138 (0.83, 2.28)
1.49 (0.52, 4.31)
1.06 (0.2, 5.18)
1.93 (0.99, 3.75)
2.44 (1.06, 5.63)
1.88 (0.32, 11.11)

001 01 1 10 100
Favours (RTI present) Favours (RTI absent)

Patient summary: Primary testicular tumour size and rete testis invasion are considered to
be important prognostic factors for the risk of relapse in patients with clinical stage |
seminoma testis. We systematically reviewed all the literature on the prognostic value of
1ese two postulated risk factors. The outcome is that the prognostic power of these factors in
1e published literature is too low to advocate their routine use in clinical practice and to
rive the choice on adjuvant treatment in clinical stage I seminoma testis patients.
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FIGURE 4. Kaplan-Meier curve of time to recurrence by com-
bined CSI'and CSII vs. CSIII.

FIGURE 2. Kaplan-Meier curve of time to recurrence by
pathologic stage.

Sanfrancesco et al. Am J Surg Pathol Volume 42, Number 3,




Spermatic cord issue

A New AJCEdiscontinuous spermatic cord involvement as pM1
A NCCN To be considered as pT3 (higfi Reskt accordingly)
A If surveillanéethen recurrence mostly in pelvis so include imag

TABLE 4. Patients With Known Recurrence of GCT

Pathologic stage
pI3
pM1
CS
[
[I
11

Total

71

22

1
37
35

Recurrence (n [%)]) P

12 (15.6)
7(31.8)

[ (14.3)
5(13.5)
13 (23.6)

Sanfrancesco et al. Am J Surg Pathol Volume 42, Number 3,
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Median age (y)
T stage (%)

Median tumor size (cm)

LVI present (%)

Rete testis mvasion present (%)
Epididymis mvasion present (%)

Survelllance vs RT vs Chemo

Radiation (n=329)  Chemotherapy (n=79)  Observation (n=9%) P

36 32 38 0.066
T1: 76.6 T1: 633 T1: 76.6 0.222
12:204 T2:31.6 T2: 202
13: 27 13:38 13: 11
T4:0.3 T4:13

0.455
0.016
0.834
0.616

[nvasion through tunica albuginea present (%) 43 3. 0.593

ad (U

Preoperative LDH elevated "{'.‘.3-1'{)

A N7 502
A 19902010

Margaret S. Soper et al, Am J Clin Oncol 20135 :]




Survelllance vs RT vs Chemo

TABLE 3. Outcome by Management Strategy

Radiation

RFS lower in
observation group

Chemotherapy Observation

Re hpqc-rrcc survival (y)

Cause-specific survival (y)

98.3% (94.9, 100) 89.2% (81.4, 95.4)
89.2% (81.4, 95.4)

100% (100, 100) 08.8% ("J(}.E, 100)

Overall Survival is
similar observation

group

Margaret S. Soper et al, Am J Clin Oncol 20135 :]




RPLND

A Only for patients refuse surveillance / RT or Chemo (Inflamm:
bowel disease)

A Generally not done nowadays



5 yr RFS
13 trials N=12075

Odds Ratio
M-H, Random, 95% CI Year

Odds Ratio
M-H, Random, 95% ClI

Experimental Control

Study or Subgroup Events Total Events Total Weight

Coleman 1998
Shahidi 2002
Aparicio 2014
Alomari 2006
Zhang 2009
Kamba 2010
Kollmannsberger 2011
Tandstad 2011
Pilichowska 2012
Leung 2013
Kobayashi 2013
Soper 2014

Total (95% Cl)

Total events

6 144
9 276
1" 348
107

30

239

232

680

272

280

56

329

2993
118

14
23
46

9

4
15
60
73
14
72

4
10

344

94
94
396
43
20

9.1%
10.1%
10.9%

2.8%

2.6%

9.9%

8.9%
12.3%

8.3%
11.4%

4.1%

9.5%

100.0%

0.25[0.09, 0.67]
0.10[0.05, 0.23]
0.25[0.13, 0.49)
0.02 [0.00, 0.30]
0.06 [0.00, 1.19]
0.45[0.19, 1.04]
0.07 [0.03, 0.21]
0.43 [0.29, 0.63]
0.02 [0.01, 0.05]
0.30[0.17, 0.54]
0.26 [0.03, 2.39]
0.24 [0.09, 0.60]

0.17 [0.10, 0.29]

Heterogeneity: Tau® = 0.58; Chi? = 45.27, df = 11 (P < 0.00001); I> = 76%

1998
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2010
2011
2011
2012
2013
2013
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Test for overall effect: Z = 6.46 (P < 0.00001) Favcus CTarRT Favours cbastuitin

Meta Analysis Fausto Petrelli&ira¢al Genitourinary Cancer




5Yys OS
13 trials N=12075

Meta Analysis Fausto Petrelli&ira¢al Genitourinary Cancer
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