


Residualtumore beim reinen Seminom:

F D G P ET De Santis, et al
JCO 2001, JCO 2004

»56 PET scans von Resttumore nach CHT reiner Seminome
» PET 4-12 Wochen post CHT

8 x positives PET alle mit vitalem Tumor
48 x negatives PET 2 falsch negative, 46 korrekt negative

- Spezifit at 100%
Sensitivit at 80%

positiver pradiktiver Wert 100%
negativer pradiktiver Wert 95%

PET als neuer ,Standard of care”
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Check before salvage chemotherapy

 Marker negative progressive disease: biopsy !

? Bleomycin lung nodules, Sarcoidosis
? ,Growing mature teratoma“ syndrome
? Malign transformed teratoma

 Markers 7 without visible tumor progression:

? Laboratory error, cross reaction
? AFP of hepatic origin
? Marker 7 from sanctuaries (testis, brain)

? Residual marker plateau



Cisplatin refractory???

Beyer, JCO 1996

e Sensitive: CR or PR at least 4 weeks after
cisplatin cont. chemotherapy

* Refractory: CR, PR or SD but progression
within 4 weeks of last chemotherapy

« Absolutely refractory:
not even SD despite cisplatin

containing chemotherapy

—— \eUe Risikofaktoren ASCO 2009!
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Results of multivariate analysis -
non-seminoma training set

Based on the results of the multivariate analysis each
variable was given a weight proportional to the regression

Points

Variable 0 1 2 3
Primary site Gonadal Retroperitoneal Mediastin
Response first-line CR/PRm- PRm+/SD PD

PFI > 3 months < 3 months

AFP at salvage Normal <1000 >1000

HCG at salvage <1000 >1000

LBB salvage No Yes




Figure 2: Progression-free survival

Lorch, ASCO 2009
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Salvage-Chemotherapie bel

Cisplatin-sensitiven Patienten

SD-Salvageregime: 20-67% PFS

PEI| x 4 (nach pVB) EBM II: Miller JCO 1997
Loehrer JCO 1998 McCaffrey,
PVbl x 4 (nach PEB) JCO 1997

TIP x4 (nach PEB) EBM Il Kondagunta, JCO 2005;
Motzer, JCO 2000

HD-Salvageregime : 29-65 % PFS

EBM II-lII:

Carboplatin EtOpOSid Rodenhuis Ann Oncol 1999
Bhatia JCO 2000
CarboplatinEtoposidCyclophosphamid Motzer JCO 2000
Lorch, JCO 2007

CarboplatinEtoposidThiotepa

SD=standard dose; HD= high dose; PFS= progression free survival
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HD vs SD als Salvage therapie im ersten  Rezidiv

4 x PE(Ve)l versus 3 x PE(Ve)l + HD-CEC
J.-L. Pico, Ann Oncol 2005 I

OVERALL SURVIVAL
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Neue Strategien zur Rezidivtherapie

Gruppe A: gunstige prognostische Kriterien

> Gonadaler Primartumor

> Kompl. Ansprechen auf Primartherapie

Gruppe B: ungunstige prognostische Kriterien

> extragonadaler Primartumor

» Inkompl. Ansprechen auf Primartherapie

4

4

Taxol | 250 mg/m? 24h d1

Ifo 1,5 g/m? 1h d2-5

Cis 25 mg/m?2 1h d2-5

g Tag22 X 4 Zyklen

Ergebnisse: 46 Pat:
CR/PR 70 %
2-JOS 76 %
2-JPFS 70 %

Taxol 250 mg/m? 24h d1
Ifo 1,2 g/m? d2-4
g Tag 14 x 2 Zyklen

Carboplatin | AUC 12-32 dl
Etoposid 400 mg/m?2 d1-3 +PBSCT
g Tag 28 x 3 Zyklen

Kondagunta, JCO 2005 I

Ergebnisse: 26 /47 (55 %) CR / PR;
20/ 26 anhaltend
bei med. FU 3 Jahren

Kondagunta, JCO 2006 I
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High - dose chemotherapy for

germ cell cancers 2009?

First line: in trials only!

Second-, third-, x- line salvage chemotherapy?

Internationales Studienprotokoll mit EBM I
m— Beyer JCO 1996
Einbeziehung der neuen McCaffrey JCO 1997

Loehrer JCO 1998
prognostischen Faktoren Motzer JCO 2000
Lorch JCO 2007
Einhorn NEJM 2007

Herbert ASCO 2007

Carboplatin/ Etoposid (+/- Alkylans)
Tandem, 3x HD Chemo?
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Cisplatin refractory disease

Salvage surgery for selected patients:

NED 20 %

Wood JCO 1992
Murphy JCO 1993
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Cisplatin refractory disease

Active single agents: RR 10-30% g5 S50 L35

. . : Murphy JCO 1993
Paclitaxel, Gemcitabine

; . : EBM I
Oxa“platln1 EtOpOSId p'o' Sandler Cancer 1998

Bokemeyer JCO 1996, Motzer JCO 1994
Pont Ann Oncol 1997

Active doublets:  RR 23-46% | Einhom, Bokemeyer 3CO 1999
Miller Semin Oncol 1990

I Porcu JCO 2000, Hinton JCO 2002
Gern_ i PaCIItaXEI_ _ Kollmannsberger JCO 2002, JCO 2004
Paclitaxel + Oxaliplatin

Gem + Oxaliplatin (RR 46%, 3 CR anhaltend!)

Not active: Amsacrin, Mitoxantron, Epirubicin, Mitomycin C, Vino relbin,
Suramin, ATRA, Topotecan, Bendamustin, Temozolamid, Imatinib, Capecitabine




Therapieplanung bel

Keimzelltumoren

kurativ

risikoadaptiert
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_Cancer survivor*

- Nachsorgen nach Chemo!

Risiko - adaptiert

Therapie — adaptiert

,sicher”

Strahlenbelastungs — reduziert
Lebenslang?!

® Individualisiert:
— 8 verschiedene Nachsorge - Programme fur Keimzelltumore
— Prospektive Studie im D/ Ch/ A Hodentumor-Arbeitskreis in Planung
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