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Germ cell tumors (GCT)

* < 1% malignancies in men
* Young patients : 15-40 years old
* 95% gonadal

IGCCCG classification
in prognostic groups

NSGCT

SGCT

Metastatic germ cell
tumors represent the
most curable metastatic
cancer in males
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However...

Updated Estimates Based on Patients With
Monseminoma With Prechemotherapy IGCCCG

Original IGCCCE Survival Estimates (1997) Prognostic Groups Available
Original IGCCCG Prognostic Groups 5-Year PFS (95% CI) 5-Year 05 (95% C1) 5-Year PF5 (95% CI) 5-Year 05 {95% CIj
Good B9 (87 to 91} 92 {90 to 94) 90 {89 to 91} 96 (95 to 96)
Intermediate 75 (71 to 79) 80 {76 o B4) 78 (76 to 80} B9 (88 to 91}

Paor 41 (35 10 47) 48 (42 to 54) 54 (52 to 56) @55 @

Updated prognosis of non seminoma germ cell tumors according to IGCCCG

Risk group for 5-year PFS, 5-year OS, Recommended
NSGCT Features 1997°¢ - 2021%%  1997°¢ — 2021°%  regimen IGCCCG-2 changes
Good Absence of  B82% — 89% 86% — 95% EP x 4 or e LDH >25 x ULN identified as an adverse prognostic
NPVMs BEP x 3 marker among patients with good-risk seminoma
Good-risk divided into two cat ies: good risk
Intermediate Presence of 75% — 77% 80% & 88% BEP x 4 or * ?O risk group divided into O,Ca egf)rles good ris
with LDH <2.5 x ULN and good risk with LDH
NPVMs VIP = 4
>2.5 » ULN

Updated prognosis of seminoma germ cell tumors according to IGCCCG

... > 30% of NSGCT and > 10% of SGCT will die in the first 5 years

Gillessen et al JCO 2021
McHught et al CA J Cancer 2024
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Poor prognostic

Mediastinal tumors

Non-pulmonary visceral metastasis

"~ High levels of tumor markers




Poor prognostic

Mediastinal tumors

Non-pulmonary visceral metastasis

"~ High levels of tumor markers

Different response patterns: Cisplatine refractory and resistant tumors, late relapse
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Primary objective: To analyze advanced germ cell tumor subgroups using massive exome sequencing and
transcriptomics techniques with the intention of defining a predictive signature and identifying therapeutic
targets, including potential anti-PD-1/PD-L1 immunotherapies by exploring immune clusters.



Methodology

1. Sample collection 2. Pathology revison 3. RNA + DNA extraction
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4. mRNA library preparation & Sequencing 5. Bioinformatic processing n RNA-seq samples
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Results: Transcriptomic analyses
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Results: Global transcriptomic landscape of GCTs
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Hystologic subtypes are well distinguished by transcriptomic analysis
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Sample_Pairs
Tumor/Normal

Results: Global transcriptomic landscape of GCTs

Most paired samples that cluster together - complexity of mixed tumors




Results : Resistant vs Sensistive tumors

341 Differential Expressed Genes (FDR>0.1)

(all histologies)
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Downregulated in resistant

Upregulated in resistant
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Gene candidates already reported in other tumor types (i.e
CENPL, ACTN1, HSP60 )

Alterations in pathways related to:
a) DNA repair,

b) Methylation

c) Apoptosis

.
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Predictive gene signature in progress
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CONCLUSIONS

- Germ cell tumors are very heterogeneous with frequently mixed histologies

- Transcriptomic analysis of poor prognostic tumors results in clustering of the
different histologic subtypes

- Cisplatin resistant tumors exhibit alterations in pathways related to DNA repair,
methylation, and apoptosis.

- Aot of work to do: predictive gene signature, DNA analysis, subgroups analysis...

- Multidisciplinary teams and multicentric aproaches are necessary to improve
outcomes in rare cancers.
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19 centres

Hospital Marqués de Valdecilla, Cantabria HM Sanchinarro (CIOCC), Madrid
Hospital Arnau de Vilanova, Valencia Hospital Insular de las Palmas
Hospital 12 de Octubre, Madrid IVO, Valencia

Hospital Ramon y Cajal, Madrid ICO Hospitalet, Barcelona
Hospital Universitario de Ledn Fundacidén Jiménez Diaz, Madrid
Hospital Clinico San Carlos, Madrid Hospital Alvaro Cunqueiro, Vigo
Hospital la Fé, Valencia Hospital de Laredo, Cantabria
Hospital de La Paz, Madrid Hospital del Peset

Hospital de Txagorritxu, Vitoria

Hospital de Sierrallana, Cantabria

Hospital Sant Joan de Reus, Tarragona
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