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TMB como biomarcador.
éListo para su uso?

Federico Rojo
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Panel testing or single gene testing: is there an optimal
approach?

Reinhard Buettner. University Hospital and Center for Integrated Oncology, Cologne
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Systemic therapy of NSCLC is increasingly molecularly guided

NSCLC stage IlIB, IV

Non-squamous cell carcinoma Squamous cell carcinoma
ROS1 BRAF

PD-L1 (tumor cells) -
ca.2% V600 TMB high
ca.15%
Erlotinib Alec- Crizo- Dabrafenib r PDL1 > 50% PDL1 -/ < 50% PDL1> 1%
Gefitinib tinib tinib + Trametinib | Pembro +/-CTX Pembro + CTX Pembro +/-CTX
Afatinib ' I Not yet approved

l Resistance mutations

MET, RET, HER2, NTRK,
KRAS-G12C

Osimer- |
tinib

Lorlatinib
Brigatinib

> targeted therapy

.....

Chemotherapy || Nivolumab: PD-L1 independent
i | Pembrolizumab: only PD-L1 +
Durvalumab

‘ Atezolizumab: PD-L1 independent
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Mutect2-Pipeline

il

¢

Alignment (bwa)
v

Umi-read grouping/deduplication (fg-bio)
v

Realignment of all readgroups (bwa)
v

Variant calling (GATK Mutect2)
v

Blacklist

Panel of normals
(pon)

Annotation (snpEFF; COSMIC)
A

EXAC_non_TCGA
pop.-freq. 2 0.01%

| Filtering (Annotation, coverage, AF tumor, quality, ratio AF tumor vs. AF pon) *
\ /
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2000 TMB panel comparison
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Are you prepared for routine TMB analysis in NSCLC?

Paul Hofman. Cote Azur University, Nice
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Factors that impact TMB: Pre-analytical conditions

Tomoe - WGS (14)
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Factors that impact TMB: Pre-analytical conditions
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TMB standardisation and harmonisation:
recommendations for consistent TMB assessment across
assays and centres

Albrecht Stenzinger, Insitute of Pathology Heidelberg
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Synonymous mutations vs. missense mutations
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Indels vs. missense mutations

approx. 10%
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CV decreases proportionally to square root of TMB level
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Separation of a tumor with TMB=20 muts/Mbp from a tumor with
TMB=5 muts/Mbp
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Spatial TMB heterogeneity: Multi-regional analysis

Overall TMB range:
0 - 52.55 mut/Mbp
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