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Differential expression of PD-L1 and immune biomarkers by age: Decreased expression in pediatric/AYA patients with
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BACKGROUND RESULTS

®  Programmed death-1 (PD-1) and programmed death ligand-1 (PD-L1) inhibitors
have been approved across a wide spectrum of cancer types

Table 1. Distribution of histologies included in the current analysis with accompanying age/gender distribution and Figure 2. CTLA4 status by age.

PD-L1/TMB data.
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®  Whole transcriptomic sequencing (RNA-Seq; ~200x106 reads/tumor) was
performed across 1,467 unselected clinical cases (NantHealth; Culver City, . o _
CA), with breast, colon, lung and sarcoma reflecting the most common tumor Figure 1. Distribution of patients by age. Figure 2. PD-L1 status by age.

types assessed KEY FINDINGS

Younger patients (age < 24) with advanced cancer appear to have lower

® Toreflect the extremes of age, patients age < 25 and > 80 were compared to 200 1 o ] levels of CTLA4 and PD-L1 expression
the remainder of the cohort _ : ® No significant differences were found in expression of LAG3, TIM3, TIGIT
: and other immune checkpoint markers (data not shown)
® PD-L1 expression was compared across these age-based.subsets, along with ] N ° Exploratory analyses of TMB showed no difference across age-based
CTLA4, TIGIT, FOXP3, LAG3, 0OX40, TIM3 and IDO expression i £ Q

: » . subsets (data not shown)

CONCLUSIONS

In pediatric and adolescent and young adult (AYA) patients, lower
expression of multiple immune checkpoint molecules may have
implications for drug development. In particular, combination
strategies with non-immunotherapeutic approaches may prove
optimal. A slight but opposing trend was seen in octagenarians and
nonagenarians in our cohort.

® Putative markers of ICl resistance (e.g, VEGF-A/B/C) were also explored
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¢ Tumor mutational burden (TMB; defined as total number of somatic-specifc
exonic nonsynonymous mutations) was characterized in each subset
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PATIENT CHARACTERISTICS . : '

® Median age of the cohort was 59 (range, 2-97)
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