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« 63yo female with no tobacco hx, presents to ER with R
hemiplegia.
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Case Study

63yo female with no tobacco hx, presents to ER with R
hemiplegia.

« Baseline MRI brain with dominant 3cm L parietal mass
« Baseline CT chest with L upper lobe lung mass

« 5/3/22 EBUS +pathology: adenocarcinoma, PDL1 60%,
biomarkers pending

baseline
« 5/22/22 CT chest showed spontaneous new L chylothorax
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Case Study

63yo female with no tobacco hx, presents to ER with R hemiplegia.

Baseline MRI brain with dominant 3cm L parietal mass

Baseline CT chest with L upper lobe lung mass

5/3/22 EBUS +pathology: adenocarcinoma, PDL1 60%

— 5/24/22 biomarkers ready! +EGFR exon 18 (G719C) and exon 20 (S768l)
5/22/22 CT chest showed spontaneous new L chylothorax

5/26/22 s/p LUL wedge resection and pleurodesis.

EGFR (PCH)q Positive in exon 18 for mutation, p.GTLOC: and in exon 20 for

b atien, E'E?EEI'
Plesase o8 Comoent.

Hucleotide Change: o.2Ll53565T, o.23036G>T
Amine Acid Change: p.G719C, p.8768I1

Comnment; A mizssnse mutation, p.G7190, waz detecied within exon 18 of the
EGFR gena. This mutation is correlated with responsiveness to EGEFR typo

aine xina=ze inhibicvtor therapies,

In vitro studies show thatl cells expresszing EGFR S7T6REI have sustained by

rosine pheosphorylation in responae to FGF stimuletion and reduced ubigui

tipacion in comparizon to wild-type receptor.
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Case Study

63yo female with no tobacco hx, presents to ER with R hemiplegia.
« Baseline MRI brain with dominant 3cm L parietal mass
« Baseline CT chest with L upper lobe lung mass
« 5/3/22 EBUS +pathology: adenocarcinoma, PDL1 60%
— 5/24/22 biomarkers ready! +EGFR exon 18 (G719C) and exon 20 (S768l)
« 5/22/22 CT chest showed spontaneous new L chylothorax

« 5/26/22 s/p LUL wedge resection and pleurodesis.
Sample also sent off to TEMPUS

Biomarkers: PDL-1 60%. EGFR exon 18 and 20.
GENDODMIC VARIANTS

Potentially Actionable Variant Allele Fraction

p.5/G68l Missense variant {exon 20} - GOF 15.5% =

- EGFR p.G7189C Missense variant {exon 158) - GOF 12.50%, -

Biologically Relevant

:

- TP53 p.¥234_5240del Inframe deletion - LOF 34% ¢
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Case Study

 6/10/22 Osimertinib started for

Biomarkers: PDL-1 60%. EGFR exon 18 and 20.

5/3/22 biopsy

GENOMIC VARIANTS

Potentially Actionable Variant Allele Fraction

+EGFR exon 18 (G719C) and exon 20 (S768l)
m p-576Bl Missense variant (exon 20} - GOF 15.8% ==
p.G719C Missense variant {exon 18)- GOF 12.5% ==
| Biologically Relevant
| = TP53 | p.¥234_5240del Inframe deletion - LOF J4%
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Case Stu dy Biomarkers: PDL-1 60%. EGFR exon 18 and 20. 5/3/22 b|opsy

GENOMIC VARIANTS
6/1 0/22 OSImertInlb Started for Potentially Actionable Variant Allele Fraction
+EGFR exon 18 (G719C) and exon 20 (S768l) m 57681 Missense varant (exon 20). GOF
« 6/21/22 s/p GK #1 to CNS met

« 3/30/23 s/p GK #2 to new L posterior temporal CNS
lesion il
1/1 0/24 s/p GK #3 to L frontal Iesion | = TP53 | p.¥234_5240del Inframe deletion - LOF 340 o

15.8% =

- EGFR p.GY19C Missense variant {exon 18) - GOF 12.5% ==

Biologically Relevant
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Case Stu dy Biomarkers: PDL-1 60%. EGFR exon 18 and 20. 5/3/22 b|opsy

GENOMIC VARIANTS
6/10/22 Osimertinib started for

Potentially Actionable Variant Allele Fraction
+EGFR exon 18 (G71 9C) and exon 20 (8768I) m p.57G6Bl Missense variant (exon 20) - GOF 15.8% ==
) 6/21/22 S/p GK #1 tO CNS met p.G719C Missense variant {exon 18)- GOF 12.5% ==

« 3/30/23 s/p GK #2 to new L posterior temporal CNS
lesion Il

« 1/10/24 s/p GK #3 to L frontal lesion

 1/11/24 scans showed systemic progression in
bones

Biologically Relevant

:

TP53 p.¥234_5240del Inframe deletion - LOF JAL
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Case Study

 6/10/22 Osimertinib started for
+EGFR exon 18 (G719C) and exon 20 (S768l)

« 6/21/22 s/p GK #1 to CNS met

« 3/30/23 s/p GK #2 to new L posterior temporal CNS
lesion Il

« 1/10/24 s/p GK #3 to L frontal lesion

 1/11/24 scans showed systemic progression in
bones

Biomarkers: PDL-1 60%. EGFR exon 18 and 20.

5/3/22 biopsy

GENOMIC VARIANTS

Potentially Actionable Variant Allele Fraction

m p-576Bl Missense variant (exon 20} - GOF 15.8% =
p.G719C Missense variant {exon 18)- GOF 12.5% ==
Biologically Relevant

~ TP53 p.¥234_5240del Inframe deletion - LOF 34%

—

2/2/24 ctDNA

GENOMIC VARIANTS

Potentially Actionable Variant Allele Fraction

p.G719C Missense variant (exon 18) - GOF 96% =

p.5768| Missense variant (exon 20) - GOF 9.2% =

Biologically Relevant

p.¥234_5240del Inframe deletion - LOF 1.9%
- RB1 C.137+2T=A Splice region variant - LOF 0.8%

p.G464V Missense variant - GOF 0.7%
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Case Stu dy Biomarkers: PDL-1 60%. EGFR exon 18 and 20. 5/3/22 b|opsy

GENOMIC VARIANTS
6/10/22 Osimertinib started for

Potentially Actionable Variant Allele Fraction
+EGFR exon 18 (G71 9C) and exon 20 (8768I) m p.57G6Bl Missense variant (exon 20) - GOF 15.8% ==
) 6/21/22 S/p GK #1 tO CNS met p.G719C Missense variant {exon 18)- GOF 12.5% ==

« 3/30/23 s/p GK #2 to new L posterior temporal CNS
lesion Il

« 1/10/24 s/p GK #3 to L frontal lesion

 1/11/24 scans showed systemic progression in
bones

Biologically Relevant

TP53 p.¥234_5240del Inframe deletion - LOF JAL

— i

Questions: 2/2/24 ctDNA

Potentially Actionable Variant Allele Fraction

1 - RetrospeCtlvelya any Changes to fIrSt Ilne EGFR p.G719C Missense variant (exon 18) - GOF 96% =
treatment recommendations?

EGFR p.5768| Missense variant (exon 20) - GOF 9.2% =

Biologically Relevant

2. What would you recommend now for 2"

and 3rd I|ne treatments’) TP53 p.¥234_5240del Inframe deletion - LOF 1.9% -

'I

RB1 C.137+2T=A Splice region variant - LOF 0.8%

BRAF p.G464V Missense variant - GOF 0.7%
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