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Case

78 year-old female with newly diagnosed adenocarcinoma of the right lung. The patient completed a CTA of the
chest May 2021 which depicted a pulmonary embolism. Additionally, she was found to have a enlarging right upper
lobe mass with accompanying right middle lobe mass and right hilar lymphadenopathy. In July 2021, she underwent
a bronchoscopy with bronchoalveolar lavage with biopsy at N2 level (4R, 7, N1 and 11).

Pathology revealed rare cluster of poorly differentiated adenocarcinoma most compatible with a lung primary. IHC
revealed that the tumor was CK7, TTF-1 and Napsin A positive, while negative for CK20, synaptophysin, PAXS,
GATA3, CDX2 and p40. The patient had additional imaging completed including a brain MRI (negative) and PET scan
which showed stage IV disease with FDG avid activity in the right rib.

TMP from lung biopsy: QNS, insufficient tissue. PD-L1 <1%
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PET Scan
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Tissue Biopsy 07/2021 Liquid Biopsy 07/2021

Summary of Detected Somatic Alterations, Immunotherapy Biomarkers & Associated Treatment Options

KEY @ Approved inindication £ Appravad in other indication (®) Lack of razponss

PD-L1 EXPRESSION

Detected Alteration(s) / Associated FDA-approved Clinical trial availability % cfDNA or
Nega tive Biomarker(s) theraples {sea paged) Amplification
KRAS G12C g Sotorasib o Yes 21%
Tumor Proportion Score (TPS) fi) Binmetnio
<1% ATM Raumé @ Niraparib, Olaparib, Rucaparib, Yes . 2,0%
Talazoparib
Combined Positive Score (CPS) Variants of Uncertain Sigrificance
KIT PA44T (0.7%), MAP2K2 G153fs (0.3%)
<1 The functional consequances and clinical significance of alterations are unknown. Relevance of tharapies targeting these alterations is uncertaln.
Synonymous Alterations

BRCAZ V1495V {1.9%) .
This sequence change doss not alter tha amino acid at this pesition and is unlikely to be a therapeutlc target, Clinical corralation is advised,

Additional Biomarkers
Biomarker Additional Detalls

Tumer Mutational Burden (TMB)  11.48 mut/MB

MSI-High NOT DETECTED

Alterations ar blomarkers that were "NOT DETECTED" have been excluded from the summary table above.

W evaluated this sample for 83 genes, including the following guideline-recommended genes for NSCLC
EGFR(T750M and ather) ‘ ALK ‘ ROS1 H BRAF ” MET H ERBBZ(HERZ) |['HH H NTRK ’
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Treatment

The patient was started on treatment with carboplatin, pemetrexed and

pembrolizumab (4 cycles) followed by maintenance pemetrexed and pembrolizumab (6
cycles).

In January 2022, the patient underwent PET scan which showed progression of disease.
A tissue biopsy was ordered but unable to be completed due to the patient not being

able to stay stationary due to severe back pain. Subsequently, she underwent palliative
radiation to L-4.

The patient was placed on sotorasib 960 mg/day based on prior liquid biopsy results.
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Clinical Course

The patient experienced adverse effects with sotorasib and it was dosage was
decreased from 960 mg/day to 240 mg/day.

After 2 months of therapy, the patient’s cfDNA was evaluated and showed a 100%
decrease.

Response Interpretation cfDNA Change

: Detected Alteration(s) / .
Decreasing’ © 100.0% Biomarkers) (=) % cfDNA or Amp Alteration Trend
2050 Cancer Ddcvery: Pak, B K. of 8 2030 N Eng! 3. Med: Thompson ot sk, 2031 JCO Frociaion Gcoiay). The chnical Sanificance of oA dacreases of st
ninawn
MAP2K2 G153fs ND —
3% 08
et 2am 25w o T pasaT \D
0.7% 0r% ND
ATM R3008C ND e
2% 1.5%
BRCA2 V1495V ND ——— W
JUL-19-2021 JAN-27-2022 m 1.8% 1.6%
Detected Alteration(s) / . r it i
Blomamerts) % cfDNA or Amp Alteration Trend ?&Lﬁﬁ?&’iﬁﬁd%ﬁﬁﬁ traction (% CIONA) detected in this sample, listed in descending order.

— Additional Biomarkers

CHEK2 E239Q
I Biomarker Additional Details
RAS G12 —— W

2% 2.5%

MSI-High NOT DETECTED
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Clinical Course

The patient remained on sotorasib 240 mg daily until mid June 2021 when she was
found to have progression of disease on CT scan.

A repeat liquid biopsy and lung biopsy was ordered.



MEMORIAL HEALTHCARE SYSTEM

Imaging June 2022
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Liguid and Lung Biopsy Results

Lung Biopsy 06/28/2022 — core needle biopsy of the right lower lobe of the lung
showed infiltrating moderately differentiated bronchogenic adenocarcinoma. The
tumor cells were negative for CK20 and p63, but positive for CK7 and TTF-1.

Liquid biopsy 06/21/2022 (see below)

Highest Ve

Detectad Altsration(s) / % cfDNA or Amp Aheration Trend

/\ Biomarker(s)
e — BRCAZ V1485V ND T
10% 14N
192021 J— P — P — P e |
Detected Alteration(s) ERBEZ VTTIL ND P S
ration
lom: ris) %% cfDMA or Amp Alteration Trend o] [Fs) [a) 0 HO
Tha Labli abdree annomies the waran alek Tecton [ ciDA) dewcied in his sampla, kied in descending ondar.
AR AITZA — e & Baa definiticns seciion for more datal
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KRAS L N
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Results with Therapy Associations

BIOMARKER

Pathogenic Variant

ERBEZ (Her2/Mewu) S LiA-Twmor Exan 20| pNTT7L F ado-trastuzumab emtansineg { T-DM1) Lewal 3
alectiniby, ceritinib, crizotinib, lorlatinib Leweal 1
IHC Pratein Megative |0
ALK brigatinib Lewvel 2
lectinib, brigatinib, ceritinib, erizatinib,
Seq RMA-Turnor Fusion Mot Detected , EL_I.m. MRS, EETRITEL,, crizotn Lewel 2
larlatinit
BRAF Seq DMA-Tumor  Mutation Not Detected ool D s ] Level 2
therapy, vernurafenib
EGFR Senq DMA-Tumor Mutatian Mot Detected - erlotinib, gefitinib Lewvel 2
KRAS Sen DhA-Tumor Mutation Mot Detected sotorasit Lewal 2
RET S RMA-Turnor Fusion Mot Detected pralsetinib, selpercatiniby Lewel 2
RO51 Sex R A=Turmor Fusion Mot Detacted ceritinib, crizatiniby, entrectinib, lorlatinib Lewal 2
. Amplification Mot
CMA-Seq  DMA-Tumor Ditactad
MET crizotiniby Lawval 3
Wariant Transcript Mot
bt RMA-T
= amet Detected

Biomarker reparting classification: Level 1 - Companion diagnostic (COw); Lewel 2 - Strong evidence of clinical significance or is endorsed by standard clinical guidelines;
Lewel 3 — Potential clinical significance. Bolded bensfit therapies, if presant, highlight the maost clinically significant findings.
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Clinical Course

A tumor mutational profile and liquid biopsy yielded the same genomic abnormality:
ERBB2 V777L. The patient was started on fam-trastuzumab deruxtecan at 5.4 mg/kg
August 2022. v B

el |
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Detected Alteration(s) /

Biomarker(s) % cfDNA or Amp Alteration Trend
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The patient is doing well
and is currently on
treatment with fam-
trastuzumab deruxtecan
without any
complications.
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September 12, 2022;
on trastuzumab deruxtecan

December 15, 2022;
on trastuzumab deruxtecan
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