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PATIENT

ID: DEMO-2026-001 Age / Sex: 67 · Female

Diagnosis: Metastatic NSCLC Adenocarcinoma Stage: Stage IVA (T2a N3 M1b)

Specimen: CT-guided core biopsy — right lower lobe Platform: FoundationOne CDx (482-gene panel)

BIOMARKERS

PD-L1 (22C3)

<1%

TMB

4.2 mut/Mb

MSI

MSI-Stable

ACTIONABLE ALTERATIONS

EGFR L858R Actionable

Exon 21 VAF 34.2% Point mutation

Pathogenic — sensitizing

TP53 R175H

Exon 5 VAF 41.1% Point mutation

Pathogenic — co-occurring

Negative findings (selected)

ALK rearrangement — negative

ROS1 rearrangement — negative

MET exon 14 skipping — not detected

RET fusion — negative

+3 more — see source report

TREATMENT RECOMMENDATIONS — EVIDENCE-GRADED OncoKB 2026-Q1 · openFDA · FLAURA NEJM 2018

1 Osimertinib (Tagrisso®) 3rd-gen EGFR TKI Level 1 FDA-approved (2018, first-line)

EGFR exon 21 L858R sensitizing mutation. FLAURA trial: OS 38.6 mo vs. 31.8 mo for 1st-gen TKI. OncoKB Level 1 evidence; FDA-approved first-line (2018).

[C1] [C2]

Dosing: 80 mg orally once daily

2 Erlotinib + Ramucirumab 1st-gen EGFR TKI + VEGFR2 inhibitor Level 1 FDA-approved (2020, first-line)

RELAY trial: PFS 19.4 vs. 12.4 months. FDA-approved specifically for EGFR exon 19 del / L858R first-line (May 2020). Consider where osimertinib tolerability is

a concern or in TP53 co-mutated disease. [C1] [C3]

Dosing: Erlotinib 150 mg PO daily + Ramucirumab 10 mg/kg IV q14d

3 Carboplatin + Pemetrexed ± Bevacizumab Platinum doublet chemotherapy Standard-of-care FDA-approved (general NSCLC)

Standard cytotoxic regimen for EGFR TKI-ineligible patients or acquired TKI resistance. TP53 R175H co-mutation may predict earlier TKI resistance, making

platinum doublet a reasonable second-line option. Not a biomarker-specific recommendation — OncoKB evidence levels do not apply. [C1]

Dosing: Carboplatin AUC 5 + Pemetrexed 500 mg/m² IV q21d

CONTRAINDICATION — HIGH PRIORITY Checkpoint Inhibitor Monotherapy

Drugs affected: Pembrolizumab · Atezolizumab · Cemiplimab

PD-L1 TPS <1% (Dako 22C3 pharmDx). EGFR-mutant NSCLC demonstrates poor response to PD-1/PD-L1 inhibitors independent of PD-L1 expression. Concurrent

use with EGFR TKI associated with excess pulmonary toxicity (TATTON trial). Checkpoint inhibitor monotherapy not indicated. [C1] [C4]

Generated by UNMIRI GraphRAG v1.2 · 487 source pages → 2 pages · 1380ms Not for clinical use without physician review · Continue →

S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N

S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

        S
Y N

T H
E

T I C
 D

A
T A

 —

S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

        S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

        S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

        S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

        S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

        S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

C
D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

        S
Y N

T H
E

T I C
 D

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY

O
N

 O
N

LY
        S

Y N
T H

E
T I C

 D
A

T A
 —

 D
E

M
O

N
S

T R
A

T I O
N

 O
N

LY

A
T A

 —
 D

E
M

O
N

S
T R

A
T I O

N
 O

N
LY



UNMIRI
Actionable Insight Report

ID: ins_demo_8xk2mq9p

April 18, 2026 — 09:14:32 UTC

Page 2 of 2

CLINICAL TRIAL MATCH Pre-matched: landmark trial data for this patient's anticipated resistance pathway

NCT04988295 Phase III Active, not recruiting — enrollment complete; regimen informed FDA approval (2024)

MARIPOSA-2

Amivantamab + Lazertinib + Platinum-Chemotherapy vs. Platinum-Chemotherapy in EGFR-Mutant NSCLC After Osimertinib

Failure

ELIGIBILITY CRITERIA

EGFR exon 19 del or L858R confirmed

Disease progression on or after osimertinib (not yet

applicable)

Platinum-eligible (ECOG PS 0–2)

No prior platinum-based chemotherapy

PRIMARY ENDPOINT

Progression-free survival

SPONSOR

Janssen Research & Development, LLC

LOCATIONS

Enrollment closed — regimen available on FDA label for

qualifying patients at progression

Scan for full trial

information

NCT04988295

ANALYSIS METHODOLOGY

KNOWLEDGE GRAPH

Neo4j GraphRAG

Variant → Drug → Evidence Level traversal. Deterministic

templates render output; LLM is narrow-use only.

EVIDENCE SOURCES

OncoKB · ClinVar · ClinicalTrials.gov · openFDA

OncoKB 2026-Q1, ClinVar 2026-03, ClinicalTrials.gov

(nightly refresh), openFDA drug labels

DATA HANDLING

Zero-retention

Report processed in memory. No PHI persisted post-

response. US-only infrastructure.
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