DETECTING NTRK GENE FUSIONS

Oncogenic fusions involving neurotrophic tyrosine receptor kinase (NTRK) are oncogenic drivers
across a wide range of pediatric and adult cancer types that can be treated with targeted therapies'

® The tropomyosin receptor kinase (TRK) family contains 3 members—TRKA, TRKB, and
TRKC—and these proteins are encoded by the genes NTRKI, NTRKZ, and NTRKS3, respectively?

NTRK gene fusions are most common in rare tumors, but have also been detected less frequently in more common cancers'
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aTumor types for each prevalence block (>80%, 5% to 25%, and <5%) are organized according to their prevalence in descending order, from left to right.
The location of each tumor type on each discrete frequency block is not indicative of its absolute (ie, raw) frequency.

Prevalence of NTRK gene fusions across cancer types has been reported to he hetween ~0.2% to 100%"°

NTRK gene fusions drive cancer through The presence of NTRK gene fusions may confer a worse prognosis'
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N_TRK gene fusion testing is not routlpely incorporated !r!to Negative (N=316) Positive (N=20)°
diagnostic workups, but comprehensive molecular profiling ;
using next-generation sequencing (NGS) can identify NTRK I VTRK, ALK, or ROSI gene fusion status
gene fusion patients and support optimal patient care® sUnivariate analysis was used; "Survival data available for 20 out of 27 patients

ALK = anaplastic lymphoma kinase; Cl = confidence interval; CRC = colorectal cancer;
HR = hazard ratio; ROS1 = c-ros oncogene 1.

Incorporating NTRK gene fusion testing into diagnostic workup will help advance personalized health care for cancer patients'™'™

Example NTRK gene fusion-detection algorithm's
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*If histology is typical, then confirmation by NGS is recommended.
**Treatment may be considered concurrently with confirmatory NGS testing.

CMN = congenital mesoblastic nephroma; FISH = fluorescence in situ hybridization; IFS = infantile fibrosarcoma; G h
IHC = immunohistochemistry; MASC = mammary analogue secretory carcinoma; NSCLC = non-small cell lung carcinoma; enentec

SBC = secretory breast cancer. A Member of the Roche Group




NTRK1, 2, 3 Gene Fusions Can Be Detected Using Various Methods’

( NGS IHC FISH RT-PCR
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2RNA sequencing may be able to better detect NTRK fusion partners and the position of gene rearrangement.

"Depends on the tumor content in FFPE sections and the assay being used.

Comprehensive testing via NGS simultaneously provides information about other rare and common mutations without requiring

additional tissue?2

It is important to ensure that the selected testing method includes all 3 NTRK gene fusions (NTRK1, NTRK2, and NTRK3)

This material does not constitute medical advice. The decision to implement these practice suggestions should be made by each laboratory in conjunction with its clinical care team to
halance resources and clinical needs with the individual health care setting.

FDA = US Food and Drug Administration; FFPE = formalin-fixed paraffin-embedded; TAT = turnaround time.
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