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« Germline genetic testing plays an important role in cancer risk ' ” f
assessment leading to clinical interventions allowing for R NA Seq u e n CI n g a‘ OWS Or
cancer prevention, early detection, and targeted therapies?

» Use of multi-gene panel testing (MGPT) has increased, underscoring more accu rate cancer ”Sk 179 patients

6343 Patients Tested

the importance of accurate variant classification _ - ' pf(:t.ead’:y)RNA
» The addition of RNA sequencing has been reported to contribute to d d Bt
variant classification and clinical care by:? assessm e nt for I n IVI uaIS e

« Reducing the rate of variants of uncertain significance (VUS)
* Increasing diagnostic yield
 Improving the accuracy of cancer risk assessment?

undergoing MGPT. ( . )

* This study reports the impact of RNA sequencing in a high Cli‘;w;z?gzsis"gr;i:iignmt Not Siﬂiﬁ?l’.f.ﬁ;%?éf;“”‘
volume Cancer Genetics Center . iy 47 patients 132 patients
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* 6343 patients underwent MGPT at a single testing laboratory from = e sorewelline e g
2019-2023 at the Nancy & James Grosfeld Cancer Genetics Center
» Genetic testing was completed via standard DNA technology with A

: Copies of this poster obtained through Quick Response (QR) Code are for personal use only ( )
added RNA sequencing and may not be reproduced without permission from ASCO® or the author of this poster.

« Patients whose result was clinically impacted by RNA sequencing Upgraded Nosaraidon
were identified and characterized according to: m‘“‘:,"eﬁws i Likely Pathoienic to VUS
» Upgrades from non-actionable/VUS to likely pathogenic/pathogenic kst 16 patients

variants (LPV/PV) Figure 1 31(2;:22;6 2
- Downgrades from LPV/PV to non-actionable VUS " Fvidence Stiengihened :
ReS LI |tS VUS Downgrade
= RNA sequencing impacted variant interpretation in 2.8% (179/6343
patients) (Figure 1) = Reportable VUS
» Of those 179 patients, 26.3% (47 patients) had a clinically significant / Pis

reC|aSS|f|Cat|0n (Flgure 2) m Medically Significant Upgrade vadlﬂts 0' uncm‘ﬂ Slg"mcmc’ lmpact Not C“ﬂiCl"Y Significant

= 31 patients were upgraded to actionable results of LPV/PV BRCA2(7) 1) Reportable VUS
e RAD50 (1) 2) Likely Benign to Benign
= BRCA1 (1), BRCA2 (4), MSH2 (4), MSHG6 (1), PMS2 (1), ATM (5), C = Medically Signficant bowngrade 3) Likely Pathogenic to Pathogenic
HEK2 (5), RAD51C (5), CDH1 (2), PALB2 (3) (Figure 2) RADSID (8)
= 16 patients were downgraded from LPV/PV to non-actionable VUS
» BRCA2 (7), RAD50 (1), RAD51D (8) (Figure 2) References: | - - | |
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