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Primary Tumor Site: Breast, NOS
Specimen Site: Breast, NOS
Specimen Collected: Sep 29, 2014
Specimen Received: Nov 11, 2014
Initiation of Testing: Nov 11, 2014
Compiletion of Testing: Nov 18, 2014

Clinical History: Per the submiited documents, the patient is 2 41 year-old female with breast cancer.
Pathologic Diagnosis: Right breast lump: Grade 3 infiltrating ductai carcinoma.
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Agents associated with potential benefit or lack of benefit, as indicated above, are based on biomarker results provided in this report and are based on published
medical evidence. This evidence may have been obtained from studies performed in the cancer type present in the tested patient's sample or derived from
another tumor type. The selection of any, all, or none of the matched agents resides solely with the discretion of the treating physician. Decisions on patient
care and treatment must be based on the independent medical judgment of the treating physician, taking into consideration all available information in addition
to this report concerning the patient’s condition in accordance with the applicable standard of care.
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*The level of evidence for all references is assigned according to the Literature Level of Evidence Framework consistent with the US Preventive
Services Task Force described further in the Appendix of this report. The level of evidence reported is the highest level of evidence based on
the body of evidence, overall clinical utility, competing biomarker interactions and tumor type from which the evidence was gathered.

1 Refer to Appendix for detailed Resulf and Value information for each biomarker, including appropriate cutoffs, unit of measure, efc.
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*The level of evidence for all references is assigned according fo the Literature Level of Evidence Framework consistent with the US Preventive
Services Task Force described further in the Appendix of this report. The level of evidence reported is the highest level of evidence based on
the body of evidence, overall clinical utility, competing biomarker interactions and tumor type from which the evidence was gathered.

+ Refer to Appendix for detailed Resultand Value information for each biomarker, including appropriate cuto
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*The level of evidence for all references is assigned according to the Literature Level of Evidence Framework consistent with the US Preventive
Services Task Force described further in the Appendix of this report. The level of evidence reported is the highest level of evidence based on
the body of evidence, overall clinical utility, competing biomarker interactions and tumor type from which the evidence was gathered.

+ Refer to Appendix for detailed Resultand Value information for each biomarker. including appropriate cutoffs. unit of measure, etc.
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For a complete list of open, enrolling clinical trials visit Ml Portal to access the Clinical Trials Connector. This
highly personalized, real-time web-based service provides additional clinical trial information and enhanced searching
capabilities, including, but not limited to:

= Location: filter by geographic area

Biomarker(s): identify specific biomarkers associated with open clinical trials to choose from
= Drug(s): search for specific therapies

- Trial Sponsor: locate trials based on the organization supporting the tria(s)

Visit www.CarisMolecularintelligence.com to view all matched trials.
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TP53 R249W | 49 7 | Mutated, Pathogenic

Interpretation: A mutation was detected in TP53. This mutation has been determined to cause loss of TP53 activity and to have a possible
dominant negative effect (inhibition of wild-type TP53 activity) (Dearth et al Carcinogenesis Feb 2007).

TP53, or p53, plays a central role in modulating response to cellular stress through transcriptional regulation of genes involved in cell-
cycle arrest, DNA repair, apoptosis, and senescence. Inactivation of the p53 pathway is essential for the formation of the majority of human
tumors. Mutation in p53 (TP53) remains one of the most commonly described genetic events in human neoplasia, estimated to occur in
30-50% of all cancers. Generally, presence of a disruptive p53 mutation is associated with a poor prognosis in all types of cancers, and
diminished sensitivity to radiation and chemotherapy. In addition, various clinical frials (on www.clinicaltrials.gov) investigating agents which
target p53's downstream or upstream effectors may have clinical utility depending on the p53 status. Germiine p53 mutations are associated
with the Li-Fraumeni syndrome (LFS) which may lead to early-onset of several forms of cancer currently known to occur in the syndrome,
including sarcomas of the bone and soft tissues, carcinomas of the breast and adrenal cortex (hereditary adrenocortical carcinoma), brain
tumors and acute leukemias.
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Molecular testing of this specimen was performed after harvesting of targeted tissues with an approved manual
microdissection technique.

Candidate slides were examined under a microscope and areas containing tumor cells (and separately normal cells,
when necessary for testing) were circled.

A laboratory technician harvested targeted tissues for extraction from the marked areas using a dissection microscope.
The areas marked and extracted were microscopically reexamined on post-microdissected slides and adequacy of
microdissection was verified by a board certified Pathologist.
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