Submitted by:
Name: Christina Rosati
Company/Organization: N/A; On Behalf of the Public
Address: Available Upon Request
Phone: Available Upon Request
Email: christinarosati@rcn.com
Date of request: February 25, 2020
NCCN Guidelines Panel: Breast Cancer Panel (August 2020)
On behalf of the public, I respectfully request the NCCN Breast Cancer Panel to review the enclosed data
for inclusion of Estrogen receptor alpha-36 (ER-α36) testing of all breast cancer tumors (initial
presentation and recurrences) in addition to current ER-α66 testing, as a prerequisite to recommendation
and/or administration of tamoxifen, in order to consider exclusion of tamoxifen from endocrine therapy in
ER-α36 positive breast cancer patients to reduce tamoxifen-mediated metastasis, with the inclusion of
ER-α36 testing to be made to all NCCN Guidelines for Breast Cancer (including but not limited to Breast
Cancer Risk Reduction Guidelines and NCCN Evidence Blocks for Breast Cancer) in each place where
reference is made to tamoxifen in such documents.
Specific Changes: Recommend ER-α36 testing of all breast cancer tumors (initial presentation and
recurrences) in addition to current ER-α66 testing, as a prerequisite to recommendation or exclusion of
tamoxifen therapy in light of potential for increased risk of metastases in ER-α36 positive breast cancer
patients.
FDA Clearance: Tamoxifen has been approved by the FDA for breast cancer.
Rationale: Multiple studies have indicated that tamoxifen “directly binds and activates ER-α36 to enhance
the stemness and metastasis of breast cancer cells”; that tamoxifen “promotes breast cancer metastasis via
activation of ER-α36”; that “ER-α36 expression increased significantly after a low dose tamoxifen
exposure in MCF-7 cell line” and that “this upregulation was previously associated with a decreased
sensitivity to tamoxifen and enhanced proliferative, migratory, and invasive abilities of breast cancer
cells”; that “experimental results provided support and explanations to clinical studies wherein a high ERα36 expression in tumors treated with tamoxifen was significantly associated with a poor prognosis and
an increased rate of metastases”; and have recommended that “tamoxifen should be excluded from
endocrine therapy in ER-α36 positive breast cancer patients to reduce tamoxifen-mediated metastasis
through ER-α36 activation” since “tamoxifen does not act as a drug for cancer treatment but serves as an
ER-α36 agonist, triggering proliferation, migration and invasion”, noting that “the majority of ER+
tumors also express high levels of ER-α36” and that ER-α36 “is expressed in about half of breast tumors,
independently of ER+/ER- status.”
The following articles, which include data from clinical studies, are submitted in support of this proposed
change.
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Sincerely,
Christina Rosati

