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Dear Guidelines Panel,
On behalf of ProStrakan Group, I respectfully request the NCCN Breast Cancer Guidelines Panel to
review the enclosed data for the use of toremifene citrate (Fareston®) in the adjuvant management of
patients with hormone-receptor–positive breast cancer.
Specific changes: As a result of the information provided in this letter and the accompanying
documentation, we are requesting a change to the adjuvant endocrine therapy section of the guidelines
(BINV-J).
We are also requesting an expansion of the footnote in the adjuvant treatment algorithm and discussion
section to include information regarding the lack of interaction of toremifene with CYP2D6 inhibitors
such as selective serotonin reuptake inhibitors (SSRIs) and to specify that patients taking concomitant
medications that inhibit cytochrome P-450 2D6 (CYP2D6) may consider toremifene when clinically
appropriate.
FDA status: Fareston® (toremifene citrate) has not been approved in the United States for adjuvant
treatment of patients with breast cancer.
Rationale for recommended changes: The efficacy and safety of toremifene in the adjuvant setting have
been demonstrated in several published studies. Furthermore, the comparable mechanisms of action
and clinical activity of toremifene and tamoxifen have been acknowledged in several clinical studies of
the use of toremifene as an alternative to tamoxifen for adjuvant treatment of breast cancer.
Although they have similar efficacy and safety profiles, a key difference between toremifene and
tamoxifen is that they are metabolized by different hepatic enzymes, and this difference may impact
treatment decisions. In brief, toremifene is believed to be active in its parent form and is mainly
metabolized in the liver by CYP3A4 enzymes. In contrast, tamoxifen requires metabolism by CYP2D6

enzymes in order to be converted to its active metabolites. There are data demonstrating that potent
CYP2D6 inhibitors, such as certain SSRIs, may affect the metabolism of tamoxifen but not that of
toremifene.
Supporting literature: This request to amend the NCCN treatment guidelines to include toremifene as
an option for the adjuvant treatment of estrogen-receptor–positive/progesterone-receptor–positive
breast cancer is based on several key studies that are briefly described in the accompanying synopsis
(the full list of supporting articles is in the synopsis document).
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We appreciate the opportunity to provide this additional information for consideration by the NCCN
Breast Cancer Panel. If you have any questions or require additional information, please do not hesitate
to contact me at 908-375-7902 or via e-mail at deborah.braccia@prostrakan.com. Thank you for your
time and consideration.
Sincerely,
Deborah Braccia, PhD, MPA
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