July 18, 2016
NCCN Guidelines Panel: Head and Neck Cancer
National Comprehensive Cancer Network
275 Commerce Dr., Suite 300
Fort Washington, PA 19034
Re: Request for Addition of technetium Tc 99m tilmanocept to the NCCN Guidelines as Radiolabeled Diagnostic
Agent for Clinically Node-Negative Squamous Cell Carcinoma of the Oral Cavity
NCCN Guidelines Panel: Head and Neck Cancers
On behalf of Navidea Biopharmaceuticals and its cancer patient recipients of technetium Tc99m tilmanocept, I
respectfully request the NCCN Head and Neck Cancers Panel to review the enclosed data for the inclusion of
technetium Tc 99m tilmanocept as a diagnostic agent for use in sentinel lymph node biopsy in early stage oral cancer,
where sentinel lymph node biopsy is recognized and cited as a treatment alternative in version V1.2016 NCCN update.
Specific Changes: In section OR-2, we respectfully request technetium Tc 99m tilmanocept injection be added as a
radiolabeled, diagnostic agent in sentinel lymph node biopsy for clinically node-negative squamous cell carcinoma of
the oral cavity.
In addition, we suggest the inclusion of the new data and associated references within the narrative section of the
Guidelines, specifically on page Surg-A 6 of 8 of version V1.2016, where the current data on Sentinel Lymph Node
Biopsy are included.
FDA Clearance: The FDA approved technetium Tc 99m tilmanocept as a “radioactive diagnostic agent indicated with or
without scintigraphic imaging for: (1) Lymphatic mapping using a handheld gamma counter to locate lymph nodes
draining a primary tumor site in patients with solid tumors for which this procedure is a component of intraoperative
management. (2) Guiding sentinel lymph node biopsy using a handheld gamma counter in patients with clinically node1
negative squamous cell carcinoma of the oral cavity, breast cancer and melanoma”.
Mechanism of Action: Technetium Tc 99m tilmanocept is the only approved, radioactive diagnostic agent for clinically
node negative squamous cell carcinoma of the oral cavity. It accumulates in lymphatic tissue as the only receptor
targeted agent that selectively binds to mannose binding receptors (CD206) located on the surface of macrophages
and dendritic cells within the sentinel lymph node(s).
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Rationale: In support of the requested changes, on June 13 2014, the FDA granted technetium Tc 99m tilmanocept
approval for “guiding sentinel lymph node biopsy with or without scintigraphic imaging in clinically node negative
1
squamous cell carcinoma of the oral cavity” based on a prospective Phase III, multicenter, non-randomized, singlearm trial (ClinicalTrials.gov identifier NCT00911326;
https://clinicaltrials.gov/ct2/show/NCT00911326?term=tilmanocept&rank=9) involving 85 patients who received
2
technetium Tc 99m tilmanocept.
Data from this phase 3 study demonstrated a false negative rate (FNR) of 2.6%, accuracy of 98.8%, negative predictive
value (NPV) of 97.8% and no serious adverse events related to technetium Tc 99m tilmanocept. These data were
published in the Annals of Surgical Oncology (Ann Surg Oncol. 2015;22:3708-3715) and in the Journal of the American

Medical Association-Otolaryngology (JAMA-Otolaryng. 2013; 139:895-902). Technetium Tc 99m tilmanocept also
showed a significantly improved FNR and NPV when compared to results of the ACOSOG Z-0360 study evaluating
3
patients with head/neck squamous cell cancer.
In addition to the institutional study of head and neck (oral squamous cell carcinoma), two additional Phase III studies
and one Phase II study were presented and published in peer-reviewed journals in support of the safety and efficacy
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of technetium Tc 99m tilmanocept in lymphatic mapping of patients with breast cancer and melanoma.
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Thank you for considering this request. Below is my information, please contact me should you have any questions
regarding the content of this letter.
Sincerely,

Michael Blue MD
US Medical Affairs
Navidea Biopharmaceuticals, Inc.
5600 Blazer Parkway, Suite 200
Dublin, OH 43017
Phone: 1-614-973-7555
Email: mblue@navidea.com

