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NCCN Guidelines Panel: Hepatobiliary Cancer

We thank the panel for adopting the 2019 SIO hepatobiliary task force
recommendations.

On behalf of the Society of Interventional Oncology, we respectfully request the NCCN
Guidelines Panel for Hepatobiliary Cancer review the enclosed recommendations:

Specific Change 1: Reorganize panel HCC E (1) (Principles of Locoregional Therapy) IIB
(Arterially directed therapies) such that radioembolization receives its own paragraph
with dosimetry recommendations, similarly provided for external beam radiation
therapy on panel E(2).

Rationale: Radioembolization is a form of radiation therapy and warrants dosimetry
recommendations present in all other forms of radiotherapy within the NCCN
guidelines.

Specific Change 2: Per the recent DOSISPHERE (NCT02582034,
https://ascopubs.org/doi/10.1200/]JC0.2017.35.4_suppl.482) randomized phase II trial
of standard vs. personalized dosimetry in advanced HCC (accepted for publication in
Lancet Gastroenterology), we recommend treatment with a tumor threshold dose if
>205 Gy if feasible. In this trial, the median overall survival was 26.7m (CI 95%:13.5-NR)
versus 6.0m (CI 95%:3.8-14.9) for patients who received a tumor dose 2205 Gy vs.
120+/-20 Gy respectively, p=0.0106, HR=0.336 (95%CI:0.154-0.735), p=0.0063. The
mean tumor size in this study was 10.5 cm and portal vein invasion was present in 70%
of patients.

Rationale: Randomized evidence in support of a survival benefit when utilizing a tumor
dose threshold that has been previously validated retrospectively with multiple studies
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Specific Change 3: Per the recently released multicenter retrospective Legacy Study
results, presented at CIRSE 2020
(https://programme.2020summit.cirse.org/login?redirect=%2Fcirse2020%2Fcrs%2Fy
ttrium-90-glass-microspheres-in-the-treatment-of-hepatocellular-carcinoma-the-
legacy-study), we recommend that patients with preserved liver function who are
treated with radioembolization for solitary hepatocellular carcinoma involving 2 hepatic
segments or less receive a dose of >400 Gy. The primary endpoint of this study was met
demonstrating a 72.2% objective response rate and a 76.1% duration of response of
greater than 6 months. We also recommend that when treating with radioembolization,
normal liver should be spared when feasible.

Rationale: Radioembolization to small volumes of liver with ablative intent has
demonstrated safety and improved efficacy over palliative lobar doses.

Specific Change 4: Modification to panel INTRA-1 to include concurrent systemic
therapy with arterial directed therapy. Per the recent MISPHEC (NCT01912053), open-
label multicenter phase II trial, we recommend the addition of gemcitiabine and
cisplatin to radioembolization for the first line treatment of unresectable intrahepatic
cholangiocarcinoma. This trial demonstrated and overall response rate of 56%, a
median progression free survival of 6 months, and an overall survival of 22 months.
Patients who were downstaged to resection (n=9, 22%) demonstrated a postoperative
24-month PFS and OS of 66.7% and 88.9%, respectively. Adverse events were
predominantly confined to patients with cirrhosis and bilobar disease.

Rationale: Patients can receive both radioembolization and standard of care systemic
therapy for the first line treatment of unresectable intrahepatic cholangiocarinoma.
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Specific Change 5: Revise section IIC of panel HCC E(2) to state “external beam
radiation therapy” rather than “radiation therapy.”

Rationale: Similar to changes that were made to HCC panels 4,5, and 6, panel E(2) should
specify that recommendations are for external beam radiation therapy.

Thank you for your consideration of these recommendations.
Sincerely,
Gregory Nadolski, MD

Sid Padia, MD
Beau Toskich, MD





