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This Molina Clinical Policy (MCP) is intended to facilitate the Utilization Management process. Policies are not a supplementation or recommendation 
for treatment; Providers are solely responsible for the diagnosis, treatment and clinical recommendations for the Member. It expresses Molina's 
determination as to whether certain services or supplies are medically necessary, experimental, investigational, or cosmetic for purposes of 
determining appropriateness of payment. The conclusion that a particular service or supply is medically necessary does not constitute a 
representation or warranty that this service or supply is covered (e.g., will be paid for by Molina) for a particular Member. The Member's benefit plan 
determines coverage – each benefit plan defines which services are covered, which are excluded, and which are subject to dollar caps or other 
limits. Members and their Providers will need to consult the Member's benefit plan to determine if there are any exclusion(s) or other benefit 
limitations applicable to this service or supply. If there is a discrepancy between this policy and a Member's plan of benefits, the benefits plan will 
govern. In addition, coverage may be mandated by applicable legal requirements of a State, the Federal government or CMS for Medicare and 
Medicaid Members. CMS's Coverage Database can be found on the CMS website. The coverage directive(s) and criteria from an existing National 
Coverage Determination (NCD) or Local Coverage Determination (LCD) will supersede the contents of this MCP and provide the directive for all 
Medicare members. References included were accurate at the time of policy approval and publication. 1 

 
Radioactive Yttrium-90 microsphere, also known as selective internal radiation therapy (SIRT) or transarterial 
radioembolization (TARE), is a nonsurgical procedure used to treat inoperable liver cancer. There are currently 2 
commercially available beta-emitting microsphere devices, in which yttrium-90 (90Y) is incorporated: 1 device with 
microspheres made of glass (TheraSphere; BTG International Ltd.) and the other with microspheres made of resin 
(SIR-Spheres). The radioactive microspheres are delivered by a high-pressure infusion catheter that is inserted into 
the groin and threaded into the hepatic artery in order to deliver targeted internal radiation therapy directly to the 
tumor. The goal of the procedure is to irradiate and destroy the tumor(s) while sparing normal liver tissue. The 
procedure takes 30 to 60 minutes to complete and is usually performed on an outpatient basis. Patients are often 
discharged within 23 hours. The minimally invasive treatment can be used for primary and secondary liver cancer 
and may be used to downstage the cancer or to act as a bridging therapy so that resection, surgery, or 
transplantation may be done.2-8 

 
The incidence of hepatocellular carcinoma (HCC), or primary liver cancer, is increasing due to the spread of hepatitis 
virus infection. In most patients, HCC is associated with cirrhosis of the liver, and survival rates for HCC are poor. 
Patients with primary liver cancer are broadly classified into those with localized resectable, localized unresectable 
and advanced disease. Surgery is the only potentially curative treatment but only in patients with localized resectable 
disease, where the tumor is confined to a solitary mass in a portion of the liver that allows its complete surgical 
removal with a margin of normal liver, and in the absence of cirrhosis and chronic hepatitis. In patients with localized 
unresectable disease, although the cancer appears to be confined to the liver, surgical resection of the entire tumor is 
not possible due to its location within the liver or the presence of concomitant medical conditions such as cirrhosis. 
While some of these patients may be candidates for liver transplantation, limited availability of donor livers remains a 
problem. For early-stage, unresectable HCC additional treatment options include percutaneous ablation with ethanol 
injection and radiofrequency ablation. More widespread disease is treated with transarterial radioembolization 
(TARE), or combined with the injection of chemotherapeutic agents called transarterial chemoembolization (TACE); 
both methods deprive the tumor of its blood supply by blocking or embolizing the hepatic artery.2-8 

 
Radioactive Yttrium-90 Microspheres may be considered medically necessary and may be authorized when ALL 
of the following criteria are met:  
 

1. A diagnosis of ONE of the following:   
a. Primary hepatocellular carcinoma or primary intrahepatic cholangiocarcinoma with:   

o Unresectable tumor that is limited to the liver (Unresectable hepatocellular carcinoma is generally 
defined as tumors greater than 3 cm); OR 

o A bridge to transplant in Members meeting criteria for liver transplantation and ONE of the following:9 
i. No malignant portal vein thrombus; OR  
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ii. No extrahepatic disease involvement
OR 
b. Hepatic metastases with ONE of the following:

o Diffuse symptomatic metastases from a neuroendocrine tumor (carcinoid or non-carcinoid); OR
o Unresectable metastases from colorectal tumor; OR
o Liver dominant metastases

AND 

2. Systemic therapy has failed or individual is not a candidate for chemotherapy, surgical resection and/or
transarterial chemoembolization (TACE); AND

3. ONE of the following:
a. ECOG performance score of 0-2;* OR
b. Child-Pugh score A or B; AND** 

4. A life expectancy of at least 3 months.

*Note: Eastern Cooperative Oncology Group (ECOG, Zubrod, WHO) performance scale definition: 5-7

• 0 = Fully active; no performance restrictions
• 1 = Strenuous physical activity restricted; fully ambulatory and able to carry out light work
• 2 = Capable of all self-care but unable to carry out any work activities. Up and about >50 percent of waking hours
• 3 = Capable of only limited self-care; confined to bed or chair >50 percent of waking hours
• 4 = Completely disabled; cannot carry out any self-care; totally confined to bed or chair

**Note: The Child-Turcote-Pugh (CTP) score determines short-term prognosis among groups of patients awaiting liver transplantation 
and has been widely adopted for risk-stratifying patients before transplantation.5-7  

Child-Turcote-Pugh Score of Severity of Liver Disease 
Points 1 2 3 
Encephalopathy None 1 – 2 3 – 4 
Ascites Absent Slight Moderate 
Bilirubin (mg/dL) < 2 2 – 3 > 3
For PBC/PSC, Bilirubin < 4 4 – 10 > 10
Albumin (g/dL) > 3.5 2.8 – 3.5 < 2.8 
INR: International Normalized Ratio < 1.7 1.7 – 2.3 > 2.3
PT = prothrombin time (seconds prolonged) < 4 4 - 6 > 6    

The individual scores are summed and then grouped as a classification:  
• < 7 = A
• 7-9 = B
• 9 = C (forecasts a survival of less than 12 months)

Limitations and Exclusions 

Absolute contraindications include:3,4,7,10  
• Inability to catheterize the hepatic artery.
• Prior radiation therapy involving the liver.
• Technetium-99m MAA hepatic arterial perfusion scintigraphy demonstrates significant reflux to the

gastrointestinal organs that cannot be corrected by angiographic techniques such as embolization.
• Encephalopathy.
• Biliary obstruction.
• Child-Pugh C cirrhosis.

DOCUMENTATION REQUIREMENTS. Molina Healthcare reserves the right to require that additional documentation be made available as part 
of its coverage determination; quality improvement; and fraud; waste and abuse prevention processes. Documentation required may include, 
but is not limited to, patient records, test results and credentials of the provider ordering or performing a drug or service. Molina Healthcare may 
deny reimbursement or take additional appropriate action if the documentation provided does not support the initial determination that the drugs 
or services were medically necessary, not investigational or experimental, and otherwise within the scope of benefits afforded to the member, 
and/or the documentation demonstrates a pattern of billing or other practice that is inappropriate or excessive.
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There is an abundance of published literature regarding clinical outcomes of SIRT and other locally ablative 
treatments for liver tumors.  Current evidence presents favorable effects of SIRT on locoregional control of liver 
cancer, however most lack long-term follow-up data to document the duration of responses or survival after SIRT.  
Currently, only small randomized controlled trials have been published on the safety and efficacy of SIRT, while a 
growing body of lower level evidence has led to expert consensus support for a limited number of indications.  A 
summary of the most applicable literature is presented below.

There is one randomized phase 2 clinical trial published in the peer reviewed medical literature for radioactive 
yttrium-90 microspheres in the treatment of liver cancer that compare the effects of cTACE and Y90 
radioembolization in patients with HCC. Patients in the Y90 radioembolization group had significant longer median 
TTP (>26 months) than patients in the cTACE group (6.8 months).A significantly greater proportion of patients in the 
cTACE group developed diarrhea (21%) than in the Y90 group or hypoalbuminemia (58% in the cTACE group vs 4% 
in the Y90 group). Similar proportions of patients in each group had a response to therapy, marked by necrosis (74% 
in the cTACE group vs 87% in arterial chemoembolization (TACE) and microsphere embolization for treating 
unresectable hepatocellular carcinoma (HCC). Thirteen the Y90 group) (P=.433). Median survival time, censored to 
liver transplantation, was 17.7 months for the cTACE group (95% CI, 8.3 NC) vs 18.6 months for the Y90 group (95% 
CI, 7.4-32.5). This phase 2 study of patients with HCC of BCLC stages A or B, concluded that Y90 radioembolization 
to provide significantly longer TTP than cTACE. Y90 radioembolization provides better tumor control and could 
reduce dropout from transplant waitlists.12

Lobo, et al. conducted a systematic review and meta-analysis to compare TACE and TARE that included a total of 
553 patients with unresectable HCC. 284 underwent TACE and 269 underwent TARE. Median ages were 63 and 64 
years for TACE and TARE, respectively. Meta-analysis showed no statistically significant difference in survival for up 
to 4 years between the two groups. TACE required at least one day of hospital stay compared to TARE which was 
mostly an outpatient procedure. TACE had more post-treatment pain than TARE but less subjective fatigue. There 
was no difference between the two groups in the incidence of post-treatment nausea, vomiting, fever, or other 
complications. In addition, there was no difference in partial or complete response rates between the two groups. 
The authors concluded that TARE appears to be a safe alternative treatment to TACE with comparable complication 
profile and survival rates.13 

 

 

 

Ludwig, et al. performed a meta-analysis comparing conventional (c)TACE versus (90)Y-radioembolization or 
DEB-TACE for HCC treatment. Analysis revealed a 1-year overall survival benefit for DEB-TACE over (90)Y-
radioembolization (79 % vs. 54.8 %), but not for the 2-year (61 % vs. 34 %) and 3-year survival (56.4 % vs. 20.9 %). 
There was significant heterogeneity in the 2- and 3-year survival analyses. The pooled median overall survival was 
longer for DEB-TACE (22.6 vs. 14.7 months). There was no significant difference in tumour response rate. The meta 
analysis concluded that  DEB-TACE and (90)Y-radioembolization are efficacious treatments for patients suffering 
from HCC. DEB-TACE demonstrated survival benefit at 1-year compared to (90)Y-radioembolization but direct 
comparison is warranted for further evaluation.14 

 
Oladeru, et al. compared the outcomes of overall and disease specific survival (DSS) using selective internal 
radiotherapy (SIRT) versus stereotactic body radiotherapy (SBRT) to treat hepatocellular carcinoma (HCC). A total of 
189 patients with unresectable HCC were identified and used for statistical analysis, with 112 receiving SBRT and 77 
receiving SIRT. Overall and disease-specific survival was compared using multivariable cox proportional hazard 
models. After adjusting for confounding factors (age at diagnosis, gender, race, grade, stage, AFP level and type of 
surgery), there were no significant difference in overall survival (OS) [hazard ratio (HR), 0.72; 95% confidence 
interval (CI), 0.49-1.07; P=0.1077] and DSS (HR, 0.70; 95% CI, 0.46-1.05; P=0.0880) for SIRT compared to SBRT. 
However, patients with elevated AFP level were associated with higher death risk (P=0.0459) and disease specific 
death risk (P=0.0233) than those with AFP within normal limits in both treatment groups. The authors concluded the 
findings suggest both treatment approaches result in similar outcomes in overall and disease-specific survival 
benefit. Future prospective randomized trials are needed to better evaluate and compare the two radiation 
modalities, as well as other non-operative therapies used in the treatment of HCC.15

SUMMARY OF MEDICAL EVIDENCE  
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A Comparative Effectiveness Review of local therapies (e.g., ablation, embolization, and radiotherapy) for patients 
with unresectable HCC was conducted by the Blue Cross and Blue Shield Association Technology Evaluation Center 
Evidence-based Practice Center for the Agency for Healthcare Research and Quality (AHRQ). The review was done 
to report on overall survival and quality of life outcomes and adverse events. Transplant candidates were excluded 
from this review. Three prospective case series and one retrospective case series with a total of 187 participants met 
inclusion criteria for review. There were no randomized controlled trials and no comparative trials that met inclusion 
criteria. Therefore, the strength of evidence was rated as insufficient to evaluate the outcomes of interest. One study 
reported a 1-year survival rate of 75%; three studies reported a median survival range of 11 to 15 months. Quality of 
life, local recurrence, and disease progression were not reported in any of the included studies. Adverse events were 
rare and no liver failure or hepatic abscess was reported. The authors recommended studies that compare various 
embolization techniques including radioembolization.16

Xie, et al. performed a meta-analysis comparing the efficacy of transcatheter studies were included in the evaluation. 
A total of 597 patients were treated with microsphere embolization and 1,233 patients with chemoembolization. Data 
showed that microsphere embolization therapy was significantly better for longer overall survival, 1-year survival, 
longer time to progression and complete or partial response rate than that of chemoembolization treatment.17

Yang, et al. systematically reviewed the clinical efficacy and safety of the use of hepatic arterial chemoembolization, 
bland embolization and radioembolization in the treatment of unresectable neuroendocrine tumor liver metastases 
(NETLM). Response to treatment, survival outcome and toxicity were examined in 37 studies that included 1575 
patients. The authors concluded that these therapies are safe and effective in the treatment of NETLM however, 
prospective clinical trials are needed to compare the efficacy and toxicity of these treatments.18 

 

 

 

 

 

Lau, et al. systematically reviewed the role of selective internal irradiation (SIR) with yttrium-90 (90Y) microspheres 
for hepatocellular carcinoma (HCC). The evidence was limited to cohort studies and comparative studies with 
historical control. The results showed that 90Y microspheres are a safe and well-tolerated therapy for unresectable 
HCC (median survival range, 7 -21.6 months). 90Y microspheres have been reported to downstage unresectable 
HCC to allow for salvage treatments with curative intent, act as a bridging therapy before liver transplantation, and 
treat HCC with curative intent for patients who are not surgical candidates because of comorbidities. The authors 
concluded that 90Y microsphere is recommended as an option of palliative therapy for large or multifocal HCC 
without major portal vein invasion or extrahepatic spread. It can also be used for recurrent unresectable HCC, as a 
bridging therapy before liver transplantation, as a tumor downstaging treatment, and as a curative treatment for 
patients with associated comorbidities who are not candidates for surgery.19

National and Specialty Organizations 
 

 
 

The American College of Radiology (ACR) and the Society of Interventional Radiology (SIR) developed 
practice parameters for radioembolization (also referred to as selective internal radiation therapy [SIRT], transarterial 
radioembolization [TARE], and brachytherapy) with microsphere brachytherapy devices for the treatment of liver 
malignancies. According to the parameters, treatment goals of radioembolization can be palliative, curative, or serve 
as a bridge to transplantation. The goal is to achieve intrahepatic tumor control. In all cases, indications warranting 
the use of radioembolization include patients with unresectable or inoperable primary or secondary liver 
malignancies. Eligible patients should have an Eastern Cooperative Oncology Group (ECOG) performance status of 
0 or 1, a Karnofsky Performance Status (KPS) ≥ 70, and a life expectancy ≥ 3 months. The parameters recommend 
an interdisciplinary team for evaluation and management of eligible patients. Team members’ disciplines should 
include interventional radiology, radiation oncology, nuclear medicine, medical physics, radiation safety, hepatology, 
gastroenterology, medical oncology, and surgical oncology. The guidelines provide specific qualifications and 
responsibilities of each member of the interdisciplinary team as well as details of the radioembolization procedure 
and post procedure care.10,11 

 
The National Cancer Institute (NCI) published the Adult Primary Liver Cancer Treatment (PDQ®). The PDQ 
provides a summary for Providers about comprehensive, peer-reviewed, evidence-based information about the 
treatment of adult primary liver cancer. It contains information about cellular and stage classification for adults with 
primary liver cancer. Information is also included about treatment options.2 
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The National Comprehensive Cancer Network (NCCN) clinical practice guideline for hepatobiliary cancers outline 
that all hepatocellular carcinomas, regardless of their location in the liver, may be amenable to embolization 
(chemoembolization, bland embolization, radioembolization) if the arterial blood supply to the tumor may be isolated. 
General patient selection criteria for embolization procedures include unresectable/inoperable disease with tumors 
not amenable to ablation therapy only, and the absence of large-volume extrahepatic disease. Patients with 
unresectable/inoperable disease, who are eligible to undergo embolization therapy and have tumor lesions > 5 
centimeters (cm), should be considered for treatment using arterial embolic approaches. Those patients with lesions 
3–5 cm can be considered for combination therapy with ablation and arterial embolization. Bridge therapy to 
decrease tumor progression prior to liver transplant is also recommended.7 

 
None. 

 
Covered CPT Codes 
CPT  Description 
37243 Vascular embolization or occlusion, inclusive of all radiological supervision and interpretation, 

intraprocedural roadmapping, and imaging guidance necessary to complete the intervention; for 
tumors, organ ischemia, or infarction 

75854 Transcatheter therapy, embolization, any method, radiological supervision and 
interpretation 

79445  Radiopharmaceutical therapy, by intra-arterial particulate administration  
 
Covered HCPCS Codes 
HCPCS  Description 
C2616  Brachytherapy source, non-stranded, yttrium-90, per source  
S2095  Transcatheter occlusion or embolization for tumor destruction, percutaneous, any method, using 

yttrium-90 microspheres  
 
Covered ICD-10 Codes 
ICD-10 Description 
C22.0 Carcinoma malignant, hepatocellular 
C22.9 Malignant neoplasm of liver, not specified as primary or secondary 
C78.7 Secondary malignant neoplasm of liver and intrahepatic bile duct 

CODING DISCLAIMER.
 

 Codes listed in this policy are for reference purposes only and may not be all-inclusive. Deleted codes and codes which 
are not effective at the time the service is rendered may not be eligible for reimbursement. Listing of a service or device code in this policy does 
guarantee coverage. Coverage is determined by the benefit document. Molina adheres to Current Procedural Terminology (CPT®), a registered 
trademark of the American Medical Association (AMA). All CPT codes and descriptions are copyrighted by the AMA; this information is included for 
informational purposes only. Providers and facilities are expected to utilize industry standard coding practices for all submissions. When improper 
billing and coding is not followed, Molina has the right to reject/deny the claim and recover claim payment(s). Due to changing industry practices, 
Molina reserves the right to revise this policy as needed. 

 
8/11/2021 Policy reviewed, no changes, updated references. 
6/17/2020 Policy reviewed, no changes, updated references. 
6/19/2019 Policy reviewed, no changes, updated references. 
7/10/2018 Policy reviewed, no changes, updated references. 
5/9/2017 Policy reviewed, no changes. Sections updated: Exclusions, Summary of Medical Evidence, references. 
6/15/2016 Policy reviewed, no changes. 
12/16/2015  Policy reviewed, no changes. 
7/10/2014  New policy. 

SUPPLEMENTAL INFORMATION   

CODING & BILLING INFORMATION 

APPROVAL HISTORY 



       
Molina Clinical Policy 
Radioactive Yttrium-90 Microspheres for Treatment of  
Liver Cancer: Policy No. 181 
Last Approval: 8/11/2021 
Next Review Due By: August 2022 
 

Molina Healthcare, Inc. ©2021 – This document contains confidential and proprietary information of Molina Healthcare   
and cannot be reproduced, distributed, or printed without written permission from Molina Healthcare.                                             page 6 of 7  

 

Government Agencies 
 

1. Centers for Medicare and Medicaid Services (CMS). Medicare coverage database. http://www.cms.gov/mcd/search.asp. Accessed July 
16, 2021.

2. National Cancer Institute (NCI). Adult primary liver cancer treatment (PDQ®). https://www.cancer.gov/types/liver/hp/adult-liver-treatment-
pdq#_129. Published 2021. Accessed July 16, 2021. 

3. Food and Drug Administration (FDA). Premarket approval (PMA) for the SIR-Spheres (PMA no. P99006). 
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma.cfm. Accessed July 16, 2021. 

4. Food and Drug Administration (FDA). Humanitarian device exemption (HDE): TheraSphere. 
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfhde/hde.cfm?id=H980006. Accessed July 16, 2021. 

 

 
Other Evidence Based Reviews and Publications 

5. Hayes. Health technology assessment: Radioactive yttrium-90 microspheres for the treatment of primary unresectable liver cancer for 
downstaging or as a bridge to transplantation or surgery. Published September 11, 2019. Updated January 5, 2021. Accessed July 16, 
2021. Registration and login required. 

6. Hayes. Health technology assessment: Radioactive yttrium-90 microspheres for treatment of secondary liver cancer. 
https://evidence.hayesinc.com. Published March 31, 2015. Updated April 29, 2019. Archived April 30, 2020. Accessed July 16, 2021. 
Registration and login required.

7. Hayes. Comparative effectiveness review: Radioactive yttrium-90 microspheres for treatment of primary unresectable liver cancer. 
https://evidence.hayesinc.com. Published June 2019. Updated September 2020. Accessed July 16, 2021. Registration and login required. 

 

8. Kurley SA, Stuart KE, et al. Nonsurgical therapies for localized hepatocellular carcinoma: Transarterial embolization. 
http://www.uptodate.com. Updated July 15, 2021. Accessed July 16, 2021. Registration and login required. 

 
National and Specialty Organizations 

9. National Comprehensive Cancer Network (NCCN). Hepatobiliary cancer guideline. http://www.nccn.org. Published 2021. Accessed July 
16, 2021. Registration and login required. 

10. American College of Radiology (ACR). ACR-SIR Practice Parameter for Radioembolization with Microsphere Brachytherapy Device 
(RMBD) for Treatment of Liver Malignancies. https://www.acr.org/-/media/ACR/Files/Practice-Parameters/rmbd.pdf. Published 2014. 
Updated 2019. Accessed July 16, 2021. 

11. ACR–ABS–ACNM–ASTRO–SIR–SNMMI practice parameter for selective internal radiation therapy (Sirt) or radioembolization for 
treatment of liver malignancies. Brachytherapy. May-Jun 2021;20(3):497-511. doi: 10.1016/j.brachy.2021.01.006.  Published 2019. 
Accessed July 16, 2021. 
 

Peer Reviewed Publications 
12. Salem R, Gordon AC, Mouli S, et al. Y90 Radioembolization Significantly Prolongs Time to Progression Compared With 

Chemoembolization in Patients With Hepatocellular Carcinoma. Gastroenterology. 2016 Aug 26. pii: S0016-5085(16)34971-X. doi: 
10.1053/j.gastro.2016.08.029. Accessed July 16, 2021. 

13. Lobo L, Yakoub D, Picado O, et al. Unresectable hepatocellular carcinoma: radioembolization versus chemoembolization: a systematic review and 
meta-analysis. Cardiovasc Intervent Radiol. 2016 Nov;39(11):1580-1588. doi: 10.1007/s00270-016-1426-y. Accessed July 16, 2021. 

14. Ludwig JM, Zhang D, Xing M, Kim HS. Meta-analysis: Adjusted indirect comparison of drug-eluting bead transarterial chemoembolization 
versus (90)Y-radioembolization for hepatocellular carcinoma. Eur Radiol. 2017 May;27(5):2031-2041. doi: 10.1007/s00330-016-4548-3. 
Accessed July 16, 2021. 

15. Oladeru OT, Miccio JA, Yang J, et al. Conformal external beam radiation or selective internal radiation therapy-a comparison of treatment outcomes 
for hepatocellular carcinoma. J Gastrointest Oncol. 2016 Jun;7(3):433-40. doi: 10.21037/jgo.2015.10.04. Accessed July 16, 2021. 

16. Belinson S, Yang Y, Chopra R, Shankaran V, Samson D, Aronson N. AHRQ comparative effectiveness review: Local therapies for unresectable 
primary hepatocellular carcinoma. https://europepmc.org/article/nbk/nbk148535. Published May 2013. Accessed July 16, 2021. 

17. Xie F, Zang J, Guo X, et al. Comparison of transcatheter arterial chemoembolization and microsphere embolization for treatment of 
unresectable hepatocellular carcinoma: A meta-analysis. J Cancer Res Clin Oncol. 2012 Mar;138(3):455-62. doi: 10.1007/s00432-011-
1117-7. Accessed July 16, 2021. 

18. Yang TX, Chua TC, Morris DL. Radioembolization and chemoembolization for unresectable neuroendocrine liver metastases - a 
systematic review. Surg Oncol. 2012 Dec;21(4):299-308. doi: 10.1016/j.suronc.2012.07.001. Accessed July 16, 2021. 

19. Lau WY, Lai ECH, Leung TWT. Current role of selective internal irradiation with yttrium-90 microspheres in the management of 
hepatocellular carcinoma: A systematic review. Int J Radiat Oncol Biol Phys. 2011 Oct 1;81(2):460-7. doi: 10.1016/j.ijrobp.2010.06.010. 
Accessed July 16, 2021. 

 
Other Peer Reviewed and National Organization Publications (used in the development of this policy)   

20. Abdel-Rahman OM, Elsayed Z. Yttrium-90 microsphere radioembolisation for unresectable hepatocellular carcinoma. Cochrane Database 
Syst Rev. 2016 Feb 16;2:CD011313. doi: 10.1002/14651858.CD011313.pub2. Accessed July 16, 2021. 

21. de la Torre MA, Buades-Mateu J, et al. A comparison of survival in patients with hepatocellular carcinoma and portal vein invasion treated 
by radioembolization or sorafenib. Liver Int. 2016 Aug;36(8):1206-12. doi: 10.1111/liv.13098. Accessed July 16, 2021. 

22. Ettorre GM, Levi Sandri GB, Laurenzi A, et al. Yttrium-90 radioembolization for hepatocellular carcinoma prior to liver transplantation. 
World J Surg. 2017 Jan;41(1):241-249. doi: 10.1007/s00268-016-3682-z. Accessed July 16, 2021. 

23. Facciorusso A, Serviddio G, Muscatiello N. Transarterial radioembolization vs chemoembolization for hepatocarcinoma patients: A 
systematic review and meta-analysis. World J Hepatol. 2016 Jun 28;8(18):770-8. doi: 10.4254/wjh.v8.i18.770. Accessed July 16, 2021. 

REFERENCES     

http://www.cms.gov/mcd/search.asp
https://www.cancer.gov/types/liver/hp/adult-liver-treatment-pdq#_129
https://www.cancer.gov/types/liver/hp/adult-liver-treatment-pdq#_129
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma.cfm
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfhde/hde.cfm?id=H980006
https://evidence.hayesinc.com
https://evidence.hayesinc.com
http://www.uptodate.com
http://www.nccn.org
https://www.acr.org/-/media/ACR/Files/Practice-Parameters/rmbd.pdf
https://europepmc.org/article/nbk/nbk148535


       
Molina Clinical Policy 
Radioactive Yttrium-90 Microspheres for Treatment of  
Liver Cancer: Policy No. 181 
Last Approval: 8/11/2021 
Next Review Due By: August 2022 
 

   
                                            page 7 of 7  

Molina Healthcare, Inc. ©2021 – This document contains confidential and proprietary information of Molina Healthcare
and cannot be reproduced, distributed, or printed without written permission from Molina Healthcare. 

24. Gramenzi A, Golfieri R, Mosconi C, et al. Yttrium-90 radioembolization vs sorafenib for intermediate-locally advanced hepatocellular 
carcinoma: a cohort study with propensity score analysis. Liver Int. 2015 Mar;35(3):1036-47. doi: 10.1111/liv.12574. Accessed July 16, 
2021. 

25. Hickey R, Lewandowski RJ, Prudhomme T, et al. Y90 radioembolization of colorectal hepatic metastases using glass microspheres: 
Safety and survival outcomes from a 531-patient multicenter study. J Nucl Med. 2016 May;57(5):665-71. doi: 10.2967/jnumed.115.166082. 
Accessed July 16, 2021. 

26. Kennedy AS, Ball D, Cohen SJ, et al. Multicenter evaluation of the safety and efficacy of radioembolization in patients with unresectable 
colorectal liver metastases selected as candidates for (90)Y resin microspheres. J Gastrointest Oncol. 2015 Apr;6(2):134-42. doi: 
10.3978/j.issn.2078-6891.2014.109. Accessed July 16, 2021. 

27. Rayar M, Sulpice L, Edeline J, et al. Intra-arterial yttrium-90 radioembolization combined with systemic chemotherapy is a promising 
method for downstaging unresectable huge intrahepatic cholangiocarcinoma to surgical treatment. Ann Surg Oncol. 2015 Sep;22(9):3102-
8. doi: 10.1245/s10434-014-4365-3. Accessed July 16, 2021. 

28. Kennedy A, Cohn M, Coldwell DM, et al. Updated survival outcomes and analysis of long-term survivors from the MORE study on safety 
and efficacy of radioembolization in patients with unresectable colorectal cancer liver metastases. J Gastrointest Oncol. 2017 
Aug;8(4):614-624. doi: 10.21037/jgo.2017.03.10. Accessed July 16, 2021. 

29. Pardo F, Sangro B, Lee RC, et al. The Post-SIR-Spheres Surgery Study (P4S): Retrospective analysis of safety following hepatic 
resection or transplantation in patients previously treated with selective internal radiation therapy with yttrium-90 resin microspheres. Ann 
Surg Oncol. 2017 Sep;24(9):2465-2473. doi: 10.1245/s10434-017-5950-z. Accessed July 16, 2021. 

30. Katsanos K, Kitrou P, et al. Comparative effectiveness of different transarterial embolization therapies alone or in combination with local 
ablative or adjuvant systemic treatments for unresectable hepatocellular carcinoma: A network meta-analysis of randomized controlled 
trials. PLoS One. 2017 Sep 21;12(9):e0184597. doi: 10.1371/journal.pone.0184597. Accessed July 16, 2021. 

31. Bester L, Meteling B, Pocock N, et al. Radioembolization versus standard care of hepatic metastases: comparative retrospective cohort 
study of survival outcomes and adverse events in salvage patients. J Vasc Interv Radiol. 2012 Jan;23(1):96-105. doi: 
10.1016/j.jvir.2011.09.028. Accessed July 16, 2021. 

32. Kooby DA, Egnatashvili V, Srinivasan S, et al. Comparison of yttrium-90 radioembolization and transcatheter arterial chemoembolization 
for the treatment of unresectable hepatocellular carcinoma. J Vasc Interv Radiol. 2010;21(2):224. 

33. Lewandowski RJ, Kulik LM, Riaz A, et al. A comparative analysis of transarterial downstaging for hepatocellular carcinoma: 
chemoembolization versus radioembolization. Am J Transplant. 2009; 9(8):1920-1928. 

34. Lewandowski RJ, Memon K, Mulcahy MF, et al. Twelve-year experience of radioembolization for colorectal hepatic metastases in 214 
patients: survival by era and chemotherapy. Eur J Nucl Med Mol Imaging. 2014; 41(10):1861-1869. 

35. Salem R, Lewandowski RJ, Mulcahy MF, Riaz A, et al. Radioembolization for hepatocellular carcinoma using Yttrium-90 microspheres: a 
comprehensive report of long-term outcomes. Gastroenterology. 2010;138(1):52. 

36. Sangro B, Carpanese L, Cianni R, et al.; European Network on Radioembolization with Yttrium-90 Resin Microspheres (ENRY). Survival 
after yttrium-90 resin microsphere radioembolization of hepatocellular carcinoma across Barcelona clinic liver cancer stages: a European 
evaluation. Hepatology. 2011; 54(3):868-878. 

37. Vente MA, Wondergem M, van der Tweel I, et al. Yttrium-90 microsphere radioembolization for the treatment of liver malignancies: a 
structured meta-analysis. Eur Radiol. 2009; 19(4):951-959. 

38. Vouche M, Habib A, Ward TJ, et al. Unresectable solitary hepatocellular carcinoma not amenable to radiofrequency ablation: multicenter 
radiology-pathology correlation and survival of radiation segmentectomy. Hepatology. 2014; 60(1):192-201. 

 
Reserved for State specific information (to be provided by the individual States, not Corporate). Information 
includes, but is not limited to, State contract language, Medicaid criteria and other mandated criteria. 

 

APPENDIX 





Accessibility Report





		Filename: 

		RadioactiveMicrospheresforLiverCancer_1-4.pdf









		Report created by: 

		



		Organization: 

		







[Enter personal and organization information through the Preferences > Identity dialog.]



Summary



The checker found no problems in this document.





		Needs manual check: 0



		Passed manually: 3



		Failed manually: 0



		Skipped: 2



		Passed: 27



		Failed: 0







Detailed Report





		Document





		Rule Name		Status		Description



		Accessibility permission flag		Passed		Accessibility permission flag must be set



		Image-only PDF		Passed		Document is not image-only PDF



		Tagged PDF		Passed		Document is tagged PDF



		Logical Reading Order		Passed manually		Document structure provides a logical reading order



		Primary language		Passed		Text language is specified



		Title		Passed		Document title is showing in title bar



		Bookmarks		Passed		Bookmarks are present in large documents



		Color contrast		Passed manually		Document has appropriate color contrast



		Page Content





		Rule Name		Status		Description



		Tagged content		Passed		All page content is tagged



		Tagged annotations		Passed		All annotations are tagged



		Tab order		Passed		Tab order is consistent with structure order



		Character encoding		Skipped		Reliable character encoding is provided



		Tagged multimedia		Passed		All multimedia objects are tagged



		Screen flicker		Passed		Page will not cause screen flicker



		Scripts		Passed		No inaccessible scripts



		Timed responses		Passed		Page does not require timed responses



		Navigation links		Passed manually		Navigation links are not repetitive



		Forms





		Rule Name		Status		Description



		Tagged form fields		Passed		All form fields are tagged



		Field descriptions		Passed		All form fields have description



		Alternate Text





		Rule Name		Status		Description



		Figures alternate text		Passed		Figures require alternate text



		Nested alternate text		Passed		Alternate text that will never be read



		Associated with content		Passed		Alternate text must be associated with some content



		Hides annotation		Passed		Alternate text should not hide annotation



		Other elements alternate text		Passed		Other elements that require alternate text



		Tables





		Rule Name		Status		Description



		Rows		Passed		TR must be a child of Table, THead, TBody, or TFoot



		TH and TD		Passed		TH and TD must be children of TR



		Headers		Skipped		Tables should have headers



		Regularity		Passed		Tables must contain the same number of columns in each row and rows in each column



		Summary		Passed		Tables must have a summary



		Lists





		Rule Name		Status		Description



		List items		Passed		LI must be a child of L



		Lbl and LBody		Passed		Lbl and LBody must be children of LI



		Headings





		Rule Name		Status		Description



		Appropriate nesting		Passed		Appropriate nesting










Back to Top



