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DISCLAIMER

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.

OVERVIEW

Prostate cancer is the most prevalent cancer among males, with an estimated 3.3 million men in the United States
living with this cancer as of 2020 (NCI date unknown). A range of treatment approaches, including as radical
prostatectomy, radiation therapy, and close observation, are standardized by national guidelines (NCCN 2023).
Surgical procedures, chemotherapy, cryosurgery, and radiation therapy are among the available treatments for
prostate cancer. Radiotherapy is an effective treatment for localized and locally advanced prostate cancer. It can be
administered internally as brachytherapy, or externally as external beam radiotherapy (EBRT). Brachytherapy, also
known as internal radiation, can be delivered at either a low or high dose rate, with low dose rates used alone or in
conjunction with EBRT. EBRT to treat localized prostate cancer are commonly delivered using image-guided conformal
radiation therapy, stereotactic body radiotherapy, or intensity modulated radiation therapy and image-guided radiation
therapy. Studies indicate that EBRT is highly effective for patients with localized disease, and that increasing the
dosage improves biochemical control in patients at intermediate risk; however, increasing the dose may also increase
the risk of urinary and gastrointestinal toxicity.

The position of the prostate gland enhances its susceptibility to clinically significant problems from radiation toxicity
and is therefore a dose-limiting factor in prostate radiation dose escalation. The establishment of a safety space margin
of 4 to 10 millimeters between the prostate and rectum is thought to reduce the risk of rectal toxicity during prostate
radiation therapy (Pinkawa 2015). To shield the anterior rectum from radiation, rectal spacers may be placed between
the prostate and rectum; however, while the use of rectal displacement devices has increased in recent years, the
standard of care for prostate cancer radiation therapy remains to provide treatment without a spacer. Medical
interventions for the treatment of rectal toxicity secondary to radiation therapy for the treatment of prostate cancer may
include anti-inflammatory drugs, antidiarrheal agents, laxatives, polypectomy, sclerotherapy, endoscopic coagulation
of hemorrhoids, and endoscopic evaluation (Hayes 2023).

The SpaceOAR System is single-use absorbable perirectal spacer device that consists of a polyethylene glycol
powder, buffer solution, and specialized tools for mixing and implantation. The mixture forms a synthetic hydrogel
spacer intended to protect the anterior rectum during prostate irradiation by temporarily pushing the rectum away from
the prostate to reduce the radiation dose delivered to the anterior rectum and reduce rectal complications related to
radiation therapy. The radiation oncologist inserts the hydrogel mixture between the rectum and the prostate using
transrectal ultrasound guidance, where it remains intact for the duration of the patient's radiation therapy (about three
months), after which it is absorbed by the body and eliminated via urine. The device has no intended effect on prostate
cancer therapy, other than to protect the rectum. Potential complications that may be associated with the use of the
SpaceOAR system include, but are not limited to pain and discomfort associated with SpaceOAR or hydrogel injection;
needle penetration and/or injection of the hydrogel into the bladder, prostate, rectal wall, rectum, or urethra; infection
or local tissue inflammatory reactions; urine retention, bleeding, rectal mucosal damage, ulcers, necrosis, constipation;
rectal urgency; injection of air, fluid or SpaceOAR hydrogel intravascularly; device functional failure or its inability to
maintain the space stability during the course of radiation therapy; prolonged or delayed procedure; and incomplete
absorption of the hydrogel.
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Regulatory Status

The SpaceOAR System (Augmenix Inx, Waltham MA) is the only FDA approved hydrogel spacer on the market. It was
approved via the Device Classification Under Section 513(f)(2)(De Novo) database on April 1, 2015 under the product
code OVB, for the indication to temporarily position the anterior rectal wall away from the prostate during radiotherapy
for prostate cancer and in creating this space it is the intent of SpaceOAR System to reduce the radiation dose
delivered to the anterior rectum. The SpaceOAR System is composed of biodegradable material and maintains space
for the entire course of prostate radiotherapy treatment and is completely absorbed by the patient’s body over time.

DuraSeal® (Covidien, Mansfield, Massachusetts) and Rectafix (Scanflex Medical AB) are two other products studied
for the same indications as the SpaceOAR System, however, neither of these products are FDA approved for this
indication.

COVERAGE POLICY

Hydrogel Spacer for Prostate Radiotherapy (e.g., SpaceOAR) to reduce rectal, gastrointestinal, and urinary toxicity
in men with prostate cancer who are receiving radiotherapy may be considered medically necessary when ALL the
following clinical criteria with documentation are met:

1. Diagnosis of localized or locally advanced prostate cancer with no lymph node involvement

2. Treatment plan includes external beam radiotherapy (including stereotactic body radiotherapy or intensity
modulated radiation therapy)

3. Prostate volume is less than 80 ml
4. Eastern Cooperative Oncology Group (ECOG) performance status < 1

5. Documentation of the following: A recent history and physical exam, and any medical progress notes related to
the medical treatment and planned surgical and radiation interventions
a.
LIMITATIONS AND EXCLUSIONS

The use of a prostate hydrogel spacer for any other indication is considered experimental, investigational, and
unproven and therefore not medically necessary.

The following conditions are considered contraindications/exclusions to the SpaceOAR System:
1. Active bleeding disorder
2. Tumor invasion into the rectum and no posterior extraprostatic extension (local tumor growth beyond the
fibromuscular pseudocapsule of the prostate gland into the periprostatic soft tissues).
3. Prior surgery or radiation for prostate cancer treatment
4. Prostate volume > 80 ml
5. T3 or T4 disease with posterior extension into the peri-rectal space

PRESCRIBER REQUIREMENTS: The procedure is performed by a board-certified urologist, radiation oncologist,
interventional radiologist or physician experienced with ultrasound-guided transperineal procedures or certified in
SpaceOAR procedures.

MONITORING PARAMETERS: Member will be monitored according to FDA-approved labeling.
QUANTITY LIMITATIONS: The prostate hydrogel spacer will be authorized for a one-time patient application.

ADMINISTRATION: The absorbable perirectal spacer is typically placed in an outpatient or ambulatory setting.
Hospital stay is not indicated for placement of the absorbable perirectal spacer.

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 rendering a drug or service. Molina Healthcare may deny
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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.

SUMMARY OF MEDICAL EVIDENCE

Multiple prospective studies on the use of SpaceOAR have demonstrated reduced radiation exposure and rectal and
gastrointestinal toxicities (Chao 2018; 2Chao 2019; -2Hedrick 2017; Juneja 2015; Pinkawa 2011; Pinkawa 2017;
Ruggieri 2015; Schorghofer 2019; Te Velde 2019; van Gysen 2014; Whalley 2016; Wilton 2017; Wu 2018).

Randomized Controlled Trials

The largest published peer-reviewed study involving the use of the SpaceOAR device was reported by Mariados et al.
(2015). This pivotal manufacturer sponsored, prospective, multicenter, single-blind, randomized, controlled trial (RCT)
involved 222 subjects (n=222) with clinical stage T1 or T2 prostate cancer who were randomized in a 2:1 fashion to
receive image-guided IMRT (79.2 Gy in 1.8-Gy fractions) either with (n=149) or without (n=73) placement of the
SpaceOAR system and were followed for 15 months.

Mariados et al. (2015) assessed 222 participants (n=222: 149 with spacer versus 73 without spacer [control]) patients
with clinical stage T1 or T2 prostate cancer (NCCN low or intermediate risk). Patients also had Gleason score of < 7,
PSA =< 20 ng/mL, Zubrod performance status 0 to 1, who were planning to undergo image guided intensity modulated
radiation therapy (IG-IMRT). For treatment planning, CT and MRI scans were performed, and this was followed by the
implantation of fiducial markers. Participants were randomly assigned to either a spacer injection or no injection: 149
patients received perirectal injection of a hydrogel between the prostate and rectum prior to IG-IMRT and 73 patients
received only fiducial markers inserted in the prostate prior to IG-IMRT. Both groups received IG-IMRT at a dosage of
79.2 Gy in 44 segments and were followed for 15 months. Throughout a 15-month period, spacer safety and its impact
on rectal irradiation, toxicity, and quality of life (QOL) were evaluated. The hydrogel placement success rate for spacer
application was 99%. There were no device-related adverse events, rectal perforations, serious bleeding, or infections
in either group, according to the authors. Overall, the rates of acute rectal adverse events were comparable across
groups, with fewer spacer patients experiencing rectal pain (p =.02). In the spacer group, there was no late rectal
toxicity greater than grade 1. At 15 months, 11.6% of spacer patients and 21.4% of control patients, respectively, had
10-point declines in bowel QOL. At 12 months, MRI scans confirmed spacer absorption. The authors concluded that
the use of spacers was well-tolerated. Increased perirectal space reduced rectal irradiation, rectal toxicity severity, and
the proportion of patients experiencing bowel QOL declines. The spacer appears to be an effective tool, with the
potential to enable advanced prostate radiation therapy protocols. The short follow-up period is a study limitation, as
the median time to late Gl grade > 2 toxicity was 17 months. The study was also limited by the exclusion of patients
with prostate volumes greater than 80 mL, those with extracapsular extension, and those who had previously
undergone radiation or surgery. Patients with extracapsular extension run the risk of pushing posterior extracapsular
disease further away from the prostate during radiation therapy, whereas patients with prior radiation or surgery may
develop perirectal scarring, limiting space creation. The use of spacers in these populations, the authors noted, should
proceed cautiously in separate clinical trials.

Hamstra et al. (2017) published a 3-year follow-up of the pivotal RCT study conducted by Mariados et al. (2015), the
single-blind phase 3 trial of IG-IMRT (n = 222). The mean follow-up period was 3 years, involving 63% of the original
cohort (46 in control group and 94 in spacer group). Those who received the hydrogel had a smaller volume of rectum
treated to volumes from V50 to V80 (P<0.0001 for all). For V50, a 54% relative reduction was found (21% vs 10% for
control vs spacer), with increasing relative reductions at higher doses. These included a 79% relative reduction in V70
(10% vs 2 % for control vs spacer) and a 96% reduction in the V80 (4% vs 0.1% for control vs spacer). No differences
were found in the dosimetry values for the bladder, bladder wall, or bladder/bladder wall within 1 or 2 cm of the prostate.
Grade 21 rectal toxicity at 3 years of follow-up was decreased by 75% in the spacer arm (control: 9%, 95% confidence
interval; spacer 2%, 95% CI). No grade =2 rectal toxicity was observed in the spacer arm (3-year rate: control, 6%;
spacer 0%). The authors reported that the benefit of a hydrogel spacer in reducing rectal dose, toxicity, and QOL
declines after IG-IMRT for prostate cancer was maintained or increased with a longer follow-up period, providing
stronger evidence for the benefit of hydrogel spacer use in prostate radiation therapy. Additional long-term outcomes
are required to determine the benefits of hydrogel spacers.
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Systematic Reviews and Meta-Analysis

Payne et al. (2021) published a meta-analysis and systematic review evaluating the clinical utility of hydrogel spacers
placed prior to stereotactic body radiation therapy in patients with localized prostate cancer. There were 11 prospective
and retrospective studies in total. The perirectal space in individuals with SpaceOAR ranged from 9.6 to 14.5 mm
across all studies, and rectal irradiation was 29% to 56% lower in those with Space OAR compared to those without.
The authors noted:
“Grade = 2 Gl toxicity complications were uncommon. In early follow-up, grade 2 Gl complications were
reported in 7.0% of patients and no early grade 3+ complications were reported. In late follow-up, the
corresponding pooled mean rates were 2.3% for grade 2 and 0.3% for grade 3 Gl toxicity.”

Armstrong et al. (2021) conducted a systematic review of 19 studies (n = 3,622; 1 RCT and 18 nonrandomized
comparative studies) of outcomes in prostate cancer patients found that SpaceOAR significantly reduced rectal
radiation dose, regardless of radiation therapy type. The device also reduced Gl and genitourinary toxicity. Only 1 of
the 19 studies was randomized (Mariados et al. 2015). The studies also showed improvements in most urinary, bowel,
and sexual QOL measurements, with increases in Expanded Prostate Cancer Index Composite Health-Related QOL
Questionnaire domains, although most were not statistically significant. Since no hypofractionation studies were
included, additional research is warranted in this area.

Ardekani et al. (2020) performed a systematic literature review on 21 studies that addressed various rectal
displacement devices during prostate external beam radiation therapy. Four of these studies focused on the effects of
hydrogel spacers. The hydrogel spacer, when compared to the endorectal balloon, significantly reduces rectal dose
and toxicity without affecting prostate immobilization. Hydrogel spacers reduced rectal dose and toxicity when
compared to endorectal balloons, but had no effect on prostate immobilization, according to the authors' findings.

Miller et al. (2020) published a manufacturer-sponsored systematic review and meta-analysis of the 7 studies (1 RCT
and 6 cohort studies) that evaluated the safety and efficacy of the absorbable perirectal spacer (APS) to prevent rectal
toxicity in patients with prostate cancer undergoing external beam radiation therapy compared with patients who did
not receive a spacer prior to prostate radiotherapy in 1100 men (n=1100). The reviewers found that perirectal hydrogel
spacer placement was associated with less rectal irradiation, fewer rectal toxic effects, and higher bowel related QOL
in long-term follow-up.
e The percentage of rectal radiation above 70 Gy was 3.5% with SpaceOAR versus 10.4% in controls.
e The spacer did not reduce the risk of early grade 2 or higher rectal toxicity, but it was associated with a reduced
risk of late grade 2 or higher rectal toxicity (1.5% vs. 5.7%; 0.06 to 0.99; p =.05).
e Mariados et al. (2015) and Pinkawa et al. (2015) were primarily responsible for these findings. The other two
studies included for this outcome (te Velde et al. 2019; Whalley et al. 2016) were imprecise and did not show
a significant reduction in rectal toxicity.
« Only two studies (Mariados et al 2015 and Pinkawa et al. 2017) reported bowel related QOL, with patients
treated with SpaceOAR reporting higher QOL.
The interpretation of these findings is limited by the small number of included studies, the majority of which were non-
randomized, and the short duration of follow-up for detecting long-term outcomes of rectal irradiation.

A Hayes Health Technology Assessment (2023) concluded that the overall body of published evidence is of low quality
and suggests some potential benefit for use of an absorbable perirectal spacer for the prevention of rectal toxicity and
improvement of quality of life in patients undergoing external beam radiation therapy for the treatment of prostate
cancer compared with no spacer. The assessment does highlight that there is substantial uncertainty regarding the
efficacy and safety of the absorbable perirectal spacer in this patient population due to conflicting results and limited
evidence for extent of the clinical benefit, comparative efficacy, and safety of the absorbable perirectal spacer relative
to other rectal displacement devices, and impact of absorbable perirectal spacer on local control. There is insufficient
evidence supporting the efficacy and safety of the absorbable perirectal spacer for use in patients with prostate cancer
undergoing proton beam therapy or low dose rate brachytherapy.

National and Specialty Guidelines

The National Comprehensive Cancer Network (NCCN) (2023) published the NCCN Clinical Practice
Guidelines in Oncology for Prostate Cancer (v 4.2023) stated “Overall, the panel believes that biocompatible and
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biodegradable perirectal spacer materials may be implanted between the prostate and rectum in patients
undergoing external radiotherapy with organ-confined prostate cancer to displace the rectum from high radiation
dose regions. Patients with obvious rectal invasion or visible T3 and posterior extension should not undergo
perirectal spacer implantation”. The guidelines noted that spacer implantation is expensive and may be
associated with rare complications such as rectum perforation and urethral damage and therefore recommend
selective use of the polyethylene glycol spacer (standard external beam radiation therapy or Hypofractionation)
when modern external beam radiation therapy localization techniques are “insufficient to improve oncologic cure
rates and/or reduce side effects due to anatomic geometry or other patient related factors, such as medication
usage and/or comorbid conditions.”

The National Institute for Health and Care Excellence (NICE) (2017) issued an Interventional Procedure
Guidance (IPG752) Biodegradable spacer insertion to reduce rectal toxicity during radiotherapy for prostate cancer
stating “Evidence on the safety and efficacy of biodegradable spacer insertion to reduce rectal toxicity during
radiotherapy for prostate cancer is limited in quality. Therefore, this procedure should only be used with special
arrangements for clinical governance, consent, and audit or research.”

The ECRI Institute Health Technology Assessment (2017) concluded that SpaceOAR hydrogel is well-tolerated,
reduces long-term, but not acute, rectal toxicity, and improves bowel QOL based on one RCT and four prospective
nonrandomized comparative studies. There was no reduction in acute rectal toxicity found. According to the report,
studies with longer term follow-up of more than five years comparing different spacers are required.

CODING & BILLING INFORMATION

CPT (Current Procedural Terminology) Code

Code Description

55874 Transperineal placement of biodegradable material, peri-prostatic, single, or multiple injection(s),
including image guidance, when performed

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 not
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.

APPROVAL HISTORY

02/14/2024 Policy reviewed. No changes to coverage criteria.
02/08/2023 New policy. IRO Peer Review. November 16, 2022. Practicing physician. Board-certified in Radiation Oncology.
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