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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.1 References included were accurate at the time of policy approval and publication. 

 
Castration-Resistant Prostate Cancer (CRPC),  previously called hormone-refractory prostate cancer, is defined 
by disease progression despite androgen depletion therapy (ADT) and may present as either a continuous rise in 
serum prostate-specific antigen (PSA) levels, the progression of pre-existing disease, and/or the appearance of new 
metastases.  ADT, either alone or in combination with chemotherapy, has been the mainstay of therapy for initial 
treatment for men with metastatic prostate cancer. Standard approaches to ADT include bilateral orchiectomy or 
medical orchiectomy using a gonadotropin releasing hormone (GnRH) agonist, which may be given alone or in 
combination with an antiandrogen (combined androgen blockade). ADT reduces circulating androgens to castration 
levels and slows the progression of the disease; however, treatment is not curative, and the majority of patients 
eventually become castrate resistant. Eventually hormone-sensitive prostate cancer (HSPC) will develop resistance 
even at low testosterone levels and become CRPC. 
 
Sipuleucel-T (Provenge) is the first therapeutic cancer vaccine. The aim of therapeutic cancer vaccines is to 
stimulate the patient's adaptive immune system against specific tumor antigens to regain control over tumor growth, 
induce regression of established tumors and eradicate minimal residual disease. Sipuleucel-T is first-in-class as it 
was created to treat prostate cancer, whereas most vaccines are developed to build immunity to prevent disease. 
This vaccine is prepared individually for each patient. The active components of Sipuleucel-T are autologous APCs 
and the protein called PAP-GM-CSF. To prepare Sipuleucel-T, peripheral blood mononuclear cells, including 
antigen-presenting cells (APCs), are extracted from the patient using leukapheresis and are incubated with the fusion 
protein of prostatic acid phosphatase (PAP; an antigen expressed in prostate cancer tissue) and granulocyte 
macrophage colony-stimulating factor (GM-CSF; an immune cell activator). The product, which now contains 
activated APCs, is then reinfused into the patient. 
 
Sipuleucel-T was approved by the FDA in 2010 for the treatment of asymptomatic or minimally symptomatic 
metastatic CRPC and remains the only FDA approved cancer vaccine to date. FDA approval was based upon the 
results of the IMPACT trial, a placebo-controlled, randomized trial in 512 patients (n=512) that are asymptomatic or 
minimally symptomatic men with metastatic CRPC (Kantoff et al. 2010). Patients were randomized 2:1 to receive 
either sipuleucel-T or placebo. The primary endpoint was time-to-disease progression. Analysis of the primary 
endpoint did not reach statistical significance. The median overall survival of patients treated with 
sipuleucel-T was 25.9 months compared to 21.45 months for patients in the control group. A survival 
probability at 36 months of 32.1% versus 23% in the sipuleucel-T and placebo arms, respectively. Sipuleucel-
T does not appear to induce disease regression or changes in PSA level or an objective disease response; 
the benefit is limited to overall survival. Currently, this treatment is only available in the US and is no longer 
available in Europe. A full course of treatment comprises 3 infusions given every two weeks for 60 minutes. The 
sipuleucel-T dose is a minimum of 50 million autologous CD54+ cells activated with PAP or GM–CSF, suspended 
in 250 mL of lactated Ringer’s solution USP, in a sealed infusion bag designated for each patient. If a dose is missed, 
an additional leukapheresis procedure is necessary to continue and complete the treatment. Adverse events (AEs) 
with sipuleucel-T were generally mild to moderate and resolved within 2 days.  

DISCLAIMER 

OVERVIEW   
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Provenge (sipuleucel-T) for the treatment of metastatic castration-resistant prostate cancer may be considered 
medically necessary when ALL of the following clinical criteria are met:   

 
1. Diagnosis of metastatic castrate-resistant (hormone-refractory) prostate cancer; AND 

 
2. Radiographic evidence of metastases beyond the primary tumor to soft tissue, lymph nodes or bone; AND 

 
3. No visceral metastases disease of liver, lung, brain, adrenal, or peritoneal; AND 

NOTE: Treatment of metastatic prostate cancer when there are metastases to the liver, lung, or brain with or 
without additional metastases will not be authorized. 

 
 Soft tissue/lymph node sites are not considered visceral metastases. Sipuleucel-T has not been 

studied in patients with visceral metastases. 
 
4. Serum testosterone level of less than 50 ng/dl; AND 

 
5. Serum PSA level of 5 ng/ml or more; AND 

 Patients in the clinical trials had castration levels of serum testosterone below 50 ng/mL and a serum 
PSA of at least 5.0 ng/mL 
 

6. Evidence of progressive disease after surgical or chemical castration (known as castrate-resistant, hormone-
refractory, or androgen-independent prostate cancer) defined by at least ONE of the following: 

a. Progressive measurable disease, as evidenced by changes in size of lymph nodes or parenchymal 
masses on physical examination or radiographic studies; OR 

b. Metastases on imaging with evidence of progression regardless of PSA levels; OR 
c. PSA progression: Progressively rising PSA defined as a PSA rise by 2 ng/ml or more above the 

nadir PSA (lowest level that the PSA drops after treatment) 
 
 Adopted from PSA Consensus Criteria showing progressive measurable disease, worsening disease 

on bone scan, or an increasing PSA 
 

AND 
7. Asymptomatic or minimally symptomatic AND no use of narcotics to manage prostate cancer-related pain. 

Prescriber submit attestation or documentation.  
MOLINA REVIEWER: Review member’s medication profile for use of narcotic drugs within the past 21 days 
 
 In the sipuleucel-T clinical trials, the population studied had radiologically confirmed mCRPC which 

was asymptomatic or minimally symptomatic. There is no data exists for its use in moderately or 
severely symptomatic patients. There is no data on the effectiveness of sipuleucel-T in men whose 
only evidence of disease is an elevated PSA or in those with symptomatic metastatic disease. Thus, 
its use is restricted to patients with slowly progressive disease, where a relatively rapid response to 
treatment is not required. In the clinical trials the term “minimally symptomatic” was defined by a lack 
of a requirement for opioid analgesic within 21 days of registration into the trial or the lack of an average 
weekly pain score of >  four on a 10-point Visual Analog Scale in the pain log used in the trial. 

 
AND 
3. ECOG performance status scores of 0 or 1  

 Reference ‘Definitions’ section for additional information on ECOG performance scores. 
 
AND 
4. Life expectancy of 6 months or greater 

COVERAGE POLICY 
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AND 
5. “Hormone refractory” prostate cancer (also known as castrate-resistant or androgen-independent) defined by 

treatment by ONE of the following. Documentation required. 
a. Surgical (bilateral orchiectomy) castration; OR 
b. At least 3 months of chemical castration: luteinizing hormone releasing hormone [LHRH] agonists or 

antagonists [LHRH agonists: i.e., leuprolide (Lupron, Viadur, Eligard), goserelin (Zoladex), triptorelin 
(Trelstar), and histrelin (Vantas); LHRH antagonist (i.e., Degarelix (Firmagon)] 

AND  
For members treated with chemical castration: serum testosterone must have been less than 50 ng/dL at 
initiation of chemical castration. Documentation required. 

 
 Medical or surgical castration is considered first-line therapy for patients with metastatic prostate cancer 

(NCCN). 
 

AND 
6. Member has NOT previously received Provenge therapy 

 
AND 
7. The following treatments were NOT given within the specified period  

a. Immunosuppressive therapy (i.e., systemic corticosteroids) have not been administered within the past 
28 days prior to initiation of leukapheresis for sipuleucel-T  

b. Chemotherapy and/or systemic therapies has not been administered within the past 3 months prior to 
initiation of leukapheresis for sipuleucel-T [i.e., abiraterone (Zytiga); apalutamide (Erleda); cabazitaxel 
(Jeytana); docetaxel (Taxotere); enzalutamide (Xtandi); ipilimumab (Yervoy); mitoxantrone 
(Novantrone); olaparib (Lynparza); pembrolizumab (Keytruda); reucaparib (Rebraca) 

Informational Note:  
 

 Immunosuppressants may diminish the therapeutic effect of Sipuleucel-T. Concurrent use with 
immunosuppressives (e.g., corticosteroids) has not been studied; may alter the efficacy and/or safety 
of sipuleucel-T. Phase III clinical trials investigating the efficacy and safety of sipuleucel‐T excluded 
patients who had received systemic glucocorticoids in the previous 28 days. Use of inhaled, intranasal, 
intra-articular, and topical steroids is acceptable, as is a short course (i.e., ≤ one day) of corticosteroids 
to prevent a reaction to the IV contrast used for CT scans. 

 Concurrent use with chemotherapy has not been studied. Phase III clinical trials investigating the 
efficacy and safety of sipuleucel‐T excluded patients who had undergone chemotherapy within the 
previous 3 months. 
 

AND 
8. Dates of planned leukapheresis and reinfusion of the Sipuleucel-T. Prescriber to determine the schedule for cell 

collection and reinfusion to submit with request.   
 The timing of cell collection in relation to Provenge infusion is critical because if the patient is unable to 

receive a scheduled infusion, an additional leukapheresis procedure will be necessary prior to continuing 
a course of treatment. 

 
CONTINUATION OF THERAPY  
Coverage of Provenge is limited to a single course of therapy consisting of three (3) infusions per member lifetime and 
may not be authorized for continuation of treatment. 
 
Repeat treatment in individuals who have received Provenge previously is not supported by compendia and not 
considered not medically necessary. 
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LIMITATIONS AND  EXCLUSIONS 
The following are considered contraindications/exclusions/discontinuations based on insufficient evidence: 

1. Known hypersensitivity to sipuleucel-T or any ingredient in the formulation; Prior intolerance or allergic 
reaction to requested medication 

2. Treatment within the previous 28 days with: external-beam radiation, surgery, or systemic therapy for 
prostate cancer (except medical or surgical castration)IMPACT Trial 

3. Treatment with any other investigational product or experimental agents 

The following are considered experimental, investigational and unproven based on insufficient evidence: 
1. Any indications other than those listed above 
2. Repeat treatment in individuals who have received Provenge (sipuleucel-T) previously is not supported by 

compendia and not considered not medically necessary. 

DURATION OF APPROVAL: 12 weeks (maximum of 3 total doses) 

PRESCRIBER REQUIREMENTS: Prescribed by, or in consultation with, a board-certified oncologist or a urologist 

AGE RESTRICTIONS: Adult men (18 years of age and older) 
Safety and efficacy have not been established in pediatric patients. 

DOSING CONSIDERATIONS: 
1. For autologous use only. Each dose contains a minimum of 50 million autologous CD54+ cells activated with 

PAP-GM-CSF (PAP linked to granulocyte-macrophage colony-stimulating factor) suspended in 250 mL of 
lactated Ringer's injection. Peripheral blood mononuclear cells are obtained via leukapheresis approximately 3 
days prior to each infusion. 

2. Administer one dose intravenously over 60 minutes approximately every 2 weeks for 3 doses 
 In controlled clinical trials, the median dosing interval between infusions was 2 weeks (range, 1 to 15 

weeks); the maximum dosing interval has not been established. There is no well-established maximum 
dose according to the prescribing information. 

3. If the patient is unable to receive a scheduled infusion, an additional leukapheresis procedure will be necessary 
prior to continuing a course of treatment. 

QUANTITY LIMITATIONS 
1. ONE (1) course of therapy per lifetime; three (3) complete doses/infusions each of which includes harvest and re-

infusion of activated leucocytes. NOTE: Administration of more than 3 complete doses is considered experimental 
and investigational. 

2. Duration of authorization: 12 weeks (maximum of 3 total doses) 

ADMINISTRATION 
1. Autologous cellular immunotherapy for prostate cancer is usually an outpatient procedure which is only eligible or 

coverage as an inpatient procedure in special circumstances including, but not limited to the presence of a co-
morbid condition that would require monitoring in a more controlled environment such as the inpatient setting. 

2. Refer to MHI Policy & Procedure (P&P): Specialty Medication Administration Site of Care Policy: MHI Pharm 11 

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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DRUG  INFORMATION 

ROUTE OF ADMINISTRATION: For intravenous (IV) infusion only 

DRUG  CLASS:  Autologous  Cellular  Immunotherapy 

FDA-APPROVED USES: Prostate cancer, metastatic 
Treatment of asymptomatic or minimally symptomatic metastatic castrate resistant (hormone-refractory) prostate 
cancer 

COMPENDIAL  APPROVED OFF-LABELED  USES:  None  

SUMMARY OF  MEDICAL  EVIDENCE 

       
  

 
 

 
  

 

 
                                             

 
       

 
 

 
    

   
 

 

 
  

 
                 

 
   

             
             
           

 
              

 
          

      
      

        
         

       
        

        
 

    
                

              
         

 
           

              
       
         

      
           

        
        

 
       

          
              

 

 

The FDA approval of sipuleucel-T was based on efficacy and safety findings from three randomized, double blinded, 
placebo controlled, multicenter phase 3 trials in asymptomatic or minimally symptomatic mCRPC with 737 patients 
(N=737 total). (Higano CS, et al. 2009; Kantoff PW, et al. 2010; Hall SJ, et al. 2011). 

In study 1 (IMPACT Trial) 512 men with asymptomatic or minimally symptomatic mCRPC and good functional status 
were randomized to receive either sipuleucel-T (n=341) or placebo (n=171) on a 2:1 basis (Kantoff, et al. 2010). The 
patients received administrations intravenously every 2 weeks, for a total of three infusions. Enrollment was restricted to 
patients with ECOG performance status scores of 0 or 1 who were asymptomatic or minimally symptomatic; patients 
with visceral metastases were excluded. Therefore, sipuleucel-T should only be considered for patients with 
asymptomatic or minimally symptomatic mCRPC. The primary end point was overall survival, analyzed by means of a 
stratified Cox regression model adjusted for baseline levels of serum prostate-specific antigen (PSA) and lactate 
dehydrogenase. In the Sipuleucel-T group, there was a relative reduction of 22% in the risk of death compared with the 
placebo group. This reduction represented a 4.1-month improvement in median survival (25.8 months in the sipuleucel-
T group vs. 21.7 months in the placebo group). The 36-month survival was 31.7% in the sipuleucel-T group versus 23.0% 
in the placebo group. The time to objective disease progression was similar in the two study groups. Sipuleucel-T is not 
associated with objective anti-tumor activity; its use is not appropriate for patients with large tumor burdens, those with 
visceral disease or with rapidly progressive disease. Immune response to the immunizing antigen were observed in 
patients who receive sipuleucel-T. Adverse events that were more frequently reported in the sipuleucel-T group than in 
the placebo group included chills, fever and headache. The authors concluded the use of sipuleucel-T prolonged overall 
survival among men with metastatic CRPC. No effect on the time to disease progression was observed. 

In a double-blind, placebo-controlled phase 3 study enrolled 127 patients were randomly assigned to receive sipuleucel-
T (n=82) or placebo (n=45) every 2 weeks for a total of 3 doses. Eligible patients had 25% or more cancer cells staining 
positive for PAP, an interval of at least 6 months since prior chemotherapy, an ECOG performance status of 0 or 1, the 
absence of pulmonary and/or visceral disease, and the absence of disease-related pain. Castrate levels of testosterone 
were documented, and androgen deprivation was continued throughout the study. Placebo consisted of autologous 
peripheral blood mononuclear cells that had not been activated. The primary end point was the time to objective disease 
progression. The secondary end point was the time to onset of disease-related pain. Survival was monitored for 3 years 
following randomization per protocol. If disease progression occurred in subjects randomized to placebo, they became 
eligible to receive open-label sipuleucel-T using a salvage protocol. At the time of data analysis, 115 of 127 patients had 
experienced objective disease progression. Median overall survival was 25.9 months for patients treated with sipuleucel-
T compared with 21.4 months for those treated with placebo. At 36 months, 34% of patients treated with sipuleucel-T 
were alive compared with 11% of placebo-treated patients. This study demonstrated a significant reduction in the risk of 
death (overall survival) with sipuleucel-T (25.9 months) versus control (placebo 21.4 months). 

A Phase 3 study enrolling 98 patients were randomized to receive sipuleucel-T (n=65) or placebo (n=33) every 2 weeks 
for 3 doses. The primary study end point was time to objective disease progression. Study enrollment was terminated 
early when the previous study did not meet its primary efficacy objectives. Survival of enrolled subjects was monitored 
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for 3 years after randomization. The time to objective disease progression did not differ between sipuleucel-T and 
placebo. At 36 months after randomization, 32% of sipuleucel-T patients and 21% of placebo patients were still alive. 

Summary 
• Patients enrolled in these clinical trials all had androgen-independent metastatic prostate cancer, were 

asymptomatic or mildly symptomatic. Inclusion criteria required radiologic evidence of metastasis, a serum 
testosterone <50 ng/dL, an expected survival of at least 3 months, and in good physical health characterized by 
ECOG performance status 0 or 1, had tumors with positive staining for prostatic acid phosphatase and did not 
require narcotics for cancer-related pain. Exclusion criteria included visceral (liver, lung, or brain) metastases, 
moderate to severe prostate cancer-related pain, and the use of narcotics. Patients being treated with a GnRH 
agonist at enrollment were continued on it during therapeutic vaccine treatment. Patients assigned to the placebo 
were allowed to cross over to sipuleucel-T if progressive disease developed. 

• Based on the FDA’s integrated analysis of these 3 trials, sipuleucel-T reduced the risk of death from any cause 
by 26.5% and extended median overall survival by 3.9 months compared with placebo. Overall survival at 36 
months was 33% in the sipuleucel-T group and 20% in the placebo group. 

• All three studies are also consistent in demonstrating that sipuleucel-T treatment does not delay time to 
measurable progression of disease. In all studies, many patients had further chemotherapy treatment at the 
discretion of their physician. The survival benefit accrues in the context of additional treatment as needed for 
symptomatic recurrence. 

• Treatment with sipuleucel-T was generally well-tolerated in all three randomized trials. Side effects were related 
to the infusion of the therapeutic vaccine, were mostly grade 1 or 2, and usually resolved within one to two days. 
(Higano CS, et al. 2009; Kantoff PW, et al. 2010; Hall SJ, et al. 2011) 

A meta-analysis performed by Yi et.al. (2016) evaluated the efficacy and safety of sipuleucel-T and androgen receptor 
directed therapies in patients with CRPC. The meta-analysis included 7 studies; 3 studies in sipuleucel-T with 737 
patients (488 patients in treatment group and 249 patients in placebo group) and 4 studies in AR-directed therapies with 
5,199 patients (3,015 patients in treatment group and 2,184 patients in placebo group). The authors concluded that 
treatment with sipuleucel-T significantly improved overall survival in patients with CRPC and was not associated with 
increased risk of adverse event of grade ≥3. However, treatment with sipuleucel-T did not improve time-to-progression 
and reduction of PSA level ≥50% was not significantly different from that with placebo. AR-directed therapies significantly 
improved overall survival in patients with CRPC and improved time-to-progression and reduction of PSA level ≥50%. 
AR-directed therapies did not increase risk of adverse event of grade ≥3 (p > 0.05). 

National and Specialty Organizations 

National Comprehensive Cancer Center (NCCN) Version 2.2021; February 17, 2021 
Therapy for castration-resistant distant metastatic (M1) disease* for asymptomatic or minimally symptomatic patients 
with performance status (ECOG performance status of 0 or 1), estimated life expectancy > 6 months, and no hepatic (or 
other visceral) metastases, if sipuleucel-T not previously received, as: 

• first-line treatment (preferred) [Category 1 recommendation] 
• second-line treatment (preferred if received after Xtandi (enzalutamide capsules), Zytiga (abiraterone acetate 

tablets), or docetaxel) [category 2A recommendation] 
*Continue ADT  to maintain castrate levels  of  serum  testosterone (<50 ng/dL)  

It is noted that Provenge has not been studied in patients with visceral metastases. 

American Urological Association (2021)
In the Advanced Prostate Cancer: AUA/ASTRO/SUO Guideline (2021), the AUA recommends the following for 
sipuleucel-T: 

• Guideline Statement 28: In mCRPC patients who are asymptomatic or minimally symptomatic, clinicians may 
offer sipuleucel-T. (Conditional Recommendation; Evidence Level: Grade B) 
Conditional Recommendations are non-directive statements used when the evidence indicates that there is no 
apparent net benefit or harm, when benefits and harms are finely balanced, or when the balance between 
benefits and risks/burden is unclear. Grade B (RCTs with some weaknesses of procedure or generalizability or 
moderately strong observational studies with consistent findings). 
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ECOG (Eastern Cooperative Oncology Group): A scale used to assess how an individual’s disease is progressing, 
determine how the disease affects the daily living abilities of the individual, and determine appropriate treatment and 
prognosis (Oken, 1982): 

• Performance Status 0: Fully active, able to carry on all pre-disease performance without restriction; no 
performance restrictions 

• 

 

 
 

Performance Status 1: Strenuous physical actively restricted; ambulatory and able to carry out work of a light or 
sedentary nature, e.g., light housework, office work 

• Performance Status 2: Ambulatory and capable of all self-care but unable to carry out any work activities. Up 
and about more than 50% of waking hours 

• Performance Status 3: Capable of only limited self-care, confined to bed or chair more than 50% of waking hours 
• Performance Status 4: Completely disabled. Cannot carry on any self-care. Totally confined to bed or chair 

 
CENTERS FOR MEDICARE & MEDICAID SERVICES (CMS) 
CMS (2011) released a national coverage determination (NCD) approving sipuleucel-T for treatment of asymptomatic or 
minimally symptomatic CRPC. Coverage for off-label indications was left to the discretion of local Medicare administrative 
contractors.  
 

 Reference: CMS. NCD for Autologous Cellular Immunotherapy Treatment (110.22). 2011. CMS NCD

 
CPT Description 
  

 
HCPCS Description 
Q2043 Sipuleucel-T, minimum of 50 million autologous CD54+ cells activated with PAP-GM-CSF, including 

leukapheresis and all other preparatory procedures, per infusion 
 
AVAILABLE DOSAGE FORMS: Each dose of Provenge is suspended in 250 mL of Lactated Ringer’s Injection, USP 
in a sealed, patient-specific infusion bag 
 
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 revised. IRO Peer Review. 6/3/2021. Practicing physician board certified in Oncology, Hematology. Notable revisions include: 

• Rewording of first 3 criteria under #2 Diagnosis/Indication; no change in intent. 
• Revision of criterion from: Bone scan progression, as evidenced by one or more new lesions or increase in size of lesions 

(not including "flare" that occurs at commencement of hormonal therapy or chemotherapy); REVISED TO: Metastases on 
imaging with evidence of progression regardless of PSA levels 

• Revision of criterion from: ‘PSA progression: Evidence of progression by two sequential rising PSA levels obtained 2-3 weeks 
apart or other evidence of disease progression, wherein the PSA measurement is a minimum of 25% greater than the 
reference value or an absolute-value increase in PSA of at least 5 ng/ml over the reference value’ REVISED TO: 
Progressively rising PSA defined as a PSA rise by 2 ng/ml or more above the nadir PSA (lowest level that the PSA drops 
after treatment) 

• Revised criteria #4 Conventional Therapy/Concurrent Therapy/Other Requirements:  
− Added specified period of within the past 3 months to chemotherapy and/or systemic therapies (‘has not been 

SUPPLEMENTAL INFORMATION   

CODING & BILLING INFORMATION 

APPROVAL HISTORY 

https://www.cms.gov/medicare-coverage-database/details/ncd-details.aspx?NCDId=344&ncdver=1&bc=AAAAgAAAAAAA&
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administered within the past 3 months prior to initiation of leukapheresis for sipuleucel-T) 
− Removed the following criteria: ‘Non-steroidal anti-androgens [e.g., abiraterone acetate (Zytiga), apalutamide (Erleada),

bicalutamide (Casodex), enzalutamide (Xtandi) flutamide, nilutamide (Nilandron)]’ and ‘Metastatic disease expected to
need radiation therapy within four months’

Q3 2020             Policy reviewed and updated, no changes in coverage criteria, updated references.  
Q3 2019   Policy revised. IRO Peer Review. 7/16/2019. Practicing Physician. Board certified in urology. 

− Policy retired in 2017 and converted to PA criteria ‘Standard Oncology Criteria.’ Provenge reviewed and developed as an
MCP for P&T in Q3 2019.

2/16/2017   Policy retired. 

Government Agency 
Centers for Medicare & Medicaid Services (CMS). 

• Medicare Coverage Database. National Coverage Determination (NCD) Search. Accessed at: CMS ; CMS NCD
• NCD for Autologous Cellular Immunotherapy Treatment (110.22). CMS

U.S. Food & Drug Administration 
• Summary Basis for Regulatory Action: Provenge (sipuleucel T). 2010; Available at: FDA Accessed May 2021.

Prescribing Information and Drug Compendia 
Provenge (sipuleucel-T) [prescribing information]. Seal Beach, CA: Dendreon Corporation; July 2017. 

Clinical Pharmacology powered by ClinicalKey. Tampa (FL): Elsevier. c2016- [cited 2016 April 4]. Available at: http://www.clinicalkey.com. 
Accessed May 2021. [via subscription] 

Drug Facts and Comparisons. Facts and Comparisons eAnswers [online]. Clinical Drug Information LLC, 2021. Available at Wolters Kluwer 
Health, Inc. Accessed May 2021. [via subscription] 

IBM Micromedex. DRUGDEX (electronic version). IBM Watson Health, Greenwood Village, Colorado, USA. Available at: 
https://www.micromedexsolutions.com/ (cited May 2021). 

Peer Reviewed Publications 
Bubley GJ, Carducci M, Dahut W, et al. Eligibility and response guidelines for phase II clinical trials in androgen independent prostate cancer: 
Recommendations from the Prostate-Specific Antigen Working Group. J Clin Oncol. 1999;17:3461-3467. 

Beer TM, Bernstein GT, Corman JM, et al. Randomized Trial of Autologous Cellular Immunotherapy With Sipuleucel-T In Androgen-Dependent 
Prostate Cancer. Clin Cancer Res, 2011, 17(13):4558-67.[PubMed 21558406] 

Higano CS, Schellhammer PF, Small EJ, et al. Integrated data from 2 randomized, double-blind, placebo-controlled, Phase 3 trials of active 
cellular immunotherapy with sipuleucel-T in advanced prostate cancer. Cancer. 2009;115(16):3670–3679. [PubMed]  

Higano CS, Burch PA, Small EJ, et al. Immunotherapy (APC8015) for androgen independent prostate cancer (AIPC): final progression and 
survival data from a second phase 3 trail [abstract]. Eur J Cancer Suppl. 2005;3(suppl 4):1. 

Kantoff PW, Higano CS, Shore ND,  et al. Sipuleucel-T immunotherapy for castration-resistant prostate cancer. N Engl J Med. 2010 Jul 29. 363 
(5):411-22. Available at: Link. Accessed May 2021. 

Small EJ, Schellhammer PF, Higano CS, et al. Placebo-controlled phase III trial of immunologic therapy with sipuleucel-T (APC8015) in patients
with metastatic, asymptomatic hormone refractory prostate cancer. J Clin Oncol. 2006;24:3089–3094.  

 

Small EJ, Schellhammer PF, Higano CS, et al. Placebo-controlled Phase III trial of immunologic therapy with sipuleucel-T (APC8015) in patients 
with metastatic, asymptomatic hormone refractory prostate cancer. J. Clin. Oncol. 2006;24(19):3089–3094. [PubMed]  

Schellhammer PF, Hershberg RM. Immunotherapy with autologous antigen presenting cells for the treatment of androgen independent prostate 
cancer. World J Urol. 2005;23(1):47-49.[PubMed 15647927] 

Yi R, Chen B, Duan P, et al. Sipuleucel-T and androgen receptor-directed therapy for castration-resistant prostate cancer: a meta-analysis. J 
Immunol Res. 2016;2016:4543861. PMID 28058266 Available at: Link  

National and Specialty Organizations 
American Urological Association (AUA)/American Society for Radiation Oncology (ASTRO)/Society of Urologic Oncology (SUO) 

• Lowrance WT, Breau RH, Chou R et al: Advanced Prostate Cancer: AUA/ASTRO/SUO Guideline PART I. J Urol 2021; 205: 14. 
Available at: https://www.auanet.org/guidelines/guidelines/advanced-prostate-cancer Accessed May 2021

• Lowrance WT, Breau RH, Chou R et al: Advanced Prostate Cancer: AUA/ASTRO/SUO Guideline PART II. J Urol 2021; 205: 22. 
Available at: https://www.auanet.org/guidelines/guidelines/advanced-prostate-cancer  Accessed May 2021
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https://www.cms.gov/medicare-coverage-database/details/ncd-details.aspx?NCDId=344&ncdver=1&bc=AAAAgAAAAAAA&
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American Society of Clinical Oncology and Cancer Care Ontario. Basch E, Loblaw DA, Oliver TK, et al. Systemic therapy in men with metastatic 
castration-resistant prostate cancer: American Society of Clinical Oncology and Cancer Care Ontario clinical practice guideline. J Clin Oncol. 
2014;32(30):3436-3448. [PubMed 25199761] 

National Comprehensive Cancer Network (NCCN). 
• NCCN Prostate Cancer Clinical Practice Guidelines in Oncology (Version 2.2021 – February 17, 2021). 2021 National

Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed on May 2021.
• Sipuleucel-T. NCCN Drugs and Biologics Compendium. 2021 National Comprehensive Cancer Network, Inc. Available at:

http://www.nccn.org. Accessed on May 2021. Search term: Sipuleucel-T.

Other Peer Reviewed Publications 
UpToDate. Retrieved from www.uptodate.com [Registration and login required] 

• Overview of the treatment of castration-resistant prostate cancer (CRPC). Topic last updated: Mar 17, 2021. Topic 112896 Version
23.0. Accessed May 2021

• Immunotherapy for castration-resistant prostate cancer. Topic last updated: Feb 05, 2021. Topic 6937 Version 48.0. Accessed May
2021

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. 
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