Medical Policy

Joint Medical Policies are a source for BCBSM and BCN medical policy information only. These documents
are not to be used to determine benefits or reimbursement. Please reference the appropriate certificate or
contract for benefit information. This policy may be updated and is therefore subject to change.

*Current Policy Effective Date: 11/1/12

(See policy history boxes for previous effective dates)

Title: Cellular Immunotherapy for Prostate Cancer
(e.g., Sipuleucel-T [Provenge®])
Description/Background
Prostate cancer is the second leading cause of cancer-related deaths among American men,
with an estimated incidence of 218,890 cases and an estimated number of 27,050 deaths in
2007. In most cases, prostate cancer is diagnosed at a localized stage and is treated with
prostatectomy or radiation therapy. However, some patients are diagnosed with metastatic
disease or recurrent disease after treatment of localized disease. Androgen ablation is the
standard treatment for metastatic or recurrent disease. However, most patients who survive
long enough eventually develop androgen-independent prostate cancer. At this stage of
metastatic disease, docetaxel, a chemotherapeutic agent, has been demonstrated to confer a
survival benefit of 1.9 to 2.4 months in randomized clinical trials (RCTs). (1,2) Chemotherapy
with docetaxel causes adverse effects in large proportions of patients, including alopecia,
fatigue, neutropenia, neuropathy, and other symptoms. The trials evaluating docetaxel
included both asymptomatic and symptomatic patients, and results suggested a survival
benefit for both groups. Because of the burden of treatment and its adverse effects, most
patients therefore defer docetaxel treatment until the cancer recurrence is symptomatic.
Cancer immunotherapy has been investigated as a treatment which could potentially be
instituted at the point of detection of androgen-independent metastatic disease before
significant symptomatic manifestations have occurred. The quantity of cancer cells in the
patient during this time interval is thought to be relatively low, and it is thought that an effective
immune response against the cancer during this time period could effectively delay or prevent
progression. Such a delay could allow a course of effective chemotherapy, such as docetaxel,
to be deferred or delayed until necessary, thus providing an overall survival benefit.
Sipuleucel-T (Provenge®, Dendreon Corp.) is a new class of therapeutic agent used in the
treatment of asymptomatic or minimally symptomatic, androgen-independent (hormonerefractory), metastatic prostate cancer. The agent consists of specially treated dendritic cells
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obtained from the patient with leukapheresis. The cells are then exposed in vitro to proteins
that contain prostate antigens and immunologic-stimulating factors and are then reinfused
back into the patient. At reinfusion, the cells are administered as 3 intravenous (IV) infusions,
each infusion given approximately 2 weeks apart. The proposed mechanism of action is that
the treatment stimulates the patient’s own immune system to resist spread of the cancer.
Regulatory Status:
On April 29, 2010, the U.S. Food and Drug Administration (FDA) approved Provenge via a
Biologics Licensing Application (BLA) for "the treatment of asymptomatic or minimally
symptomatic metastatic castrate resistant (hormone refractory) prostate cancer (for autologous
use only)." Approval was contingent on agreement of the manufacturer to conduct a postmarketing study, based on a registry design, to assess the risk of cerebrovascular events in
1,500 patients with prostate cancer who receive sipuleucel-T.

Medical Policy Statement
The safety and effectiveness of cellular immunotherapy (e.g., sipuleucel-T therapy
[Provenge®]) have been established. It may be considered a useful therapeutic option for
selected patients when indicated.

Inclusionary and Exclusionary Guidelines (Clinically based guidelines that may
support individual consideration and pre-authorization decisions)
Inclusions:
Provenge® may be administered intravenously through either a peripheral vein or through a
centrally inserted intravenous catheter, over a period of 60 minutes, and is considered
established when all three major criteria below are met:
• A diagnosis of asymptomatic or minimally symptomatic prostate adenocarcinoma in
patients with metastatic prostate cancer (to bone or soft tissue as evidenced by bone or CT
scan) who are castrate resistant (hormone-resistant, with baseline testosterone levels < 50
ng/mL).
• Minimally symptomatic disease will be considered to be patients with Eastern Cooperative
Oncology Group (ECOG) Performance Status of less than two (see chart below)
• Patients should have a life expectancy of greater than six months.
ECOG PERFORMANCE STATUS* * (As published in Am J Clin Oncol)
Grade ECOG
0

Fully active, able to carry on all pre-disease performance without restriction

1

Restricted in physically strenuous activity but ambulatory and able to carry out work of
a light or sedentary nature, e.g., light house work, office work

2

Ambulatory and capable of all self care but unable to carry out any work activities. Up
2

and about more than 50 percent of waking hours
3

Capable of only limited self care, confined to bed or chair more than 50% of waking
hours

4

Completely disabled. Cannot carry on any self care. Totally confined to bed or chair

5

Dead

Limitations:
• Sipuleucel-T (Provenge) is not covered for any condition other than castrate-resistant
(hormone-resistant) metastatic prostate adenocarcinoma in asymptomatic or minimally
symptomatic men.
• Treatment with sipuleucel-T of patients with visceral metastases and spinal cord
compression will not be covered as such patients were not included in the study
demonstrating efficacy.
• Sipuleucel-T (Provenge) is covered only for autologous administration into the same patient
from whom the mononuclear white blood cells were originally harvested by the treating
physician (e.g., in an office) or facility (in an inpatient or outpatient hospital setting).
• Sipuleucel-T (Provenge) is not covered for treatment of prostate cancer in any patient
concomitantly receiving chemotherapy, radiation therapy or other immunotherapy as the
product has not been studied under these conditions.
• If the prepared dose of sipuleucel-T (Provenge) is not administered to the designated
patient, from whom the cells were retrieved, within the required 72-hour time frame and is
therefore discarded, for any reason, the preparation of the product will be considered not
reasonable or medically necessary for that patient and that dose of the product and all
associated costs will not be reimbursed. No charges resulting from the failure to administer
the product to the beneficiary may be billed to the Medicare Program or, in the absence of
a properly executed Advance Beneficiary Notice (ABN), to the beneficiary.
• If the processing of the retrieved blood cells is not completed, for any reason, then all
related procedures (e.g., the leukapheresis, blood cell processing, re-packaging,
transports, etc.) are deemed to be not reasonable or medically necessary for the treatment
of the specific patient.
• If the sipuleucel-T (Provenge) is administered using a cell filter, then the preparation of the
product will be considered not reasonable or medically necessary for that patient.
• All costs of the leukapheresis, transport of the blood products, treatment of the cells,
packing and transport of the treated cells back to the specific recipient are included in the
cost of the product and are not separately billable by the administering physician or facility,
or any other physician, non-physician provider, facility, hospital, clinic or manufacturer.
• Administration of the sipuleucel-T (Provenge) is a facility service when performed in the
inpatient or outpatient hospital and may not be separately billed by a physician or nonphysician provider.
• Preparation of the product for infusion, insertion of a peripheral intravenous catheter along
with all supplies and medications (e.g., a local anesthetic) required to insert an intravenous
catheter are included in the administration service and are not separately billable.
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CPT/HCPCS Level II Codes (Note: The inclusion of a code in this list is not a guarantee of
coverage. Please refer to the medical policy statement to determine the status of a given procedure)
Established codes:
J3590
Other codes (investigational, not medically necessary, etc.):
N/A

Rationale
Sipuleucel-T has been studied most definitively in a series of double-blind, placebo-controlled
studies. (3) Results of 2 of these studies have been published by Small et al. (4) and Higano et
al. (5) and extensively presented in a briefing document available from the U.S. Food and Drug
Administration (FDA). (6) Results of the third and largest trial are not published but were
presented at the American Urological Association meeting in April 2009 and summarized in an
FDA press release in April 2010. (7) Patients enrolled in these trials all had androgenindependent metastatic prostate cancer, were asymptomatic or mildly symptomatic, in good
physical health characterized by Eastern Cooperative Oncology Group (ECOG ) performance
status 0 or 1, and had tumors with positive staining for prostatic acid phosphatase.
In the 2 early identically designed studies, (3–6) patients with asymptomatic metastatic
prostate cancer were randomized to receive either sipuleucel-T or a control infusion of
untreated dendritic cells. The principal outcome of these studies was time to disease
progression, defined as the time from randomization to the first observation of disease
progression. Disease progression could be defined as radiologic progression (based on
several imaging criteria), clinical progression (based on prostate cancer-related clinical events
such as pathologic fracture), or pain progression (based on onset of pain corresponding to
anatomic location of disease).
The studies were not designed to establish efficacy based on overall survival. Upon
progression of cancer, patients were allowed to have additional treatment as needed including
chemotherapy. Patients originally assigned to placebo were allowed to cross over by receiving
their own dendritic cells pulsed with PA2024, but prepared from frozen dendritic cells
harvested from their initial leukapheresis procedures.
Table 1. Description of randomized Phase III trials of sipuleucel-T
Study name

Design

9901A

Randomized, double Metastatic prostate cancer by Exp: 3 infusions of
blind, placeboimaging, asymptomatic and
vaccine Ctl: 3 infusions
controlled
progressing by imaging or
of placebo dendritic cells
rising PSA

9902A
IMPACT

Eligibility

Treatment

Outcomes
Primary: Disease progression
(radiological, clinical, pain)
Secondary: Time to pain,
time to progression

Randomized, double Metastatic prostate cancer by Exp: 3 infusions of
Primary: Overall survival
blind, placeboimaging, asymptomatic or
vaccine Ctl: 3 infusions
Secondary: Time to objective
controlled
minimally symptomatic and
of placebo dendritic cells disease progression
progressing by imaging or
rising PSA
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Ctl: control arm; Exp: experimental arm; PSA: prostate-specific antigen
Results of study 9901A for the principal outcome of time to progression did not show a
significant difference between vaccine and control. Median time to progression was 11.7
weeks for the vaccine group and 10.0 weeks for the control group.
A survival analysis of study 9901A was presented in the FDA briefing document, with the
caveats that the study was not powered to show a survival effect and that a primary method of
survival analysis was not prespecified in the protocol. The median survival times for vaccinetreated patients was 25.9 months and for placebo-treated patients was 21.4 months, which
was statistically significant (p=0.011; log-rank test). At 36 months, the survival rate was 34%
for vaccine-treated patients and 11% for placebo-treated patients.
The FDA briefing document (6) shows analyses of possible confounders regarding the survival
analysis. After disease progression, patients in both groups received chemotherapy, but the
rate of chemotherapy was slightly higher in the placebo-treated groups (48% versus 36%,
respectively). Examination of the causes of death did not reveal any obvious spurious
elevation of non-cancer causes of death in the placebo group. The published version of study
9901A by Small et al. (4) analyzed the survival data after adjusting for prognostic factors and
found a significant association of sipuleucel-T treatment and survival (hazard ratio [HR]: 2.12;
95% confidence interval [CI]: 1.31–3.44).
Because study 9901A did not meet its principal outcome endpoint for efficacy, enrollment for
its partner study 9902A was suspended. Its sample size was therefore smaller, and the study
subsequently had lower statistical power. Results for study 9902A showed a median time to
progression of 10.9 weeks in the vaccine group versus 9.9 weeks in the placebo group, which
was not statistically significant. A survival analysis of study 9902A showed that vaccine-treated
patients had a median survival of 19 months, and control patients had a median survival of
15.7 months, which was also not statistically significant.
The two studies’ survival data were pooled in the study by Higano et al. (5) The pooled
analysis showed a 33% reduction in the risk of death (HR: 1.50; 95% CI: 1.10–2.05, p=0.011).
The association was robust to adjustments in imbalances in baseline prognostic factors and
post-progression chemotherapy use.
Because these earlier studies did not meet criteria for success for their principal endpoints, the
FDA did not approve sipuleucel-T in 2007. A larger Phase III trial of similar design called
IMPACT enrolling 512 patients was designed with a principal endpoint of overall survival.
Analyses reported at the American Urological Association in April 2009 and used to support
FDA approval reported a 22% reduction in overall mortality in patients treated with sipuleucelT. Treatment extended median survival by 4.1 months, compared to placebo (25.8 months
versus 21.7 months, respectively) and improved 3-year survival by a relative 38%, compared
to placebo (31.7% versus 23.0%, respectively). Results adjusted for subsequent docetaxel use
and timing, as well as analyses examining prostate cancer-specific survival showed similar
magnitude and statistical significance of the survival benefit. Of note, 14% of enrolled subjects
in this trial had received prior docetaxel treatment.
Regarding the safety of sipuleucel-T, most adverse effects were grade 1 and 2 and resolved
within 48 hours. The rate of serious adverse events was not statistically different between
vaccine- and placebo-treated patients. However, one difficulty in assessing potential adverse
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effects by comparing sipuleucel-T to placebo is that the placebo consisted of infusion of
untreated dendritic cells, which may cause adverse effects. Concern was expressed in the
FDA review regarding a possible association with cerebrovascular events, as 8/147 vaccinetreated patients experienced cerebrovascular-related adverse events, compared to zero
placebo-treated patients in the 2 early trials. (6) In the latest available report of adverse effects
reported in the full prescribing information documents, (3) the stroke rate was 3.5% in the
sipuleucel-T group and 2.6% in the control group, but these figures appear to include data from
trials evaluating a different indication. In the FDA review summarizing cerebrovascular event
rates from studies 9901A, 9902A, and interim data from IMPACT, the rate was 4.9% (17/345)
in the sipuleucel-T-treated subjects and 1.7% (3/172) in placebo-treated subjects (p=0.092).
The FDA review called the cerebrovascular event rate a “potential safety signal” and included
as part of the approval, a postmarketing study, based on a registry design, to assess the risk of
cerebrovascular events in 1,500 patients with prostate cancer who receive sipuleucel-T.
Summary
The results of 3 randomized, controlled trials of sipuleucel-T given in the setting of
asymptomatic or mildly symptomatic androgen-independent metastatic prostate cancer show
an improvement in median survival of 4 months. The 2 early studies of sipuleucel-T were not
specifically designed to demonstrate a difference in overall mortality but showed survival
effects consistent with the third study, which was designed to demonstrate a mortality
difference. All 3 studies are also consistent in demonstrating that sipuleucel-T treatment does
not delay time to measureable progression of disease. In all studies, many patients had further
chemotherapy treatment at the discretion of their physician; thus, the survival benefit accrues
in the context of additional treatment as needed for symptomatic recurrence. This evidence is
sufficient to conclude that sipuleucel-T is medically necessary for patients with androgenindependent, asymptomatic or minimally symptomatic, metastatic prostate cancer.
Table 2. Results of randomized, Phase III trials of sipuleucel-T
Study 9901A
Vaccine n=82

Control n=45

p value

Median time to progression

11.7 weeks

10.0 weeks

0.052

Median time to clinical progression

10.7 weeks

9.1 weeks

0.061

Overall median survival

25.9 months

21.4 months

0.01

Overall survival at 36 months

34%

11%

0.005 Multivariable adjusted 0.002

Vaccine n=65

Control n=33

p value

Median time to progression

10.9 weeks

9.9 weeks

0.719

Overall median survival

19.0 months

15.7 months

0.331

Vaccine n=341

Control n=171

p value

Overall median survival

25.8 months

21.7 months

0.032

Overall survival at 36 months

31.7%

23.0%

0.036

Time to progression

Not reported

Not reported

Hazard ratio: 0.95 p=0.628

Study 9902A

IMPACT study
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Other Indications
A Phase III trial of sipuleucel-T in the setting of androgen-dependent, nonmetastatic prostate
cancer was published in 2011. (8) Patients with prostate cancer detectable by PSA following
radical prostatectomy received 3 to 4 months of androgen suppression therapy and were then
randomized (2:1) to receive sipuleucel-T (n=117) or control (n=59). The primary endpoint was
time to biochemical failure. There was no difference in this endpoint between groups; median
time to biochemical failure was 18.0 months for sipuleucel-T and 15.4 months for control (HR:
0.936, p=0.737). Sipuleucel-T patients had a 48% increase in PSA doubling time following
testosterone recovery (155 vs. 105 days, p=0.038). Sixteen percent of patients developed
distant failure. The treatment effect favored sipuleucel-T but was not statistically significant
(HR: 0.728, p=0.421).
Practice Guidelines and Position Statements
The National Comprehensive Cancer Network (NCCN) Guidelines for Prostate Cancer were
updated on May 25, 2010 to add sipuleucel-T as a category 1 treatment recommendation for
patients with castration-recurrent prostate cancer. (9) A note was also added indicating that
sipuleucel-T is appropriate for asymptomatic or minimally symptomatic patients with ECOG
performance status 0-1; and it is not recommended for patients with visceral disease and a life
expectancy less than 6 months.

Government Regulations
National
On June 30, 2011 a national coverage determination was released by CMS approving
sipuleucel-T for treatment of asymptomatic or minimally symptomatic castrate-resistant
prostate cancer. Coverage for off-label indications was left to the discretion of local Medicare
administrative contractors.
National Coverage Determination (NCD) for Autologous Cellular Immunotherapy
Treatment (110.22), Effective Date of this Version: 6/30/2011, Implementation Date
8/8/2011.
Indications and Limitations of Coverage
Nationally Covered Indications
Effective for services performed on or after June 30, 2011, The Centers for Medicare and Medicaid
Services (CMS) proposes that the evidence is adequate to conclude that the use of autologous cellular
immunotherapy treatment - sipuleucel-T; PROVENGE® improves health outcomes for Medicare
beneficiaries with asymptomatic or minimally symptomatic metastatic castrate-resistant (hormone
refractory) prostate cancer, and thus is reasonable and necessary for this on-label indication under
1862(a)(1)(A) of the Social Security Act.
Nationally Non-Covered Indications
N/A
Other
Effective for services performed on or after June 30, 2011, coverage of all off-label uses of autologous
cellular immunotherapy treatment – sipuleucel-T; PROVENGE® for the treatment of prostate cancer is
left to the discretion of the local Medicare Administrative Contractors.

Local:
WPS Medicare does not have a local coverage determination on this topic.
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Michigan Department of Community Health:
MDCH does not have any specific information published on this topic.
(The above Medicare information is current as of the review date for this policy. However, the coverage
issues and policies maintained by the Centers for Medicare & Medicare Services [CMS, formerly HCFA] are
updated and/or revised periodically. Therefore, the most current CMS information may not be contained in
this document. For the most current information, the reader should contact an official Medicare source.)

Related Policies
N/A
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Joint BCBSM/BCN Medical Policy History
Policy
Effective Date

BCBSM
Signature Date

BCN
Signature Date

3/1/11

1/25/11

1/4/11

Joint policy established

11/1/12

8/21/12

8/21/12

Routine maintenance
Policy replaced. There is a
pharmacy policy on this topic.
Future maintenance reviews will be
handled by the Pharmacy and
Therapeutics Committee.

Comments

Next Review Date: No further reviews. Inquiries on this topic should be directed to the
Pharmacy department.
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BLUE CARE NETWORK BENEFIT COVERAGE
POLICY: CELLULAR IMMUNOTHERAPY FOR PROSTATE CANCER (E.G., SIPULEUCEL-T
[PROVENGE®])
I. Coverage Determination:
Commercial HMO
(includes Self-Funded
groups unless otherwise
specified)
BCNA (Medicare
Advantage)
BCN65 (Medicare
Complementary)
Blue Cross Complete of
Michigan

Covered; criteria apply.

Covered; criteria apply.
Coinsurance covered if primary Medicare covers the
service.
Covered; criteria apply.

II. Administrative Guidelines:
•
•
•
•
•
•

The member's contract must be active at the time the service is rendered.
The service must be authorized by the member's PCP except for Self-Referral Option
(SRO) members seeking Tier 2 coverage.
Services must be performed by a BCN-contracted provider, if available, except for
Self-Referral Option (SRO) members seeking Tier 2 coverage.
Payment is based on BCN payment rules, individual certificate and certificate riders.
Appropriate copayments will apply. Refer to certificate and applicable riders for
detailed information.
CPT - HCPCS codes are used for descriptive purposes only and are not a guarantee
of coverage.
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