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Utilization *ALERT* 
• Prior to use of this MCP for evaluation of medical necessity, benefit coverage MUST be verified in

the member’s EOC or benefit document.
• For Medicare members, please refer to CMS guidelines through Medicare Coverage Database

requirements.
• Note: After searching the Medicare Coverage Database, if no NCD/LCD/LCA is found, then use the

policy referenced above for coverage guidelines

I. Procedure/Service:  Sipuleucel-T (Provenge®)

II. Specialty: Cellular Immunotherapy, Oncology

III. Clinical Indications for Referral
The use of Sipuleucel-T (Provenge®) therapy is considered medically necessary in the treatment of an
FDA-approved indication and when the patient meets ALL the following criteria:

A. For the treatment of first-line or second-line treatment of asymptomatic or minimally symptomatic
metastatic castrate resistant (hormone refractory) prostate cancer (mCRPC);

B. There is no evidence of small cell or neuroendocrine prostate cancer;
C. The Prostate-Specific Antigen (PSA) concentration is less than or equal to 22.1 ng/mL;
D. No evidence of spinal cord compression or visceral metastasis
E. There is no prior chemotherapy regimen which included docetaxel or cabazitaxel and no

chemotherapy within three months of planned treatment; and
F. There is documented clinical contraindication to treatment with secondary hormonal therapies,

abiraterone acetate AND enzalutamide

IV. Limitation
A. Sipuleucel-T (Provenge®) is for autologous use only.
B. Infusion of more than a single course of Sipuleucel-T therapy (a series of 3 complete doses) is

considered not medically necessary.
C. Careful evaluation should be made for patients who were or are currently on immunosuppressive agents

prior to Sipuleucel-T therapy as immunosuppressive agents may alter Sipuleucel-T’s safety and efficacy.
Determination of medical appropriateness to reduce or discontinue the immunosuppressive agent is
needed before starting Sipuleucel-T’s treatment.
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V. Exclusion 
 
A. The use of Sipuleucel-T in combination with other therapeutic agents such as abiraterone acetate 

(Zytiga®), enzalutamide (Xtandi®), or ipilimumab (Yervoy®) is considered experimental and 
investigational. 

B. Sipuleucel-T therapy is considered experimental and investigational in all other indications except 
those cited in section IV due to lack of evidence to support its’ efficacy and safety including but not 
limited to the following:  
1. Prevention of prostate cancer; 
2. Treatment of other indications such as :  

a. Stage I to III prostate cancer; 
b. Small cell neuroendocrine prostate cancer;  
c. Localized  prostate cancer;  
d. Urogenital malignancies such as urinary bladder cancer; 
e. Glioblastoma;  
f. Germ cell tumors; or 
g. Sarcoma 

 
 

VI. Background  
Cellular immunotherapy is an innovative therapy where the patient’s own cells are taken, processed,  
multiplied & sometimes reengineered in the laboratory by harnessing the body's own immune system to 
fight cancer. 
 
Sipuleucel-T (Provenge®) is an autologous cellular immunotherapy, manufactured by Dendreon Corp 
and  approved by FDA in 2010  for the treatment of asymptomatic or minimally symptomatic metastatic 
castrate resistant (hormone refractory) prostate cancer.  This first-line biologic is designed to stimulate  
the patient’s own immune system against cancer, targeted against prostatic acid phosphatase (PAP), an 
antigen expressed in most prostate cancers. 
 The process requires the patient’s own autologous white blood cells to be collected by leukapheresis 

and processed through two buoyant density separations  intended-b(4)-red blood cells and 
granulocytes while retaining leukocytes.   

 The CD54 cells (such as the white blood cells called dendritic cells, T-lymphocytes and mononuclear 
cells) are subsequently cultured and activated in the presence of PAP-GM-CSF recombinant protein 
for 36-44 hours, washed and suspended in lactated ringer’s solution for infusion back to the patient to 
treat prostate cancer.  

 PAP linked to GM-CSF protein acts as an adjuvant in cancer immunotherapy by targeting the PAP 
protein to autologous Antigen Presenting Cells (APC) and activating those cells. 

 A single dose of Sipuleucel-T is produced for each cycle of  leukapheresis, contains a minimum of 50 
million autologous CD54.  

 A total single course of Sipuleucel-T therapy is administered intravenously as a series of 3 complete 
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doses at approximately two-week intervals.  
 

Granulocyte Macrophage Colony-Stimulating Factor (GM-CSF) is a potent cytokine which can be used 
as an immunostimulatory adjuvant to elicit antitumor immunity and essential for the differentiation of 
dendritic cells, which are responsible for processing and presenting tumor antigens for the priming of 
antitumor cytotoxic T lymphocytes.   

Prostatic Acid Phosphatase (PAP) is a protein expressed in prostate cancer tissue which provides the 
antigen to direct the immune system to target prostate cancer. 
 

 
References  
1. Centers for Medicare and Medicaid Services.  National Coverage Determination (NCD) for Autologous 

Cellular Immunotherapy Treatment (110.22). Available at https://www.cms.gov/medicare-coverage-
database/details/ncd-details.aspx?NCDId=344&ncdver=1&bc=AAAAIAAAAAAA& 

2. Centers for Medicare and Medicaid Services.  CMS Claims Processing Manual. Chapter 32:  280 
Autologous Cellular Immunotherapy Treatment of Metastatic Prostate Cancer. 
https://www.cms.gov/Regulations-and-Guidance/Guidance/Manuals/downloads/clm104c32.pdf 

3. Centers for Medicare and Medicaid Services. Article MM7431, Autologous Cellular Immunotherapy 
Treatment of Metastatic Prostate Cancer. MLN Matters.  Accessed 02/27/2021 

4. U.S. Food and Drug Administration. (FDA)  Vaccines, Blood and Biologics: Cellular Gene Therapy 
Products: Provenge.  Accessed 02/26/2021 
https://www.fda.gov/vaccines-blood-biologics/cellular-gene-therapy-products/provenge-sipuleucel-t 
http://www.fda.gov/downloads/BiologicsBloodVaccines/CellularGeneTherapyProducts 
/ApprovedProducts/UCM210031.pdf 

5. National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in Oncology: 
prostate cancer. Version 2.2020. Journal of the National Comprehensive Cancer Network. Volume 17: 
Issue 5. Publication Date: May 2019.  Accessed 02/28/21 
https://jnccn.org/view/journals/jnccn/17/5/article-p479.xml  

6. National Cancer Institute, Surveillance Epidemiology and End Results Program. Cancer Stat Fact: 
Prostate Cancer. n.d.; https://seer.cancer.gov/statfacts/html/prost.html. Accessed 02/28/2021 

7. National Institute of Health (NIH).  National Cancer Institute (NCI).  Clinical Trial.gov 
identifier NCT01306890: A Registry of Sipuleucel-T Therapy in Men with Advanced Prostate Cancer 
(PROCEED). Accessed 02/28/2021.  
https://www.clinicaltrials.gov/ct2/show/results/NCT01306890?term=NCT01306890&rank=1 

8. National Institute of Health (NIH).  National Cancer Institute (NCI).   ClinicalTrials.gov Identifier: 
NCT01807065: Randomized Phase II Trial of Sipuleucel-T Immunotherapy Preceded by Sensitizing 
Radiation Therapy and Sipuleucel-T Alone in Patients With Castrate Resistant Metastatic Prostate 
Cancer.  Accessed 02/28/2021 

http://wayback.archive-it.org/7993/20170723023829/https:/www.fda.gov/downloads/BiologicsBloodVaccines/CellularGeneTherapyProducts/ApprovedProducts/UCM210031.pdf
http://wayback.archive-it.org/7993/20170723023829/https:/www.fda.gov/downloads/BiologicsBloodVaccines/CellularGeneTherapyProducts/ApprovedProducts/UCM210031.pdf


 
Mid-Atlantic States  

 

 
 

 Sipuleucel-T (Provenge) 

Medical Coverage Policy  
 

 

Page 4 of 6 

https://www.clinicaltrials.gov/ct2/show/NCT01807065?term=NCT01807065&rank=1 
9. National Institute of Health (NIH).  National Cancer Institute (NCI).  ClinicalTrials.gov Identifier: 

NCT01804465: A Randomized Phase 2 Trial of Combining Sipuleucel-T With Immediate vs. Delayed 
CTLA-4 Blockade for Prostate Cancer. Accessed 02/28/2021 
https://www.clinicaltrials.gov/ct2/show/NCT01804465?term=NCT01804465&rank=1 

10. McNeel, D. G., Bander, N. H., Beer, T. M., Drake, C. G., Fong, L., Harrelson, S., Kantoff, P. W., 
Madan, R. A., Oh, W. K., Peace, D. J., Petrylak, D. P., Porterfield, H., Sartor, O., Shore, N. D., Slovin, 
S. F., Stein, M. N., Vieweg, J., & Gulley, J. L. (2016). The Society for Immunotherapy of Cancer 
consensus statement on immunotherapy for the treatment of prostate carcinoma. Journal for 
immunotherapy of cancer, 4, 92. Accessed 02/05/2021.  https://doi.org/10.1186/s40425-016-0198-x 

11. Simpson, E. L., Davis, S., Thokala, P., Breeze, P. R., Bryden, P., & Wong, R. (2015). Sipuleucel-T for 
the Treatment of Metastatic Hormone-Relapsed Prostate Cancer: A NICE Single Technology 
Appraisal; An Evidence Review Group Perspective. PharmacoEconomics, 33(11), 1187–1194. 
https://doi.org/10.1007/s40273-015-0296-5 

12. Yi, R., Chen, B., Duan, P., Zheng, C., Shen, H., Liu, Q., Yuan, C., Ou, W., & Zhou, Z. (2016). 
Sipuleucel-T and Androgen Receptor-Directed Therapy for Castration-Resistant Prostate Cancer: A 
Meta-Analysis. Journal of immunology research, 2016, 4543861. https://doi.org/10.1155/2016/4543861 

13. Twardowski, P., Wong, J., Pal, S. K., Maughan, B. L., Frankel, P. H., Franklin, K., Junqueira, M., 
Prajapati, M. R., Nachaegari, G., Harwood, D., & Agarwal, N. (2019). Randomized phase II trial of 
sipuleucel-T immunotherapy preceded by sensitizing radiation therapy and sipuleucel-T alone in 
patients with metastatic castrate resistant prostate cancer. Cancer treatment and research 
communications, 19, 100116. https://doi.org/10.1016/j.ctarc.2018.100116 

14. Handy, C. E., & Antonarakis, E. S. (2018). Sipuleucel-T for the treatment of prostate cancer: novel 
insights and future directions. Future oncology (London, England), 14(10), 907–917. 
https://doi.org/10.2217/fon-2017-0531 

15. McKay, R. R., Hafron, J. M., Ferro, C., Wilfehrt, H. M., Fitch, K., Flanders, S. C., Fabrizio, M. D., & 
Schweizer, M. T. (2020). A Retrospective Observational Analysis of Overall Survival with Sipuleucel-T 
in Medicare Beneficiaries Treated for Advanced Prostate Cancer. Advances in therapy, 37(12), 4910–
4929. https://doi.org/10.1007/s12325-020-01509-5 

16. Dorff, T., Hirasawa, Y., Acoba, J., Pagano, I., Tamura, D., Pal, S., Zhang, M., Waitz, R., Dhal, A., 
Haynes, W., Shon, J., Scholz, M., Furuya, H., Chan, O., Huang, J., & Rosser, C. (2021). Phase Ib 
study of patients with metastatic castrate-resistant prostate cancer treated with different sequencing 
regimens of atezolizumab and sipuleucel-T. Journal for immunotherapy of cancer, 9(8), e002931. 
https://doi.org/10.1136/jitc-2021-002931 

17. Pachynski, R. K., Morishima, C., Szmulewitz, R., Harshman, L., Appleman, L., Monk, P., Bitting, R. L., 
Kucuk, O., Millard, F., Seigne, J. D., Fling, S. P., Maecker, H. T., Duault, C., Ramchurren, N., Hess, B., 
D'Amico, L., Lacroix, A., Kaiser, J. C., Morre, M., Grégoire, A., … Fong, L. (2021). IL-7 expands 
lymphocyte populations and enhances immune responses to sipuleucel-T in patients with metastatic 

https://doi.org/10.1136/jitc-2021-002931


 
Mid-Atlantic States  

 

 
 

 Sipuleucel-T (Provenge) 

Medical Coverage Policy  
 

 

Page 5 of 6 

castration-resistant prostate cancer (mCRPC). Journal for immunotherapy of cancer, 9(8), e002903. 
https://doi.org/10.1136/jitc-2021-002903 

18. Sinha, M., Zhang, L., Subudhi, S., Chen, B., Marquez, J., Liu, E. V., Allaire, K., Cheung, A., Ng, S., 
Nguyen, C., Friedlander, T. W., Aggarwal, R., Spitzer, M., Allison, J. P., Small, E. J., Sharma, P., & 
Fong, L. (2021). Pre-existing immune status associated with response to combination of sipuleucel-T 
and ipilimumab in patients with metastatic castration-resistant prostate cancer. Journal for 
immunotherapy of cancer, 9(5), e002254. https://doi.org/10.1136/jitc-2020-002254 

19. Yi, R.  Chen, B., Duan, P., Zheng, C., Shen, H., Liu, Q., Yuan, C., Ou, W., & Zhou, Z. (2016). 
Sipuleucel-T and Androgen Receptor-Directed Therapy for Castration-Resistant Prostate Cancer: A 
Meta-Analysis. Journal of immunology research, 2016, 4543861. https://doi.org/10.1155/2016/4543861 

20. Schaeffer, E. M., Srinivas, S., Adra, N., An, Y., Barocas, D., Bitting, R., Bryce, A., Chapin, B., Cheng, 
H. H., D'Amico, A. V., Desai, N., Dorff, T., Eastham, J. A., Farrington, T. A., Gao, X., Gupta, S., Guzzo, 
T., Ippolito, J. E., Kuettel, M. R., Lang, J. M., Freedman-Cass, D. A. (2022). NCCN Guidelines® 
Insights: Prostate Cancer, Version 1.2023. Journal of the National Comprehensive Cancer Network : 
JNCCN, 20(12), 1288–1298. https://doi.org/10.6004/jnccn.2022.0063 

21. Cookson, M et al. Castration-Resistant Prostate Cancer: AUA Guideline. Journal of Urology. Volume 
190, Issue 2 August 2013. https://www.auajournals.org/doi/10.1016/j.juro.2013.05.005 

22. MCG   Ambulatory Care 28th edition, Sipuleucel-T ACG: A-0661 (AC).  Accessed 12/18/2023 
23. Cornford, P., van den Bergh, R. C. N., Briers, E., Van den Broeck, T., Cumberbatch, M. G., De Santis, 

M., Fanti, S., Fossati, N., Gandaglia, G., Gillessen, S., Grivas, N., Grummet, J., Henry, A. M., der 
Kwast, T. H. V., Lam, T. B., Lardas, M., Liew, M., Mason, M. D., Moris, L., Oprea-Lager, D. E., … 
Mottet, N. (2021). EAU-EANM-ESTRO-ESUR-SIOG Guidelines on Prostate Cancer. Part II-2020 
Update: Treatment of Relapsing and Metastatic Prostate Cancer. European urology, 79(2), 263–282. 
https://doi.org/10.1016/j.eururo.2020.09.046 

24. Mottet, N., van den Bergh, R. C. N., Briers, E., Van den Broeck, T., Cumberbatch, M. G., De Santis, M., 
Fanti, S., Fossati, N., Gandaglia, G., Gillessen, S., Grivas, N., Grummet, J., Henry, A. M., van der 
Kwast, T. H., Lam, T. B., Lardas, M., Liew, M., Mason, M. D., Moris, L., Oprea-Lager, D. E., … 
Cornford, P. (2021). EAU-EANM-ESTRO-ESUR-SIOG Guidelines on Prostate Cancer-2020 Update. 
Part 1: Screening, Diagnosis, and Local Treatment with Curative Intent. European urology, 79(2), 243–
262. https://doi.org/10.1016/j.eururo.2020.09.042 

25. Hafron, J. M., Wilfehrt, H. M., Ferro, C., Harmon, M., Flanders, S. C., & McKay, R. R. (2022). Real-
World Effectiveness of Sipuleucel-T on Overall Survival in Men with Advanced Prostate Cancer 
Treated with Androgen Receptor-Targeting Agents. Advances in therapy, 39(6), 2515–2532. 
https://doi.org/10.1007/s12325-022-02085-6 
 
 
 
 

https://doi.org/10.1136/jitc-2021-002903
https://doi.org/10.1136/jitc-2020-002254
https://doi.org/10.1155/2016/4543861
https://doi.org/10.6004/jnccn.2022.0063
https://www.auajournals.org/doi/10.1016/j.juro.2013.05.005
https://doi.org/10.1016/j.eururo.2020.09.046
https://doi.org/10.1016/j.eururo.2020.09.042
https://doi.org/10.1007/s12325-022-02085-6


 
Mid-Atlantic States  

 

 
 

 Sipuleucel-T (Provenge) 

Medical Coverage Policy  
 

 

Page 6 of 6 

 
 
Approval History 
 
Effective June 01, 2016, state filing is no longer required per Maryland House Bill HB 798 – Health Insurance – Reporting 
 

Date approved by RUMC Date of Implementation  
04/16/2021 04/16/2021 
04/25/2022 04/25/2022 
03/22/2023 03/22/2023 
03/19/2024 03/19/2024 

 
*The Regional Utilization Management Committee received delegated authority in 2011 to review and approve designated Utilization 
Management and Medical Coverage Policies by the Regional Quality Improvement Committee. 

 
Note:  Kaiser Permanente Mid-Atlantic States (KPMAS) include referral and authorization criteria to support primary care and 
specialty care practitioners, as appropriate, in caring for members with selected conditions.  Medical Coverage Policies are not 
intended or designed as a substitute for the reasonable exercise of independent clinical judgment by a practitioner in any 
particular set of circumstances for an individual member. 
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