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*Current Policy Effective Date: 11/1/12

(See policy history boxes for previous effective dates)

Title: Bone Marrow Transplant - Hematopoietic Stem-Cell
Transplantation for Epithelial Ovarian Cancer
Description/Background
The use of hematopoietic stem-cell transplantation (HSCT) has been investigated for treatment
of patients with epithelial ovarian cancer. Hematopoietic stem cells are infused to restore bone
marrow function following cytotoxic doses of chemotherapeutic agents with or without whole
body radiation therapy.
Background
Hematopoietic Stem-Cell Transplantation
Hematopoietic stem-cell transplantation (HSCT) refers to a procedure in which hematopoietic
stem cells are infused to restore bone marrow function in cancer patients who receive bonemarrow-toxic doses of cytotoxic drugs with or without whole body radiation therapy. Bone
marrow stem cells may be obtained from the transplant recipient (autologous HSCT) or from a
donor (allogeneic HSCT). They can be harvested from bone marrow, peripheral blood, or
umbilical cord blood and placenta shortly after delivery of neonates. Although cord blood is an
allogeneic source, the stem cells in it are antigenically “naïve” and thus are associated with a
lower incidence of rejection or graft-versus-host disease (GVHD). Cord blood is discussed in
greater detail in policy No. 7.01.50.
HSCT is an established treatment for certain hematologic malignancies; however, its use in
solid tumors in adults continues to be largely experimental. Initial enthusiasm for the use of
autologous transplant with the use of high-dose chemotherapy and stem cells for solid tumors
has waned with the realization that dose intensification often fails to improve survival, even in
tumors with a linear-dose response to chemotherapy. With the advent of reduced-intensity
conditioning (RIC) allogeneic transplant, interest has shifted to exploring the generation of
alloreactivity to metastatic solid tumors via a graft-versus-tumor (GVT) effect of donor-derived T
cells.
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Epithelial Ovarian Cancer
Several different types of malignancies can arise in the ovary; epithelial carcinoma is the most
common. Epithelial ovarian cancer is the fifth most common cause of cancer death in women.
New cases and deaths from ovarian cancer in the United States in 2010 are estimated at
21,880 and 13,850, respectively. (1) Most ovarian cancer patients present with widespread
disease, and yearly mortality is approximately 65% of the incidence rate. (1)
The current management of advanced epithelial ovarian cancer is cytoreductive surgery
followed by combination chemotherapy. (2) Approximately 75% of patients present with
International Federation of Gynecology and Obstetrics (FIGO) stage III or IV ovarian cancer and
are treated with the combination of paclitaxel and a platinum analog being the preferred
regimen for newly diagnosed advanced disease. (2,3) The use of platinum and taxanes has
improved progression-free survival (PFS) and overall survival (OS) rates in advanced disease
to 16–21 months and 32–57 months, respectively. (3) However, most of these women develop
recurrences and die of the disease as chemotherapy drug resistance leads to uncontrolled
cancer growth. (2)
High-dose chemotherapy (HDC) has been investigated as a way to overcome drug resistance.
However, limited data exist on this treatment approach; the ideal patient population and best
regimen remain to be established. (2) HSCT has been studied in a variety of patient groups with
ovarian cancer as follows:
• To consolidate remission after initial treatment
• To treat relapse after a durable response to platinum-based chemotherapy
• To treat tumors that relapsed after less than 6 months
• To treat refractory tumors
Regulatory Status:
N/A

Medical Policy Statement
Autologous or allogeneic hematopoietic stem-cell transplantation is considered experimental
and investigational to treat epithelial ovarian cancer. It has not been shown to improve clinical
outcomes better than established therapies.
Inclusionary and Exclusionary Guidelines (Clinically based guidelines that may
support individual consideration and pre-authorization decisions)
N/A
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:
2

N/A
*Other codes (investigational, not medically necessary, etc.):
38204
38205
38206
38208
38209
38211

38212

38213

38210

38214

38215

38220

38221
38230
38232
38240
*Please check specific contract or certificate for coverage.

38241

38242

Rationale
Initially, this policy was based on a 1998 TEC Assessment, “High-dose chemotherapy with
autologous stem-cell support for epithelial ovarian cancer” (4) that reached the following
conclusions:
• Data were unavailable from randomized controlled trials for any of the patient groups
studied (see Description). Thus, the Assessment was able to compare outcomes only
indirectly, using separate studies of high-dose chemotherapy (HDC) and conventional dose
regimens. (4) Although some results reported after high-dose therapy appeared
encouraging, the indirect comparisons did not permit conclusions.
• In previously untreated patients, reported response rates suggested that high-dose therapy
increased the objective response rate compared to patients given conventional-dose
chemotherapy. However, this comparison was flawed by age bias and by differences in
performance status and other baseline characteristics of patients included in the two sets of
studies. Response duration and survival data were unavailable for comparison. Treatmentrelated mortality was greater after high-dose therapy.
• In previously treated patients, objective response rates after HDC also were reportedly
higher than after conventional-dose regimens. Subgroup analyses showed higher response
rates among platinum-sensitive, optimally debulked patients. Minimum values of the ranges
reported across studies for median response duration and survival after HDC were similar
to those reported after conventional-dose chemotherapy. However, the maxima for these
ranges suggested improved response duration and overall survival (OS) after high-dose
therapy. In contrast, data from the Autologous Blood and Marrow Transplant Registry did
not show similarly high survival for comparable subgroups. Comparison with conventionaldose chemotherapy was again biased due to differences in age distributions, performance
status, and other baseline characteristics of patients included in studies of high-dose or
conventional therapies.
The 1998 TEC Assessment did not identify any studies reporting outcomes of allogeneic
transplants for patients with ovarian cancer. (4) A separate 1999 TEC Assessment evaluated
the use of HDC with allogeneic stem-cell support (HDC/AlloSCS) as salvage therapy after a
failed prior course of HDC with autologous stem-cell support (HDC/AuSCS). (5) There were no
data regarding outcomes of this strategy as therapy for epithelial ovarian cancer.
Literature Review
This policy has been updated at regular intervals with literature searches; the most recent
update was a literature search of the MEDLINE database through October 2011. Experience
with hematopoietic stem-cell transplantation (HSCT) in epithelial ovarian cancer is primarily
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derived from registry data and Phase II trials. (6-9) Over the last 20 years, more than 1,000
patients have been entered on transplant registries in Europe and in the United States. (3,6,7)
Many of the registry patients were treated following relapse and others in nonrandomized
studies using HDC as first-line treatment. Case selection and retrospective review make the
interpretation of the registries and nonrandomized data difficult. (3) Survival analyses from
registry data and clinical trials suggested a possible benefit treating ovarian cancer patients
with HSCT.
However, as outlined here, none of the randomized trials that have been performed have
provided evidence that HSCT in ovarian cancer provides any outcome benefit.
In 2007, Mobus and colleagues reported on a trial of 149 patients with untreated ovarian
cancer who were randomly assigned, after debulking surgery, to standard chemotherapy or
sequential HDC and peripheral blood stem-cell support. (3) This was the first randomized trial
comparing HDC to standard chemotherapy (CT) as first-line treatment of ovarian cancer, and
the investigators found no statistically significant difference in progression-free survival (PFS)
or OS between the two treatment options. The median patient age was 50 years (range: 20–
65) and International Federation of Gynecology and Obstetrics (FIGO) stage was IIb/IIc in 4%,
III in 78%, and IV in 17%. Seventy-six percent of patients in the HDC arm received all of the
scheduled chemotherapy cycles. After a median follow-up of 38 months, PFS was 20.5 months
in the standard chemotherapy arm and 29.6 months in the HDC arm (hazard ratio [HR]: 0.84;
95% confidence interval [CI]: 0.56–1.26; p=0.40). Median OS was 62.8 months in the standard
chemotherapy arm and 54.4 months in the HDC arm (HR: 1.17; 95% CI: 0.71–1.94; p=0.54).
In 2008, Papadimitriou and colleagues reported on the use of HDC with stem-cell support as
consolidation therapy in patients with advanced epithelial ovarian cancer (FIGO stage IIC-IV).
(2) Patients who achieved first clinical complete remission after conventional chemotherapy
were randomly assigned to receive or not receive high-dose melphalan and autologous stemcell transplant. A total of 80 patients were enrolled in the trial. Of the 37 patients allocated to
HDC, 11 did not receive the treatment either due to refusal or failure of peripheral blood stemcell mobilization. In an intent-to-treat analysis, there were no significant differences between
the two arms in time-to-disease progression (p=0.059) or OS (p=0.38).
In 2004, Cure and colleagues reported on outcomes in advanced ovarian cancer patients
randomly assigned after second-look surgery to receive either HDC with peripheral blood
stem-cell support or conventional-dose maintenance chemotherapy. (10) These results were
presented in abstract form and have yet to be published. Patients were younger than age 60
years with FIGO stage III-IV and disease sensitive to first-line chemotherapy. Enrolled were
110 patients (n=57 high-dose and n=53 conventional-dose chemotherapy). Median follow-up
was 60 months. No difference was seen in disease-free or OS between the two arms.
Disease-free survival in the conventional- versus the high-dose group was 12.2 months (95%
CI: 7.3–17.1) versus 17.5 months (95% CI: 5.2–29.9) (p=0.22), respectively. OS was 42.5
months (95% CI: 28.8-56.6) and 49.7 months (95% CI: 29.9–69.4), respectively (p=0.43).
Summary
The evidence for the use of hematopoietic stem-cell transplant (HSCT) as an adjunct to highdose chemotherapy in epithelial ovarian cancer is based on 2 published randomized trials with
conflicting outcomes, and data from case series and registries. At present, the evidence is
insufficient to recommend this intervention in either first-line therapy or for patients in whom
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epithelial ovarian cancer has relapsed following standard chemotherapy, and therefore, the
use of HSCT in epithelial ovarian cancer remains investigational.
National Comprehensive Cancer Network (NCCN) Guidelines
National Comprehensive Cancer Network clinical practice guidelines for ovarian cancer do not
recommend HDC with peripheral blood stem-cell transplantation. (11)
National Cancer Institute Clinical Trials Database (PDQ®)
No Phase III trials investigating high-dose therapy for patients with ovarian epithelial cancer
were identified in the 2011 National Cancer Institute database.

Government Regulations
National:
National Coverage Determination (NCD) for Stem Cell Transplantation (110.8.1), Effective
Date of this Version 8/4/2010, Implementation date: 11/10/2010, Retrieved from:
http://www.cms.gov/medicare-coverage-database/details/ncddetails.aspx?NCDId=45&ncdver=5&CoverageSelection=Both&ArticleType=All&PolicyType=Fin
al&s=Michigan&CptHcpcsCode=38242&bc=gAAAABAAAAAA&, Accessed 6/20/12.
Indications and Limitations of Coverage
1. Allogeneic Hematopoietic Stem Cell Transplantation (HSCT)
Allogeneic hematopoietic stem cell transplantation (HSCT) is a procedure in which a portion of a
healthy donor's stem cell or bone marrow is obtained and prepared for intravenous infusion.
a. Nationally Covered Indications
The following uses of allogeneic HSCT are covered under Medicare:
i.
Effective for services performed on or after August 1, 1978, for the treatment of
leukemia, leukemia in remission, or aplastic anemia when it is reasonable and
necessary,
ii.
Effective for services performed on or after June 3, 1985, for the treatment of severe
combined immunodeficiency disease (SCID) and for the treatment of Wiskott-Aldrich
syndrome.
iii.
Effective for services performed on or after August 4, 2010, for the treatment of
Myelodysplastic Syndromes (MDS) pursuant to Coverage with Evidence Development
(CED) in the context of a Medicare-approved, prospective clinical study.
2. Autologous Stem Cell Transplantation (AuSCT)
Autologous stem cell transplantation (AuSCT) is a technique for restoring stem cells using the
patient's own previously stored cells.
a. Nationally Covered Indications
i.
Effective for services performed on or after April 28, 1989, AuSCT is considered
reasonable and necessary under §l862(a)(1)(A) of the Social Security Act (the Act) for
the following conditions and is covered under Medicare for patients with:
• Acute leukemia in remission who have a high probability of relapse and who have no
human leucocyte antigens (HLA)-matched;
• Resistant non-Hodgkin's lymphomas or those presenting with poor prognostic
features following an initial response;
• Recurrent or refractory neuroblastoma; or
• Advanced Hodgkin's disease who have failed conventional therapy and have no
HLA-matched donor.
ii.
Effective October 1, 2000, single AuSCT is only covered for Durie-Salmon Stage II or III
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•

•

iii.

•
•

patients that fit the following requirements:
Newly diagnosed or responsive multiple myeloma. This includes those patients with
previously untreated disease, those with at least a partial response to prior
chemotherapy (defined as a 50% decrease either in measurable paraprotein [serum
and/or urine] or in bone marrow infiltration, sustained for at least 1 month), and those in
responsive relapse; and,
Adequate cardiac, renal, pulmonary, and hepatic function.
Effective for services performed on or after March 15, 2005, when recognized clinical
risk factors are employed to select patients for transplantation, high dose melphalan
(HDM) together with AuSCT is reasonable and necessary for Medicare beneficiaries of
any age group with primary amyloid light chain (AL) amyloidosis who meet the following
criteria:
Amyloid deposition in 2 or fewer organs; and,
Cardiac left ventricular ejection fraction (EF) greater than 45%.

b. Nationally Non-Covered Indications
Insufficient data exist to establish definite conclusions regarding the efficacy of AuSCT for the following
conditions:
• Acute leukemia not in remission;
• Chronic granulocytic leukemia;
• Solid tumors (other than neuroblastoma);
• Up to October 1, 2000, multiple myeloma;
• Tandem transplantation (multiple rounds of AuSCT) for patients with multiple myeloma;
• Effective October 1, 2000, non primary AL amyloidosis; and,
• Effective October 1, 2000, thru March 14, 2005, primary AL amyloidosis for Medicare beneficiaries
age 64 or older.
In these cases, AuSCT is not considered reasonable and necessary within the meaning of
§l862(a)(1)(A) of the Act and is not covered under Medicare.
B. Other
All other indications for stem cell transplantation not otherwise noted above as covered or non-covered
nationally remain at local contractor discretion.

Local:
There is no local coverage determination specifically addressing hematopoietic stem cell
transplantation for epithelial ovarian cancer.
Michigan Department of Community Health:
Medicaid Provider Manual, Version Date: April 1, 2012, Retrieved from
http://www.mdch.state.mi.us/dch-medicaid/manuals/MedicaidProviderManual.pdf, Accessed:
6/20/12.
6.6 Transplants
Heart, bone marrow, liver, lung, simultaneous pancreas/kidney and pancreas transplants are
reimbursed at the hospital’s Medicaid cost to charge ratio.
• Organ acquisition costs are reimbursed at 100% of charges when billed using either
revenue code 0811 or 0812. This applies to heart, kidney, liver, lung, simultaneous
pancreas/kidney, or pancreas transplants. This does not apply to bone marrow
transplants. All bone marrow transplant charges are reimbursed at the hospital’s
cost to charge ratio.
• The letter of authorization for the transplant from the Office of Medical Affairs (OMA) or
MHP must be attached to all transplant claims, otherwise, payment is denied.
• Indicate "PA letter submitted" in the Remarks Section of the submitted claim.
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•

For other transplant services not described by a specific DRG, identify in the Remarks
Section the type of transplant that has been performed (i.e., small bowel transplant).
• If the donor and beneficiary are both Medicaid eligible, the services must be billed under
each beneficiary's respective ID Number. If only the beneficiary is Medicaid eligible, bill
services for both donor and beneficiary under the Medicaid beneficiary’s ID Number.
All other insurance resources must be exhausted before Medicaid is billed. If Medicare
eligibility is denied, the denial notice must be submitted with the claim.
(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
•
•
•
•
•
•
•
•
•
•
•
•

Allogeneic (Allogenic) Bone Marrow/Stem Cell Transplants (Investigational)
Allogeneic (Allogenic) Bone Marrow/Stem Cell Umbilical Cord Blood Transplants Donor
Lymphocyte Infusion (Established)
Autologous Bone Marrow or Blood-Derived Peripheral Stem Cell Transplantation
(Established)
Autologous Bone Marrow or Stem Cell Transplants (Investigational)
BMT-Stem Cell Transplantation for CNS Embryonal Tumors and Ependymoma
Bone Marrow/Stem Cell Transplantation for Autoimmune Diseases
Bone Marrow/Stem-Cell Transplantation for Primary Amyloidosis or Waldenström's
Macroglobulinemia
Bone Marrow/Stem Cell Transplant for Treatment of Multiple Myeloma
Bone Marrow/Hematopoietic Stem Cell Transplantation for Miscellaneous Solid Tumors in
Adults
Bone Marrow Transplant, Allogenic Hematopoietic Stem Cell, for Genetic Diseases and
Acquired Anemias
Bone Marrow Transplantation, Autologous, for Malignant Astrocytomas and Gliomas
Bone Marrow Transplantation for Breast Cancer
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BLUE CARE NETWORK BENEFIT COVERAGE
POLICY: BMT - HEMATOPOIETIC STEM-CELL TRANSPLANTATION FOR EPITHELIAL
OVARIAN CANCER
I. Coverage Determination:
Commercial HMO
(includes Self-Funded
groups unless otherwise
specified)

Not covered*

BCNA (Medicare
Advantage)
BCN65 (Medicare
Complementary)
Blue Cross Complete of
Michigan

Not covered.

*For FEHBP contracts only… Effective 1/1/13,
Hematopoietic stem-cell transplantation for epithelial
ovarian cancer is covered.

Coinsurance covered if primary Medicare covers the
service.
Not covered.

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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