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Title: Hematopoietic Stem-Cell Transplantation for Primary
Amyloidosis
Description/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.
Hematopoietic 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 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).
Immunologic compatibility between infused hematopoietic stem cells and the recipient is not an
issue in autologous HSCT. However, immunologic compatibility between donor and patient is a
critical factor for achieving a good outcome of allogeneic HSCT. Compatibility is established by
typing human leukocyte antigens (HLA) using cellular, serologic, or molecular techniques. HLA
refers to the tissue type expressed at the HLA A, B, and DR loci on each arm of chromosome 6.
Depending on the disease being treated, an acceptable donor will match the patient at all or
most of the HLA loci.
Conventional Preparative Conditioning for HSCT
The conventional (“classical”) practice of allogeneic HSCT involves administration of cytotoxic
agents (e.g., cyclophosphamide, busulfan) with or without total body irradiation at doses
sufficient to destroy endogenous hematopoietic capability in the recipient. The beneficial
treatment effect in this procedure is due to a combination of initial eradication of malignant cells
and subsequent graft-versus-malignancy (GVM) effect that develops after engraftment of
allogeneic stem cells within the patient’s bone marrow space. While the slower GVM effect is
considered to be the potentially curative component, it may be overwhelmed by extant disease
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without the use of pretransplant conditioning. However, intense conditioning regimens are
limited to patients who are sufficiently fit medically to tolerate substantial adverse effects that
include pre-engraftment opportunistic infections secondary to loss of endogenous bone marrow
function and organ damage and failure caused by the cytotoxic drugs. Furthermore, in any
allogeneic HSCT, immune suppressant drugs are required to minimize graft rejection and
GVHD, which also increases susceptibility of the patient to opportunistic infections.
The success of autologous HSCT is predicated on the ability of cytotoxic chemotherapy with or
without radiation to eradicate cancerous cells from the blood and bone marrow. This permits
subsequent engraftment and repopulation of bone marrow space with presumably normal
hematopoietic stem cells obtained from the patient prior to undergoing bone marrow ablation.
As a consequence, autologous HSCT is typically performed as consolidation therapy when the
patient’s disease is in complete remission. Patients who undergo autologous HSCT are
susceptible to chemotherapy-related toxicities and opportunistic infections prior to engraftment,
but not GVHD.
Reduced-Intensity Conditioning for Allogeneic HSCT
Reduced-intensity conditioning (RIC) refers to the pretransplant use of lower doses or less
intense regimens of cytotoxic drugs or radiation than are used in conventional full-dose
myeloablative conditioning treatments. The goal of RIC is to reduce disease burden but also to
minimize as much as possible associated treatment-related morbidity and non-relapse mortality
(NRM) in the period during which the beneficial GVM effect of allogeneic transplantation
develops. Although the definition of RIC remains arbitrary, with numerous versions employed,
all seek to balance the competing effects of NRM and relapse due to residual disease. RIC
regimens can be viewed as a continuum in effects, from nearly totally myeloablative to
minimally myeloablative with lymphoablation, with intensity tailored to specific diseases and
patient condition. Patients who undergo RIC with allogeneic HSCT initially demonstrate donor
cell engraftment and bone marrow mixed chimerism. Most will subsequently convert to fulldonor chimerism, which may be supplemented with donor lymphocyte infusions to eradicate
residual malignant cells. For the purposes of this policy, the term reduced-intensity conditioning
will refer to all conditioning regimens intended to be nonmyeloablative, as opposed to fully
myeloablative (conventional) regimens.
Primary Systemic Amyloidosis
The primary amyloidoses comprise a group of diseases with an underlying clonal plasma cell
dyscrasia. They are characterized by the extracellular deposition of pathologic, insoluble protein
fibrils with a beta-pleated sheet configuration that exhibit a pathognomonic red-green
birefringence when stained with Congo red dye and examined under polarized light. These
diseases are classified on the basis of the type of amyloidogenic protein involved, as well as by
the distribution of amyloid deposits. In systemic amyloidosis, the unnatural protein is produced
at a site that is remote from the site(s) of deposition, whereas in localized disease, the protein is
produced at the site of deposition. Light-chain amyloidosis (AL), the most common type of
systemic amyloidosis, has an incidence similar to that of Hodgkin’s lymphoma or chronic
myelogenous leukemia, estimated at 5 to 12 people per million annually. The median age at
diagnosis is approximately 60 years. The amyloidogenic protein in AL amyloidosis is an
immunoglobulin (Ig) light chain or light-chain fragment that is produced by a clonal population of
plasma cells in the bone marrow. While the plasma cell burden in AL amyloidosis is typically
low, ranging from 5–10%, this disease also may occur in association with multiple myeloma in
10–15% of patients. Deposition of AL amyloidogenic proteins causes organ dysfunction, most
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frequently in the kidneys, heart, and liver, although the central nervous system and brain may
be affected.
Historically, this disease has had a poor prognosis, with a median survival from diagnosis of
approximately 12 months, although outcomes have improved with the advent of combination
chemotherapy with alkylating agents and autologous HSCT. Emerging approaches include the
use of immunomodulating drugs such as thalidomide or lenalidomide, and the proteasome
inhibitor bortezomib. Regardless of the approach chosen, treatment of AL amyloidosis is aimed
at rapidly reducing the production of amyloidogenic monoclonal light chains by suppressing the
underlying plasma cell dyscrasia, with supportive care to decrease symptoms and maintain
organ function. The therapeutic index of any chemotherapy regimen is a key consideration in
the context of underlying organ dysfunction.
Regulatory Status:
N/A

Medical Policy Statement
Autologous hematopoietic stem-cell transplantation is established to treat primary systemic
amyloidosis. It is a useful therapeutic option when indicated.
Allogeneic hematopoietic stem-cell transplantation is considered experimental and
investigational to treat primary systemic amyloidosis. 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)

Inclusions:
Autologous hematopoietic stem-cell transplantation to treat primary systemic amyloidosis.
Relative contraindications:
The selection process for approved tissue transplants is designed to obtain the best result
for each patient. Therefore, relative contraindications to HSCT may include, but are not
limited to:
• Poor cardiac function: Ejection fraction should be greater than 45% with no overt
symptoms of congestive heart failure.
• Poor pulmonary function: Pulmonary function tests must be greater than or equal to 50%
of predicted value.
• Poor renal function: Renal creatinine clearance should be greater than 40 ml/min or
creatinine must be less than or equal to 2mg/dl.
• Poor liver function: There should be no history of severe chronic liver disease
• Presence of HIV or an active form of hepatitis B, hepatitis C or human T-cell lymphotropic
virus (HTLV-1).
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Exclusions:
Allogeneic hematopoietic stem-cell transplantation to treat primary systemic amyloidosis.
*Check specific group contract or certificate
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:
38204
38206
38212

38213

38208

38209

38210

38211

38214

38215

38220

38221

38232
38241
Other codes (investigational, not medically necessary, etc.):
38205*
38230*
38240*
38242*
*Allogeneic hematopoietic stem-cell transplantation for the treatment of primary systemic
amyloidosis is experimental and investigational.

Rationale
Conventional therapy for primary systemic amyloidosis usually combines oral melphalan with
prednisone (MP), which has been shown to yield higher response rates and longer survival
than colchicine or prior therapies. (1-3) Median survival after MP (approximately 18 months) is
longer than for untreated patients or those given older therapies (10–14 months), but more
effective regimens have been sought. Combination therapy with vincristine, doxorubicin, and
dexamethasone (VAD), a well-established regimen for myeloma, has been investigated. (1, 2)
However, because of its toxicity, VAD therapy usually is limited to patients without peripheral
neuropathy or cardiomyopathy, both common complications of amyloidosis. Because
conventional regimens rarely cure systemic amyloidosis and because of the close biologic
similarity to multiple myeloma, myeloablative chemotherapy with autologous hematopoietic
stem-cell transplantation (HSCT) was investigated for this disease.
Autologous HSCT
Initial results of autologous HSCT in uncontrolled patient series were published in 1998. (4, 5)
Clinical response rates (50% to 60%) were nearly twice those reported for conventional
therapy, and 2-year survival reportedly ranged from 56% to 68%. (2, 6) However, procedurerelated mortality rates of 15% to 43% were substantially higher than those observed in
myeloma patients, usually in cases that involved more than 2 organ systems or had
symptomatic cardiac involvement. (5, 7, 8)
A subsequent retrospective study analyzed outcomes of conventional therapy for primary
amyloidosis in patients who would have been eligible for autologous HSCT. (6) Inclusion
required age younger than 70 years, cardiac interventricular septal thickness less than 15, left
ventricular ejection fraction (LVEF) more than 55%, serum creatinine less than 2 mg/dL, and
direct bilirubin less than 2.0 mg/dL. Patients eligible for transplantation but managed
conventionally reportedly had median survival of 42 months after conventional treatment,
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compared to median survival of only 18 months for all patients with primary amyloidosis.
Survival of conventionally managed patients (n=229) at 24 months was 61%, which was similar
to 56% to 65% survival at 24 months after autologous HSCT.
In the same report, survival of 39 patients given autologous HSCT at their institution was
compared with survival of a matched cohort (n=78; 2 controls for each case) selected from
their database of conventionally treated amyloidosis patients.(6) Factors used to match
patients were limited to age (within 5 years), gender, and number of involved organs. They
reported similar survival of cases and controls at 6 (85% versus 83%), 12 (77% versus 74%),
and 24 months (68% and 60%, all respectively).
A follow-up report to the matched-pair analysis cited above included a larger group of cases
(n=63) treated with autologous HSCT and used parameters measuring severity of organ
involvement to select matched controls (n=63). (9) Factors used for matching were age,
gender, time to presentation, LVEF, serum creatinine, cardiac septal thickness, nerve
involvement, 24-hour urinary protein excretion, and serum alkaline phosphatase. At a median
follow-up of 3.5 years from diagnosis for each group, 16 transplanted patients and 44 controls
had died. Kaplan-Meier analysis showed significantly greater overall survival (OS) for those
given autotransplants (p=0.004). The survival rates for the high dose and standard treatment
groups at 1, 2, and 4 years were 89% and 71%; 81% and 55%; and 71% and 41%,
respectively.
In addition to longer survival, evidence suggests improvement in symptoms for amyloidosis
patients treated with autologous HSCT. In a large retrospective series of amyloidosis patients
eligible for transplant (n=394), 63 patients declined treatment and 19 lost eligibility when they
progressed before treatment started.(10) Estimated median survival for 312 patients who
initiated stem-cell mobilization was 4.6 years, but median follow-up was not reported. Of 181
evaluable patients (alive and followed-up for 1 year or more), 40% achieved complete
hematologic response, defined as no evidence of plasma cell dyscrasia at 1 year after
transplant. The authors reported functional improvement in at least 1 affected organ for 44% of
evaluable patients: 66% of 73 patients with complete hematologic response, and 30% of 108
patients with an incomplete or no hematologic response. Among 277 patients who completed
the transplant protocol, 36 (13%) died of treatment-related toxicity before day 100 posttransplant, 21 (8%) died between day 100 and 1 year, and 39 were alive but had not reached 1
year since transplant. This series included all patients transplanted between July 1994 and
June 2002, of which one-half (n=196) had 3 or more organs involved and 43% had some
cardiac involvement. Median survival for those with cardiac involvement (n=137) was
significantly shorter (1.6 vs. 6.4 years, respectively; p<0.001) than for those without cardiac
involvement (n=175).
A subsequent report based on the dataset from the large retrospective series outlined in the
preceding paragraph provided an analysis of outcomes of risk-adjusted myeloablative
melphalan and autologous HSCT in patients aged 65 years and older versus outcomes in
those younger than 65 years, with up to 10 years of follow-up.(11) Patients younger than 65
years with LVEF of 45% or greater and adequate stem-cell yield (n=280; median age 55 years,
range 29–64 years) received melphalan 200 mg/m2; those aged 65 years and older, those with
reduced LVEF (40–45%), or those with lower stem-cell yield (n=65; median age 68 years,
range 65–79 years) received risk-adjusted melphalan 140 mg/m2. No difference was observed
in early treatment-related mortality (10.3% in patients 65 years or older vs. 13.4% in those
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younger than 65 years, p=0.665). A trend toward a lower rate of hematologic complete
response (CR, defined as the absence of clonal plasma cells in the bone marrow by
immunohistochemical staining and of monoclonal gammopathy by immunofixation
electrophoresis of serum and urine) was observed in the older patients (27.6% for patients 65
years or older) versus 13.4% in those younger than 65 years (p=0.882). However, the median
survival after autologous HSCT did not differ according to age (4.0 years for patients aged 65
years and older vs. 4.85 years for those younger than 65 years; log-rank p=0.28).
A registry analysis of 107 amyloidosis patients who received transplants between 1995 and
2001 at 48 centers included 37 (35%) patients who received a transplant for initial therapy of
amyloidosis, while 27 (25%) received a transplant after 2 or more prior therapies.(12) With a
median follow-up of 30 months after transplant, OS at 1 and 3 years was 66% (95%
confidence interval [CI]: 56–75%) and 56% (95% CI: 45–66%), respectively. For those with no
or 1 organ involved at transplant, survival at 1 year was 72% (95% CI: 61–82%), while for
those with 2 or more organs involved, survival at 1 year was 54% (95% CI: 38–70%). Survival
at 1 year also was greater for those without (69%; 95% CI: 58–79%) than with (56%; 95% CI:
37–74%) cardiac involvement. Treatment-related mortality at 30 days was 18% (95% CI: 11–
26%), mostly among patients with cardiac and/or multiple organ involvement.
Long-term survival and outcomes were evaluated in a series of 80 patients with AL
amyloidosis who were treated with myeloablative full-dose or risk-adjusted melphalan
according to a risk-based protocol and underwent autologous HSCT.(13) All patients had a
histologic diagnosis of amyloidosis with evidence of plasma cell dyscrasia and met eligibility
criteria for autologous HSCT in clinical protocols. Patients (median age 56 years, range 29–71
years) received risk-adjusted melphalan 100 mg/m2 (n=37) or full-dose melphalan 200 mg/m2
(n=43) followed by autologous HSCT 24–72 hours after completion of the conditioning
regimen. Treatment-related mortality was reported in 11 (14%) cases, 6 of whom had received
risk-adjusted melphalan, while 5 received the full-dose regimen. Median survival for all 80
patients was 57 months; 18 (23%) were alive 10 or more years after undergoing autologous
HSCT. Hematologic CR was assessed in 63 (79%) surviving patients at 1 year following
treatment. Thirty-two of those patients (51%) achieved a hematologic CR; among those,
median survival had not been reached at the time the report was prepared for publication. In
contrast, the median survival for patients who failed to achieve a CR was 50 months, with a
6% estimated probability of survival at 10 years (p<.001 vs. patients with complete response).
In a series of 282 consecutive patients with AL amyloidosis who underwent autologous HSCT,
investigators sought to determine whether or not a hematologic CR, as determined by
normalization of serum and urine monoclonal protein levels, provides an adequate surrogate
marker for OS.(14) All patients had AL histologically verified with Congo red tissue stain, and
received risk-adjusted melphalan conditioning based on the presence of numbers of organs
involved, creatinine level, age, and cardiac involvement. One third (n=93) of the patients
received risk-adjusted melphalan (100 or 140 mg/m2) and 67% (n=189) received full-dose
melphalan (200 mg/m2). The mortality at day 100 was 11%, with 28% of the cohort dead by the
time this report was prepared. Ninety-three (33%) patients achieved a CR, 108 (38%) had a
partial response (PR), and 36 (13%) had no response (NR) to autologous HSCT. Kaplan-Meier
analysis showed that median survival was reached only in the NR group, compared with the
CR and PR groups after more than 80 months of follow-up (log-rank p<0.001 for NR vs. CR
and PR). An analysis (landmark analysis) focused on patients who survived for at least 6
months after autologous HSCT included 86 patients in the CR group, 91 who had PR, and 36
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NR patients. This analysis showed that the survival curve differences remained significant
between response groups as in the overall cohort, with a median survival of 40 months
reached only in the NR group.
One randomized multicenter trial involving 8 centers from the Myelome Autogreffe (MAG) and
Intergroupe Francophone du Myelome (IFM) Intergroup has been reported in which
conventional chemotherapy with melphalan plus dexamethasone was compared with
myeloablative melphalan followed by autologous HSCT in patients with AL amyloidosis.(15)
Patients between 18 and 70 years of age had a histologic diagnosis of AL amyloidosis and
either a complete hematologic response characterization of amyloid deposits or evidence of a
monoclonal Ig protein in the serum or urine or a monoclonal staining pattern of bone marrow
plasma cells and had received no more than 2 courses of any chemotherapy regimen. They
were randomly allocated, stratified according to age (younger than 65 years or 65 years or
older) and according to the affected organ system (cardiac, renal, neurological, or other). Of
note, approximately two thirds of the patients had 2 or more organs affected. Patients in the
melphalan plus dexamethasone group (n=50) received monthly courses of dose-adjusted
(according to cytopenic status) oral melphalan, 10 mg/m2 of body-surface area, on days 1 to 4
plus oral dexamethasone, 40 mg/day on days 1 to 4, for up to 18 courses if no severe adverse
events occurred. In the autologous HSCT patients (n=50), hematopoietic stem cells were
obtained from peripheral blood with granulocyte colony-stimulating factor mobilization.
Melphalan was administered intravenously on day 0, and stem cells were infused on day 2,
with the dose reduced from 200 mg/m2 to 140 mg/m2 for patients aged 65 years or older and
for those with an LVEF less than 30%, a calculated creatinine clearance less than 30 mL/min,
or severe liver disease. According to intention-to-treat (ITT) analysis, the hematologic
response rate did not differ between groups, with 12 CR (24%) and 14 PR (28%) in the
melphalan-dexamethasone recipients versus 11 CR (22%) and 7 PR (14%) in the autologous
HSCT group (p=0.11). At publication of the study, the median follow-up for the entire cohort
was 24 months, and for survivors it was 36 months; 20 patients in the melphalandexamethasone group had died versus 31 in the autologous HSCT group. Among 65 patients
who could be evaluated, the ITT median survival for patients assigned to melphalan plus
dexamethasone was 56.9 months, versus 22.2 months in the autologous HSCT group
(p=0.04). Survival rates and duration were significantly better in responders (CR plus PR)
compared to NR (p<0.0001). Analysis of patients who survived for at least 6 months and who
received their assigned treatment, showed no significant difference in survival rates in patients
assigned to melphalan plus dexamethasone compared to autologous HSCT, with neither
group reaching median survival after 80 months (p=0.38).
These randomized trial data suggest that autologous HSCT may be no more efficacious than
conventional chemotherapy in prolonging survival among patients with AL amyloidosis.
However, the results are limited by the size of the study, a lack of assessor blinding or
allocation concealment, and a large attrition post-randomization. Thus, among 50 patients
assigned to autologous HSCT, 13 (26%) did not receive the planned treatment (1 declined, 2
had insufficient stem-cell harvest, 10 died before treatment), whereas 7 of 50 (14%) assigned
to melphalan plus dexamethasone did not receive planned treatment (5 died before treatment,
1 did not tolerate treatment, 1 received incorrect treatment). Therefore, even though this was a
randomized trial, the results are not sufficient to change the policy statement given the body of
evidence available from other, albeit nonrandomized, studies.
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A series of 421 consecutive patients treated with high-dose melphalan and autologous HSCT
at a single referral center compared outcomes for patients with and without a CR. (16)
Treatment-related mortality was about 11% overall (5.6% in the last 5 years). By intention-totreat analysis, the CR rate was 34% and the median event-free survival (EFS) and overall
survival (OS) were 2.6 and 6.3 years, respectively. Eighty-one patients died within the first year
after HSCT and were not evaluable for hematologic and organ response. Of 340 evaluable
patients, 43% achieved CR and 78% of them experienced an organ response. For CR
patients, median EFS and OS were 8.3 and 13.2 years, respectively. Among the 195 patients
who did not obtain CR, 52% achieved an organ response, and their median EFS and OS were
2 and 5.9 years, respectively. Thus, treatment of selected AL patients with high-dose
melphalan and autologous HSCT resulted in a high organ response rate and long OS, even for
those patients who did not achieve CR. These results are compatible with others cited above.
Allogeneic HSCT
Data on the use of allogeneic HSCT to treat AL amyloidosis are sparse, with no systematic
evaluation in a clinical trial. (17) Concerns about the use of allogeneic HSCT include high
treatment-related mortality (more than 40%), morbidity secondary to graft-versus-host (GVH)
disease, and questions about the efficacy of a proposed graft-versus-malignancy (GVM) effect
on low-grade plasma cell dyscrasias.
A literature search through December 2011 identified no evidence sufficient to change the
conclusions of this policy.
Clinical Input Received through Physician Specialty Societies and Academic Medical
Centers
In response to requests, Blue Cross Blue Shield Association (BCBSA) received input from no
physician specialty societies and 5 academic medical centers, including 3 transplant centers,
while this policy was under review in 2011. While the various physician specialty societies and
academic medical centers may collaborate with and make recommendations during this
process through the provision of appropriate reviewers, input received does not represent an
endorsement or position statement by the physician specialty societies or academic medical
centers, unless otherwise noted. There was support for the policy statements regarding HSCT
in the treatment of amyloidosis.
Summary
Chemotherapy for the treatment of AL amyloidosis was introduced in 1972 in the form of
melphalan and prednisone. (3) Median survival with this regimen was typically 12 to 18
months, with therapy remaining unchanged until the introduction of autologous HSCT. The use
of autologous HSCT for AL amyloidosis rapidly eradicates the amyloidogenic light chain
produced by the clonal plasma cell populations, which is the proximal cause of pathology and
subsequent death. This has extended survival rates to a reported 53% at 10 years in patients
with a CR to treatment. (13) Transplant-related mortality rates have declined, from as high as
40% to 7% in current studies. (18) Therefore, autologous HSCT is an important option for
patients who are deemed eligible, and it is considered medically necessary. Data on the use of
allogeneic HSCT are sparse and it remains investigational.
National Comprehensive Cancer Network Guidelines
The 2012 National Comprehensive Cancer Network (NCCN) guidelines include autologous
HSCT as primary therapy for systemic amyloidosis; however, they caution that the optimal
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therapy is not established and that such treatment would best be performed in a clinical trial.
(21)
National Cancer Institute Physician Data Query (PDQ®) Database
A search of the National Cancer Institute clinical trials PDQ database identified one active
Phase III study. It compares hematologic response rate in patients with primary systemic
amyloidosis treated with conventional chemotherapy comprising low-dose melphalan and
dexamethasone versus high-dose melphalan followed by autologous HSCT and compares the
toxicity of these regimens in these patients
Study: MAYO-MC0482 MAYO-IRB-1691-05, MC0482, NCT00477971: Phase III Randomized
Study of Low-Dose Melphalan and Dexamethasone Versus High-Dose Melphalan Followed By
Autologous Hematopoietic Stem Cell Transplantation in Patients With Primary Systemic
Amyloidosis
Government Regulations
National/Local:
National Coverage Determination (NCD) for Stem Cell Transplantation (110.8.1), Effective Date
8/4/2010, Implementation Date 11/10/10, Retrieved from http://www.cms.gov/medicare-coveragedatabase/details/ncd-details.aspx?NCDId=45&ncdver=5&bc=AgAAgAAAAAAA&, Accessed 6/19/12.
National Coverage Decision - Bone Marrow or Stem Cell Transplantation
Contractor Number: HONC-009 Contractor Name Wisconsin Physicians Service (WPS)
Primary Geographic Jurisdiction Carrier B: Wisconsin, Illinois, Michigan, Minnesota, existing policy
date 11/01/2010. Retrieved from
http://www.wpsmedicare.com/part_a/policy/active/national/_files/honc009.pdf, Accessed 6/19/12.

Autologous Stem Cell Transplantation (AuSCT)
Nationally Covered Indications
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%.
Nationally Non-Covered Indications
Insufficient data exist to establish definite conclusions regarding the efficacy of AuSCT for the following
conditions:
• 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.

Allogeneic Stem Cell Transplantation
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.
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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:
6/19/12.
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.
• 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 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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Joint BCBSM/BCN Medical Policy History
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Effective Date
5/1/11

BCBSM
Signature Date
3/17/11

BCN
Signature Date
3/3/11

11/1/12

8/21/12

8/21/12

Comments
Joint policy established. Information
previously available on the following
policies:
• Allogeneic BMT-Established
• Allogeneic BMT – Investigational
• Autologous BMT – Established
• Autologous BMT – Investigational
Topic split out from former combined
policy, “Bone Marrow/Stem-Cell
Transplantation for Primary
Amyloidosis or Waldenström’s
Macroglobulinemia.”
No change in policy status.
NOTE: For FEHBP only, TANDEM
autologous transplants are covered.
Tandem auto transplants are not
covered for any other group.

Next Review Date:

3rd Qtr, 2013
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BLUE CARE NETWORK BENEFIT COVERAGE
POLICY: HEMATOPOIETIC STEM CELL TRANSPLANTATION FOR PRIMARY AMYLOIDOSIS
I. Coverage Determination:
Commercial HMO
(includes Self-Funded
groups unless otherwise
specified)

Single autologous Stem Cell Transplant - covered;
criteria apply. Tandem autologous stem cell transplants
are not covered for the diagnosis of primary amyloidosis.
Note: for FEHBP certificates only: Tandem
autologous stem cell transplants are covered for the
treatment of amyloidosis.
Allogeneic Stem Cell Transplant – not covered for the
diagnosis of primary amyloidosis.

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

Refer to Medicare section
Coinsurance covered if primary Medicare covers the
service.
Autologous Stem Cell Transplant - covered; criteria
apply.
Allogeneic Stem Cell Transplant – 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.

14

