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Support and Allogenic Stem Cell Transplantation for Non-Malignant Conditions
Original MPC Approval: 04/01/1998
Last Review: 03/01/2021
Last Revision:  01/01/2023

Description
High dose chemotherapy (HDC) involves the administration of cytotoxic agents using doses several times greater than 
the standard therapeutic dose. Whole body radiotherapy may also be given. The most significant side effect of HDC is 
marrow ablation and thus HDC is accompanied by a reinfusion of stem cells to repopulate the bone marrow.

Allogeneic stem cell transplantation is a procedure whereby stem cells are extracted from the bone marrow of a tissue-
matched donor and infused into a recipient patient as part of the treatment of a hematologic or malignant condition. 
Stem cells may also be obtained through peripheral blood using a pheresis procedure, or from umbilical cord blood 
(See Placental and Umbilical Cord Blood as a Source of Stem Cells, Policy 7.03.004).

Non-malignant conditions, such as aplastic anemia, may also be treated with stem cell transplantation. Typically, these 
non-malignant conditions involve inherited defects in the gene structure but may also be due to such factors as 
environmental toxins, radiation, toxic drugs, or an unknown etiology.

NOTE:  This policy does not address non-myeloablative bone marrow / stem cell transplantation ("mini-BMT" / "Mini-
stem cell transplant"). (See policy Nonmyeloablative Allogeneic Hemopoietic Stem Cell Transplantation for Hematologic 
Malignancies, 7.03.006)

NOTE: This policy does not address Autologous Stem Cell Support. (See policy High Dose Chemotherapy / Radiation 
Therapy with Autologous Stem Cell Support and Autologous Stem Cell Transplantation for Non-Malignant Conditions, 
7.03.002.)

Policy
NOTE: Certain contracts contain specific wording with regard to coverage of this service. Benefits provided 
by the member's contract supersede the statements of Medical Policy. Therefore, one should refer to the 
contract language to be certain of limitations of coverage prior to quoting benefits, adjudicating claims, 
preauthorizing, or performing treatment.

Allogeneic bone marrow transplantation and high dose chemotherapy (HDC) with or without total body irradiation (TBI) 
is considered medically necessary for the following malignant conditions where primary therapy has failed, or is at 
high risk for failure:

• Myelodysplastic syndrome / Pre-leukemia (including refractory anemias and chronic myelomonocytic leukemia)
• Acute lymphoid leukemia (ALL)
• Chronic myelogenous leukemia (CML)
• Chronic lymphocytic leukemia (CLL)
• Small lymphocytic lymphoma (SLL)
• Peripheral neuroblastoma stages III and IV in children
• Hodgkin’s lymphoma, when autologous transplantation is inappropriate
• Non-Hodgkin’s lymphoma * when autologous transplantation is inappropriate (see also experimental / 

investigational statement below)
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Allogeneic bone marrow transplantation is considered medically necessary for the following non-malignant conditions:
• Sickle-cell anemia
• Thalassemia major (Homozygous beta thalassemia)
• Aplastic anemia
• Severe combined immunodeficiency (SCID)
• Albers-Schonberg Syndrome (marble-bone disease/infantile malignant osteopetrosis)
• Wiscott-Aldrich Syndrome
• Lysosomal storage disorders (mucopolysaccharidosis, Gaucher’s disease, Hurler’s syndrome, Maroteaux-Lamy 

syndrome, mucolipidosis, lipidosis, metachromatic leukodystrophy)
• Myeloproliferative disorders, examples:  polycythemia vera, essential thrombocythemia, myelofibrosis 

Allogeneic bone marrow transplantation is considered experimental / investigational including but not limited to the 
following malignant conditions as they do not meet TEC criteria # 2, 4 and 5:
• Low-grade Non-Hodgkin’s lymphoma *
• Multiple myeloma
• Primitive neuroectodermal tumors (PNET) (examples:  medulloblastoma, central neuroblastoma, 

ependymyoblastoma, pineoblastoma)
• Primary brain tumors (glial cell tumors) (examples:  glioblastoma multiforme, astrocytomas, oligodendrogliomas)
• Ependymoma
• Ovarian cancer
• Breast cancer
• Pediatric tumors:  Ewing Sarcoma Family of Tumors (ESFT), Wilms tumor, retinoblastoma, osteosarcoma, 

rhabdomyosarcoma
• Germ Cell Tumors 

*  Non-Hodgkin's lymphomas include the following according to the International Working Formulation Classification 
System:

Low-grade  
A. small lymphocytic, consistent with 
chronic lymphocytic leukemia
B. follicular, predominantly small, 
cleaved cell 
C. follicular, mixed small cleaved and 
large cell

Intermediate grade 
D. follicular, predominantly large cell
E. diffuse, small, cleaved cell
F. diffuse mixed, small, and large cell
G. diffuse, large cell cleaved or 
noncleaved

High-grade 
H. immunoblastic, large cell
I. lymphoblastic, convoluted or 
nonconvoluted cell 
J. small noncleaved cell, Burkitt's or 
non-Burkitt's

 

Policy Guidelines
Experimental/Investigational
The term "experimental/investigational" describes services or supplies that are in the developmental stage and are in
the process of human or animal testing. Services or supplies that do not meet all 5 of the criteria listed below adopted
by the BlueCross BlueShield Association Technology Evaluation Center (TEC) are deemed to be
experimental / investigational:

1. The technology* must have final approval from the appropriate government regulatory bodies; and
2. The scientific evidence must permit conclusions concerning the effect of the technology on health outcomes; and
3. The technology must improve the net health outcome; and
4. The technology must be as beneficial as any established alternatives; and
5. The improvement must be attainable outside the investigational settings. * Technology includes drugs, devices, 
processes, systems, or techniques

Rationale:
The use of stem cell transplantation has been an established treatment for certain diagnoses where HDC is required. 
This procedure continues to evolve as a treatment for other conditions as the peer-reviewed literature supports its use.

Update 2020:
A search of peer-reviewed literature was performed for the period of November 2018 through November 2020. Findings 
in the recent literature do not change the conclusions on the use of HDC, with or without TBI, with allogeneic stem cell 
support for the conditions other than those medically necessary indications listed in the Policy section of this document. 
Therefore, the policy statements are unchanged.
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Update 2018:
A search of peer-reviewed literature was performed for the period of November 2016 through November 2018. Findings 
in the recent literature do not change the conclusions on the use of HDC, with or without TBI, with allogeneic stem cell 
support for the conditions other than those medically necessary indications listed in the Policy section of this document. 
Therefore, the policy statements are unchanged.

Update 2016:
A search of peer-reviewed literature was performed for the period of September 2014 through October 2016. Findings 
in the recent literature do not change the conclusions on the use of HDC, with or without TBI, with allogeneic stem cell 
support for conditions other than those medically necessary indications listed in the Policy section of this document. 
Therefore, the policy statements are unchanged.

Update 2014:
A search of peer-reviewed literature was performed from December 2012 through July 2014. Findings in the literature, 
including the National Comprehensive Cancer Network (NCCN), support the use of allogeneic bone marrow 
transplantation in the treatment of chronic lymphocytic leukemia (CLL) and small lymphocytic lymphoma (SLL). The 
policy statement has been updated to include allogeneic bone marrow transplantation and high dose chemotherapy 
(HDC) with or without total body irradiation (TBI) for chronic lymphocytic leukemia and small lymphocytic lymphoma as 
medically necessary conditions. Based on a search of the peer-reviewed literature (Hayes Directory 2013, NCCI 2013 
& 2014), there is a lack of evidence to support the medical necessity of allogeneic bone marrow transplantation for the 
diagnosis of germ-cell tumors outside the setting of a clinical trial. The policy statement has been updated to include 
allogeneic bone marrow transplantation for the treatment of germ-cell tumors which is considered experimental / 
investigational. Findings in the literature do not change the conclusions regarding the remaining indications for the use 
of allogeneic stem cell support.

Update 2012:
Based on a search of the peer-reviewed literature there is a lack of evidence to support the medical necessity of HDC 
/ RT with allogeneic stem cell support for the diagnosis of multiple myeloma outside the setting of a clinical trial. 
Therefore, the policy determination for multiple myeloma has been changed to experimental / investigational. Findings 
in the literature do not change the conclusions regarding the remaining indications for the use of allogeneic stem cell 
support. 

Update 2010:
A search of peer-reviewed literature was performed from November 2007 through January 2010. Findings in the recent 
literature do not change the conclusions regarding the indications for the use of allogeneic stem cell support.

Update 2007:
A search of the peer-reviewed literature was performed for the period of October 2005 through October 2007. Findings 
in the recent literature do not change the conclusions on the use of HDC, with or without TBI, with allogeneic stem cell 
support for conditions other than those medically necessary indications listed in the Policy section of this document. 

Benefit Applications
Certain contracts contain specific wording with regard to coverage of this service.  Benefits provided by the member's 
contract supersede the statements of Medical Policy. Therefore, one should refer to the contract language before 
treatment.

When the recipient is an eligible subscriber and has been accepted for covered bone marrow transplantation at an 
approved transplant center, benefits are provided for all covered services associated with the harvesting and 
subsequent infusion. 

Benefits are not provided for the storage of stem cells (not associated with active treatment), unless specifically included 
in the member's contract. 

Benefits are usually not provided for donor search services, depending on the contract. 

Benefits may be provided for bone marrow registry, depending on the contract. 

If determined to be experimental / investigational, benefits for bone marrow transplant may be allowed as part of a 
Clinical Trial. Check member contract and Clinical Trials, Procedure 10.01.001A 

Donor Coverage
There are circumstances where the insured’s contract covers donor expenses. See below for various scenarios.
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Donor Recipient Coverage
Uninsured, or insured with 
contract which does not 
cover donor expenses

Insured by Plan Benefits are provided for both donor 
and recipient under recipient’s 
coverage. *
(Donor utilization of benefits is charged 
against recipient’s contract.)

Insured by Plan Insured by Plan Benefits are provided for both donor 
and recipient under their respective 
coverage. *

Insured by other health 
insurance carrier

Insured by Plan Benefits for donor services are provided 
* only after other health carrier has 
made payment for any expenses for 
which they are liable.

Insured by Plan Uninsured, insured by other health 
insurance carrier, or insured by Plan with 
contract which does not cover donor 
expenses

Benefits are not provided for any/all 
associated donor services. *

* Subject to the terms and to the extent available in the contract(s)

Non-Approved Transplant
When a subscriber receives a non-approved bone marrow transplant or receives an approved bone marrow transplant 
at a non-approved facility, benefits are not provided for any of these services, including the procurement of the bone 
marrow for transplantation rendered to the recipient or obtained from the donor. Benefits may be provided for 
subsequent hospital confinement and medical care for the treatment of any related complication(s).

Other Information
NOTE:  For FEP business, check the member's contract for benefits.
NOTE:  For FEP members, a separate benefit is provided for storage of harvested bone marrow, blood stem cells or 
cord blood when a covered transplant has already been scheduled. 

Provider Guidelines
Cases involving bone marrow transplantation require preauthorization unless otherwise indicated in the contract.

When the recipient is an eligible subscriber and the contract specifically includes a requirement for preauthorization for 
bone marrow transplantation, proper, timely written notice must be received by the Plan prior to surgery. The Plan 
reserves the right to approve only those covered procedures performed at transplant centers which comply with 
established criteria and have been designated approved transplant centers.

Report this procedure for high dose chemotherapy / radiation therapy with allogeneic stem cell support with the 
appropriate Category I CPT® Code(s). For harvesting or transplantation of cord blood-derived stem cells, report HCPCS 
code(s) S2140 or S2142. 

Cross References to Related Policies and Procedures
7.03.001 Human Organ Transplants, Policy 
7.03.002 High-Dose Chemotherapy / Radiation Therapy with Autologous Stem Cell Support and Autologous 

Stem Cell Transplantation for Non-Malignant Conditions, Policy 
7.03.004 Placental and Umbilical Cord Blood as a Source of Stem Cells, Policy 
7.03.005 Donor Lymphocyte Infusion for Malignancies Treated with an Allogeneic Hematopoietic Stem-Cell 

Transplant, Policy 
7.03.006 Nonmyeloablative Allogeneic Hemopoietic Stem Cell Transplantation for Hematologic Malignancies, 

Policy 
10.01.001A Clinical Trials, Procedure 
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