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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.
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Category: Surgery
*Current Policy Effective Date: 03/01/07

Title: Extracorporeal Photopheresis

Procedure Code(s):
36522

____________________________________________________________________________
Description/Background
Extracorporeal photopheresis is a multi-step procedure involving the following:
• Patients ingest the drug psoralen, which functions to render lymphocytes light sensitive.
• After two hours, lymphocytes are collected by pheresis and exposed to UV-A light.
• The light-sensitized lymphocytes are reinfused into the patient.
Photopheresis is usually performed on 2 consecutive days at 4-week intervals with clinical
evaluation at 6 months to determine response. Those who show clinical improvement are
maintained on this treatment schedule until maximum clearing. An additional 6 months of
treatment is typically given after which the patient is gradually weaned off therapy.
The use of photopheresis as a treatment of autoimmune disease is based on the premise that
the pathogenic lymphocytes form an expanded clone of cells, which are then damaged when
exposed to light. It is hypothesized that the resulting damage induces a population of circulating
suppressor T-cells targeted against the light-damaged cells. It is further hypothesized that these
suppressor T-cells are targeted at a component of the cell that is common to the entire clone of
abnormal cells (i.e., not just the light-sensitized cells), thus inducing a systemic effect. However,
although scleroderma and other autoimmune diseases are associated with the presence of
circulating antibodies, it is not certain how these antibodies are related to the pathogenesis of
the disease and as discussed below, photopheresis is not associated with consistent changes in
autoantibody levels.
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The use of photopheresis as a treatment of graft-versus-host disease (GVHD) after a prior
allogeneic stem cell transplant is based on the fact that GVHD is similar to autoimmune disease
in that it, too, is an immunologically mediated disease. GVHD can be categorized into acute,
occurring within the first 100 days after infusion of allogeneic cells, or chronic disease, which
develops some time after 100 days. Acute GVHD is commonly graded from stages I-IV, ranging
from mild to life-threatening symptoms.
• Acute GVHD is defined as occurring within three months of an engraftment.
Stage 1 (mild): a skin rash over less than 25% of the body.
Stage 2 (moderate): a skin rash over more than 25% of the body accompanied by mild liver
or stomach and intestinal disorders.
Stage 3 (severe): redness of the skin, similar to a severe sunburn and moderate fever,
stomach and intestinal problems.
Stage 4 (life threatening): blistering, peeling skin and severe liver, stomach and intestinal
problems.
• Chronic GVHD is defined as occurring more than three months after the engraftment event.
This disease is similar to scleroderma and eosinophilic fasciitis in its clinical manifestations.
Eosinophilic fasciitis has also been seen after bone marrow transplant.
____________________________________________________________________________
CPT/HCPCS Level II Codes and Description (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:
36522
Photopheresis, extracorporeal
Other codes (investigational, not medically necessary, etc.):
N/A
____________________________________________________________________________
Diagnoses/Medical Conditions
•

Systemic sclerosis
Systemic lupus erythematosus
•
Rheumatoid arthritis
•
Complications of transplanted organ; bone marrow (i.e., graft vs. host disease)
____________________________________________________________________________
•

Medical Policy Statement
Extracorporeal photopheresis is considered safe and effective:
• As a technique to treat chronic graft-versus-host disease that is refractory to established
therapies
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• As a technique to treat erythrodermic (causing reddish-skin) variants of cutaneous T-cell
lymphoma (e.g., mycosis fungoides, Sézary syndrome) refractory to other treatments
Extracorporeal photopheresis is considered investigational:
• As a technique to treat acute graft-versus-host disease or chronic graft-versus-host disease
that is either previously untreated or is responding to established therapies, or acute graftversus-host disease refractory to established therapies.
• As a technique to treat either the cutaneous or visceral manifestations of autoimmune
diseases such as scleroderma, systemic lupus erythematosus, rheumatoid arthritis,
pemphigus, psoriasis, multiple sclerosis or diabetes.
Rationale
Graft-Versus-Host Disease:
For acute GVHD or chronic GVHD in previously untreated patients or in those responding
to conventional therapy, there were no studies that met selection criteria and reported
results of extracorporeal photopheresis, alone or in combination with other therapies.
Studies focusing on patients with chronic GVHD unresponsive to other therapies reported
resolution or marked improvement of lesions in about 50% of patients. Studies of patients
with acute GVHD also reported a successful outcome in 67% to 84% of patients with Grade
III disease, but patients with Grade IV disease rarely responded.
Autoimmune Disease:
A variety of autoimmune diseases were considered, including systemic sclerosis,
pemphigoid, systemic lupus erythematosus, multiple sclerosis, psoriatic arthritis,
rheumatoid arthritis and Type I diabetes. For all of these indications, the available
evidence was insufficient to permit scientific outcomes.
Of all of the above diseases, photopheresis has been most thoroughly studied as a
treatment of scleroderma. However, the data on this indication included only one singleblind randomized controlled trial and three small uncontrolled series. While the randomized
study reported positive outcomes in terms of skin manifestations, a number of
methodologic flaws have been discussed in the literature, including inadequate treatment
duration and follow-up, excessive drop outs, a mid-study change of primary outcome and
inadequate wash out of prior penicillamine therapy. Results reported from other small case
series regarding systemic sclerosis conflict with each other and do not resolve the
difficulties in interpreting the randomized trial.
Whether extracorporeal photopheresis improves the net health outcome and is as
beneficial as any established alternative has not yet been demonstrated in the
investigational setting for any of the autoimmune diseases.
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Medical Policy Position Summary (Non-clinical summary statement for

customer use)

Extracorporeal photopheresis (ECP) is a therapy that combines ultraviolet light with a
compound that reacts to this light for treatment of patients with early and advanced T-cell
lymphoma of the skin. ECP involves exposure of white blood cell enriched blood to the
ECP agents followed by reinfusion of the blood with the goal of producing an immune
response that will destroy the cancer cells.
Extracorporeal photopheresis is considered safe and effective:
• As a technique to treat chronic graft-versus-host disease that is refractory to established
therapies
• As a technique to treat erythrodermic (causing reddish-skin) variants of cutaneous T-cell
lymphoma (e.g., mycosis fungoides, Sézary syndrome) refractory to other treatments
Extracorporeal photopheresis is considered investigational:
• As a technique to treat acute graft-versus-host disease or chronic graft-versus-host
disease that is either previously untreated or is responding to established therapies, or
acute graft-versus-host disease refractory to established therapies.
• As a technique to treat either the cutaneous or visceral manifestations of autoimmune
diseases such as scleroderma, systemic lupus erythematosus, rheumatoid arthritis,
pemphigus, psoriasis, multiple sclerosis or diabetes.
___________________________________________________________________________
Inclusionary and Exclusionary Guidelines (Clinically based guidelines that may

support individual consideration and pre-authorization decisions)

Inclusions:
• Photopheresis is considered medically established as a technique to treat chronic graftversus-host disease that is refractory to medical therapy.
• Photopheresis is considered medically established as a palliative treatment of advanced
cutaneous t-cell lymphoma, Sézary Syndrome (the leukemic variant of CTCL) and mycosis
fungoides.
Exclusions:
• Acute graft-versus-host disease.
• Acute or chronic GVHD that is previously untreated or when the patient is responsive to
established medical treatment.
• Other autoimmune diseases not identified above.
Related Policies
Apheresis (Plasmapheresis)

-4BCBSM/BCN Medical Policies are developed to provide general information about Blue Cross Blue Shield and Blue Care
Network of Michigan medical policies. This policy is not intended to offer coverage or medical advice. This policy may be
updated and is therefore subject to change.
Extracorporeal Photopheresis.NPps1206

Medical Policy Title: Extracorporeal Photopheresis

Medicare Information
Proposed Decision Memo for Extracorporeal Photopheresis (CAG-00324R) October 4, 2006.
Proposed Decision
The Centers for Medicare and Medicaid Services (CMS) proposes that extracorporeal
Photopheresis is reasonable and necessary for:

Patients with acute cardiac allograft rejection whose disease is refractory to standard
immunosuppressive drug treatment; and

Patients with chronic graft versus host disease whose disease is refractory to standard
immunosuppressive drug treatment.
CMS proposes that extracorporeal photopheresis is not reasonable and necessary for the
treatment of bullous pemphigoid and pemphigus vulgaris.
All other indications remain non-covered.
“NCD for Extracorporeal Photopheresis (110.4),” Effective Date of this Version 4/8/1988.
Extracorporeal photopheresis is covered by Medicare only when used in the palliative treatment
of the skin manifestations of cutaneous T-cell lymphoma (CTCL) that has not responded to
other therapy.
(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 & Medicaid 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.)

___________________________________________________________________________
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Joint BCBSM/BCN Medical Policy History
Policy
Effective Date

BCBSM
Signature Date

BCN
Signature Date

2/11/03

2/11/03

2/11/03

Joint medical policy established

1/24/05

1/24/05

3/17/05

Scheduled review; combined policies
for ECP and ECP for Autoimmune
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verbiage updated, new resources
Policy verbiage amended by
physician author (for easier
readability)

3/1/07

12/28/06

01/14/07
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Comments

Next Review: Procedure established and no longer subject to regular review.

Pre-Consolidation Medical Policy History
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BCN:

N/A

BCBSM: 11/08/01
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Revised: N/A
Revised: N/A
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BLUE CARE NETWORK
POLICY: EXTRACORPOREAL PHOTOPHERESIS
I.

Coverage Determination:
Extracorporeal photopheresis is a covered benefit for BCN members
• As a technique to treat chronic graft-versus-host disease that is refractory to
established therapies and
• As a technique to treat erythrodermic (causing reddish-skin) variants of cutaneous Tcell lymphoma (e.g., mycosis fungoides, Sézary syndrome) refractory to other
treatments.

II.

Benefit Information:
N/A

III.

Benefit Exclusions:
Extracorporeal photopheresis is considered investigational:
• As a technique to treat acute graft-versus-host disease or chronic graft-versus-host
disease that is either previously untreated or is responding to established therapies, or
acute graft-versus-host disease refractory to established therapies.
• As a technique to treat either the cutaneous or visceral manifestations of autoimmune
diseases such as scleroderma, systemic lupus erythematosus, rheumatoid arthritis,
pemphigus, psoriasis, multiple sclerosis or diabetes.

IV.

Administrative Guidelines:
•
•
•
•
•
•

V.

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.
Appropriate copayments will apply
CPT - HCPCS codes are used for descriptive purposes only and are not a guarantee
of coverage.
Payment is based on BCN payment rules, individual certificate benefits and certificate
riders.

Effective Date:

Policy updated: 1/24/05; 03/01/07
Joint policy effective date: 7/10/02
Supersedes benefit information of 1/4/02

