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I. POLICY            

     
Requests for Rituximab (Rituxan®) for the treatment of rheumatoid arthritis (RA) must be 

accompanied by a completed preauthorization form prior to treatment. Various index tools have 

been developed to assess the severity and monitor the efficacy of treatment for rheumatoid 

arthritis and any appropriate index form may be used providing improvement can be measured. 

Rituximab (Rituxan®) is approved by the U.S. Food and Drug Administration (FDA) for the 

following indications:  

 Non-Hodgkin’s Lymphoma (NHL),  

 Chronic Lymphocytic Leukemia (CLL)  

  Rheumatoid Arthritis (RA) in combination with methotrexate in adult patients with 

moderately-to severely-active RA who have inadequate response to one or more TNF 

antagonist therapies;  

  Granulomatosis with Polyangiitis (GPA) (Wegener’s Granulomatosis) and Microscopic 

Polyangiitis (MPA) in adult patients in combination 

with glucocorticoids 

 

Pediatric Use: The safety and effectiveness of Rituxan in pediatric patients have not been 

established. 

 

Rituximab (Rituxan®), in combination with methotrexate may be considered medically 

necessary for the treatment of adult patients with moderately- to- severely- active rheumatoid 

arthritis when the following criteria are met: 

 Consulting rheumatologist recommends treatment with rituximab (Rituxan®); AND 

 The patient has had an inadequate response or inability to tolerate a trial of one or more 

tissue necrosis factor (TNF) blockers (e.g. entanercept [Enbrel®], adalimumab 

[Humira®], Golimumab [Simponi®] , Certolizumab [Cimzia®], or infliximab 

[Remicade®]). 

      

 

POLICY PRODUCT VARIATIONS DESCRIPTION/BACKGROUND 

RATIONALE DEFINITIONS  BENEFIT VARIATIONS 

DISCLAIMER CODING INFORMATION REFERENCES 
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Retreatment with Rituximab (Rituxan®) every 24 weeks or based on clinical evaluation, (but 

not sooner than every 16 weeks) may be considered medically necessary when therapy has 

demonstrated efficacy as evidence by an improvement in * disease activity.  

*As measured by a standardized disease activity tool (e.g. Clinical Disease Activity Index 

[CDAI], Simplified Disease Activity Index [SDAI], Rheumatoid Arthritis Disease Activity Index 

[RADAI], Disease Activity Score based on 28-joint evaluation [DAS28] score). 

 

 

Rituximab (Rituxan®) may be considered medically necessary to treat patients with B-cell 

non-Hodgkin lymphoma (NHL) in any of the following clinical situations:  

 for follicular lymphoma:  

o as first-line therapy (as combination therapy or as monotherapy) 

o as second or subsequent therapy (as combination therapy or as monotherapy) 

o as single-agent maintenance therapy (first- or second-line) in patients who achieve a 

complete or partial response to Rituxan in combination with chemotherapy  

 when used with CHOP or other anthracycline-based chemotherapy as first-line treatment 

for patients with diffuse large B-cell lymphoma (DLBCL) 

 for recurrent, aggressive CD20-positive NHL 

 for previously untreated or relapsed/refractory mantle cell lymphoma 

 as combination therapy in previously untreated and previously treated B-cell chronic 

lymphocytic leukemia (B-CLL). 

 

The following Non-oncologic indications may be considered medically necessary: 

 Treatment of symptomatic Waldenstrom’s Macroglobulinemia  

 Treatment of Wegener’s Granulomatosis 

 Treatment of microscopic polyangiitis (MPA) in adult patients in combination with 

glucocorticoids 

 Treatment of refractory immune (idiopathic) thrombocytopenia purpura (ITP) 

 Treatment of acute renal transplant rejection 

 

Rituximab (Rituxan®) is considered not medically necessary for the treatment of 

asymptomatic Waldenstrom’s Macroglobulinemia.  

 

Rituximab (Rituxan®) is considered investigational for the following off- label indications: 

 When used as part of an induction or preconditioning regimen for prevention of transplant 

graft rejection;  

 Treatment of acute transplant rejection for non-renal organ transplants (e.g. cardiac, liver, 

lung, pancreas). 

These indications are considered investigational, as there is insufficient evidence to support 

a conclusion concerning the health outcomes or benefits associated with this procedure.  

 

 Cross-reference: 
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MP-2.129 Abatacept (Orencia®) 

MP-2.133 Infliximab (Remicade®) 

MP-2.134 Thrombopoietic Growth Factors 

MP-2.138 Certolizumab (Cimzia®) 

MP-2.148 Tocilizumab (Actemra®)  
MP- 2.103 Off-Label Use of Prescription Drugs 

 
 

II. PRODUCT VARIATIONS       TOP 
 

[N] = No product variation, policy applies as stated  

[Y] = Standard product coverage varies from application of this policy, see below   
 

*“FDA approved drugs used for indications other than what is indicated on the official label may be 

covered under Medicare if determined that the use is medically accepted, taking into consideration the 

major drug compendia, authoritative medical literature and/or accepted standards of medical practice.” 

Refer to Medicare Benefit Policy Manual (100-2, Chapter 15, Section 50.4.2- Unlabeled Use of 

Drug).” http://www.cms.gov/manuals/Downloads/bp102c15.pdf     

 

* Refer to FEP Medical Policy Manual MP-5.04.10 Rituxan. The FEP Medical Policy manual can be 

found at: www.fepblue.org 

III. DESCRIPTION/BACKGROUND       TOP 
 

Rheumatoid Arthritis (RA) 

Rheumatoid arthritis (RA) is a chronic inflammatory disease that affects the lining of the joints 

and results in significant chronic pain, loss of function and disability. The annual incidence of 

RA is reported to be around 30 per 100,000 population. Potential risk factors for RA include: 

cigarette smoking, occupational exposure to dust, fibers, silica and asbestos and electrical and 

wood working occupations. 

Disease-modifying antirheumatic drugs (DMARDs) have become the primary medical therapy 

for RA. While corticosteroids, nonsteroidal anti-inflammatory drugs (NSAIDs) and analgesics 

[N]  Capital Cares 4 Kids [N]  Indemnity  

[N]  PPO [N]  SpecialCare 

[N]  HMO [N]  POS 

[N]  SeniorBlue HMO [Y]  FEP PPO*  

[N]  SeniorBlue PPO   

http://www.cms.gov/manuals/Downloads/bp102c15.pdf
http://www.fepblue.org/
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are used for relief of symptoms, they do not prevent joint destruction and are associated with 

serious adverse effects.  DMARDs may be classified as nonbiologic and biologic. 

 

Nonbiologic DMARDs include hydroxychloroquine, leflunomide, methotrexate, minocycline, 

and sulfasalazine. These agents reduce disease activity, slow the erosion of affected joints, and 

may improve the patient’s quality of life. The nonbiologic DMARDs have evidence of efficacy 

and well-characterized safety profiles. The selection of specific therapy depends on specific 

patient factors, such as prognosis, disease activity, previous therapies, and comorbid disease. 

Generally, methotrexate or leflunomide are reasonable first choices, but other agents may be 

appropriate based on the specific situation.  Two- and three-drug combinations may also be 

appropriate for those patients who receive an inadequate response to monotherapy, depending 

on disease severity and duration, and other prognostic factors.  

 

Biologic DMARDs include self-administered medications such as etanercept (Enbrel®), 

adalimumab (Humira®), certolizumab pegol (Cimzia®), golimumab (Simponi®) and anakinra 

(Kineret®), and the infused medications such as infliximab (Remicade®), abatacept 

(Orencia®), and rituximab (Rituxan®). 

 

Non-Hodgkin Lymphoma (NHL) 
Non- Hodgkin Lymphoma (NHL) refers to any of a large group of cancers of lymphocytes 

(white blood cells). NHLs can occur at any age and are often marked by lymph nodes that are 

larger than normal, fever, and weight loss. There are many different types of NHL. These types 

can be divided into aggressive (fast-growing) and indolent (slow-growing) types, and they can 

be formed from either B-cells or T-cells. B-cell NHLs include Burkitt lymphoma, chronic 

lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL), diffuse large B-cell 

lymphoma, follicular lymphoma, immunoblastic large cell lymphoma, precursor B-

lymphoblastic lymphoma, and mantle cell lymphoma. T-cell NHLs include mycosis fungoides, 

anaplastic large cell lymphoma, and precursor T-lymphoblastic lymphoma. Lymphomas that 

occur after bone marrow or stem cell transplantation are usually B-cell NHLs. Prognosis and 

treatment depend on the stage and type of disease. Treatment options include radiation and/or 

chemotherapy.  Monoclonal antibodies such as Rituximab (Rituxan®) may also be used alone 

or in combination with chemotherapy to treat some types of NHL. 

 

On 1/28/2011, the U.S. Food and Drug Administration (FDA) approved a new expanded 

indication for rituximab for previously untreated follicular CD20-positive, B-cell NHL in 

combination with first-line chemotherapy and, in patients achieving a complete (CR) or partial 

response (PR) to Rituxan in combination with chemotherapy, as single-agent maintenance 

therapy. 

 

On 4/19/2011, the U.S. Food and Drug Administration approved Rituxan (rituximab), in 

combination with glucocorticoids (steroids), to treat patients with Wegener's granulomatosis 

(WG) and microscopic polyangiitis (MPA), two rare disorders that cause blood vessel 

inflammation (vasculitis). 



MEDICAL POLICY   

POLICY TITLE RITUXIMAB (RITUXAN®) 

POLICY NUMBER MP- 2.110 

 

                Page 5  

 

Idiopathic Thrombocytopenic Purpura and Immune Thrombocytopenic Purpura (ITP)  

ITP refers to a condition in which platelets are destroyed by the immune system. The low 

platelet count causes easy bruising and bleeding, which may be seen as purple areas in the skin, 

mucous membranes, and outer linings of organs.  The treatment goal for ITP is to prevent major 

bleeding through maintenance of an adequate platelet count. Initial therapy for ITP includes 

glucocorticoids and immunoglobulins.  Second-line treatment of refractory ITP may include 

rituximab (Rituxan®) as an alternative to splenectomy.  Romiplostim (Nplate®) may be used in 

patients who have had an insufficient response to corticosteroids, immunoglobulins, or 

splenectomy. 

 

Rituximab (Rituxan®) is a recombinant chimeric murine/human antibody directed against the 

CD20 antigen, a hydrophobic transmembrane protein located on normal pre-B and mature B 

lymphocytes. Following binding, rituximab triggers a host cytotoxic immune response against 

CD20-positive cells. 

   

According to FDA- approved labeling, the recommended dose for rheumatoid arthritis is two-

1000 mg intravenous (IV) infusions separated by 2 weeks (in combination with methotrexate).  

Literature review indicates retreatment efficacy in initial responders who experience a relapse of 

RA symptoms 16-24 weeks after a previous course of rituximab.  Dosing for NHL varies by 

individual protocols.  

 

As of April 2011, the following are FDA-approved indications for Rituxan: 

 Non-Hodgkin’s Lymphoma (NHL)  

 Chronic Lymphocytic Leukemia (CLL)  

 Rheumatoid Arthritis (RA) in combination with methotrexate in adult patients with 

moderately-to severely-active RA who have inadequate response to one or more TNF 

antagonist therapies  

 Wegener’s Granulomatosis (WG) and Microscopic Polyangiitis (MPA) in adult patients in 

combination with glucocorticoids 

 

Off label uses of Rituximab (Rituxan®) include prophylaxis/treatment for transplant rejection, 

chronic immune (idiopathic) thrombocytopenic purpura (ITP), and Waldenstrom’s 

macroglobulinemia (WM). 

 

Safety Information for Rituximab (Rituxan®) 
Current Rituxan® prescribing information includes the following FDA required “Black Box 

Warning” due to the risk of  fatal infusion reactions, tumor lysis syndrome (TLS), severe 

mucocutaneous reactions and progressive multifocal leukoencephalopathy (PML): 

• Fatal infusion reactions within 24 hours of Rituxan infusion occur; approximately 80% of 

fatal reactions occurred with first infusion. Monitor patients and discontinue Rituxan 

infusion for severe reactions.  

• Tumor lysis syndrome  
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• Severe mucocutaneous reactions, some with fatal outcomes  

• PML resulting in death  

 

IV. RATIONALE         TOP 
 

Rheumatoid Arthritis 

Reducing the Signs and Symptoms: Initial and Re-Treatment Courses  

 

The efficacy and safety of Rituxan were evaluated in two randomized, double-blind, placebo-

controlled studies of adult patients with moderately to severely active RA who had a prior 

inadequate response to at least one TNF inhibitor. Patients were 18 years of age or older, 

diagnosed with active RA according to American College of Rheumatology (ACR) criteria, and 

had at least 8 swollen and 8 tender joints.  

 

In RA Study 1, patients were randomized to receive either Rituxan 2 x1000 mg + MTX or 

placebo + MTX for 24 weeks. Further courses of Rituxan 2 x 1000 mg + MTX were 

administered in an open label extension study at a frequency determined by clinical evaluation, 

but no sooner than 16 weeks after the preceding course of Rituxan. In addition to the intravenous 

premedication, glucocorticoids were administered orally on a tapering schedule from baseline 

through Day 14. The proportions of patients achieving ACR 20, 50, and 70 responses at Week 24 

of the placebo-controlled period are shown in Table 9.  

 

who experienced ongoing disease activity were randomized to receive a second course of either 

Rituxan 2 x 1000 mg + MTX or placebo + MTX, the majority between Weeks 24–28. The 

proportions of patients achieving ACR 20, 50, and 70 responses at Week 24, before the re-

treatment course, and at Week 48, after retreatment, are shown in Table 9. 

 

 

Table 9 ACR Responses in Study 1 and Study 2 (Percent of Patients) 

 (Modified Intent-to-Treat Population) 

 

Inadequate Response to TNF Antagonists 

Study 1 

24 Week Placebo-Controlled  

(Week 24) 

Study 2 

Placebo-Controlled Retreatment 

(Week 24 and Week 48) 

Response 

Placebo + 

MTX 

Rituxan + 

MTX 

Treatment 

Difference 

(Rituxan – 
Response 

Placebo + 

MTX 

Retreatment 

Rituxan + 

MTX 

Retreatment 

Treatment 

Difference 

(Rituxan – 
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n = 201 n =298 Placebo)c 

(95% CI) 
n = 157 n= 318 Placebo)a,b,c 

(95% CI) 

ACR20 ACR20 

Week 24 18%  51%  33% 

 (26%, 

41%)  

Week 24  48%  45%  NA  

ACR50 ACR 50 

Week 24 5%  27%  21%  

(15%, 

27%)  

Week 24 27%  21%  NA  

ACR70 ACR70 

Week 24 1%  12%  11% 

 (7%, 

15%)  

Week 24 11%  8%  NA  

    Week 48 13%  14%  1%  

(-5%, 8%)  

  

a In Study 2, all patients received a first course of Rituxan 2 x 1000 mg. Patients who experienced ongoing disease 

activity were randomized to receive a second course of either Rituxan 2 x 1000 mg + MTX or placebo + MTX at or 

after Week 24.  

b Since all patients received a first course of Rituxan, no comparison between Placebo + MTX and Rituxan + MTX 

is made at Week 24.  

c For Study 1, weighted difference stratified by region (US, rest of the world) and Rheumatoid Factor (RF) status 

or Study 2, weighted difference stratified by RF status at 

 

 

 

 

 

Table 10 

Components of ACR Response at Week 24 in Study 1 

(Modified Intent-to-Treat Population) 

 

Inadequate Response to TNF Antagonists 

 Placebo + MTX  

(n = 201)  

Rituxan + MTX (n = 298)  

Parameter 

(median) 

Baseline Week 24 Baseline Week 24 
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Tender Joint Count  31.0  27.0  33.0  13.0  

Swollen Joint 

Count  
20.0  19.0  21.0  9.5  

Physician Global 

Assessments  
71.0  69.0  71.0  36.0  

Patient Global 

Assessments  
73.0  68.0  71.0  41.0  

Pain  68.0  68.0  67.0  38.5  

Disability Index 

(HAQ)b  
2.0  1.9  1.9  1.5  

CRP (mg/dL)  2.4  2.5  2.6  0.9  

 

a Visual Analogue Scale: 0 = best, 100= worst.  

b Disability Index of the Health Assessment Questionnaire: 0 =best, 3 = worst.  

 

The time course of ACR 20 response for Study 1 is shown in Figure 2. Although both 

treatment groups received a brief course of intravenous and oral glucocorticoids, resulting 

in similar benefits at Week 4, higher ACR 20 responses were observed for the Rituxan 

group by Week 8. A similar proportion of patients achieved these responses through Week 

24 after a single course of treatment (2 infusions) with Rituxan. Similar patterns were 

demonstrated for ACR 50 and 70 responses. 

 

 

 

 

 

 

 

Figure 2 

Percent of Patients Achieving ACR 20 Response by Visit* 

Study 1 (Inadequate Response to TNF Antagonists) 
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*The same patients may not have responded at each time point. 

 

Radiographic Response  

 

In RA Study 1, structural joint damage was assessed radiographically and expressed as changes 

in Genant-modified Total Sharp Score (TSS) and its components, the erosion score (ES) and the 

joint space narrowing (JSN) score. Rituxan + MTX slowed the progression of structural damage 

compared to placebo + MTX after 1 year as shown in Table 11. 

 

 

 

 

 

 

 

 

Table 11 

Mean Radiographic Change From Baseline to 104 Weeks 
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Inadequate Response to TNF Antagonists 

Parameter 

Rituxan 

2 x 1000 mg + 

MTXb 

Placebo + MTXc 

Treatment 

Difference 

(Placebo – 

Rituxan) 

95% CI 

Change during First Year 

TSS  0.66  1.77  1.11  (0.47, 1.75)  

ES  0.44  1.19  0.75  (0.32, 1.19)  

JSN Score  0.22  0.58  0.36  (0.10, 0.62)  

Change during Second Year 

TSS  0.48  1.04    

ES  0.28  0.62    

JSN Score  0.20  0.42    

 

a Based on radiographic scoring following 104 weeks of observation.  

b  

c 

 

 

In RA Study 1 and its open-label extension, 70% of patients initially randomized to Rituxan + 

MTX and 72% of patients initially randomized to placebo + MTX were evaluated 

radiographically at Year 2. As shown in Table 11, progression of structural damage in Rituxan + 

MTX patients was further reduced in the second year of treatment.  

Following 2 years of treatment with Rituxan + MTX, 57% of patients had no progression of 

structural damage. During the first year, 60% of Rituxan + MTX treated patients had no 

progression, defined as a change in TSS of zero or less compared to baseline, compared to 46% 

of + MTX, more 

patients had no progression than in the first year (68% vs. 60%), and 87% of the Rituxan + MTX 

treated patients who had no progression in the first year also had no progression in the second 

year. 

  

Lesser Efficacy of 500 Vs. 1000 mg Treatment Courses for Radiographic Outcomes  

 

RA Study 3 is a randomized, double-blind, placebo-controlled study which evaluated the effect 

of placebo+ MTX compared to Rituxan 2 x 500 mg + MTX and Rituxan 2 x1000 mg + MTX 

treatment courses in MTX-naïve RA patients with moderately to severely active disease. Patients 

received a first course of two infusions of rituximab or placebo on Days 1 and 15. MTX was 

initiated at 7.5 mg/week and escalated up to 20 mg/week by Week 8 in all three treatment arms. 

After a minimum of 24 weeks, patients with ongoing disease activity were eligible to receive re-
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treatment with additional courses of their assigned treatment. After one year of treatment, the 

proportion of patients achieving ACR 20/50/70 responses were similar in both Rituxan dose 

groups and were higher than in the placebo group. However, with respect to radiographic scores, 

only the Rituxan 1000 mg treatment group demonstrated a statistically significant reduction in 

TSS: a change of 0.36 units compared to 1.08 units for the placebo group, a 67% reduction.  

 

Physical Function Response  

 

RA Study 4 is a randomized, double-blind, placebo-controlled study in adult RA patients with 

moderately to severely active disease with inadequate response to MTX. Patients were 

randomized to receive an initial course of Rituxan 500 mg, Rituxan 1000 mg, or placebo in 

addition to background MTX.  

 

Physical function was assessed at Weeks 24 and 48 using the Health Assessment Questionnaire 

Disability Index (HAQ-DI). From baseline to Week 24, a greater proportion of Rituxan-treated 

patients had an improvement in HAQ-DI of at least 0.22 (a minimal clinically important 

difference) and a greater mean HAQ-DI improvement compared to placebo, as shown in Table 

12. HAQ-DI results for the Rituxan 500 mg treatment group were similar to the Rituxan 1000 

mg treatment group; however radiographic responses were not assessed (see Dosing Precaution 

in the Radiographic Responses section above). These improvements were maintained at 48 

weeks. 

Table 12  

Improvement from Baseline in Health Assessment 

 Questionnaire Disability Index (HAQ-DI) at Week 24 in Study 4  

 

 Placebo + MTX 

 n + 172 

Rituxan 2 x 1000 mg 

+MTX  

n = 170  

Treatment Difference 

(Rituxan – Placebo)b 

(95% CI)  

Mean Improvement from 

Baseline  
0.19  0.42  0.23 (0.11, 0.34)  

Percent of patients with 

“Improved” score 

(Change from Baseline 

a  

48%  58%  11% (0%, 21%)  

 

a  

b 

IU/mL, negative < 20 IU/mL) at baseline.  

 

First-line Treatment of Follicular Lymphoma (FL) 
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Several Phase III trials have evaluated the efficacy of rituximab in combination with various 

chemotherapy regimens as first-line therapy for indolent NHL/follicular lymphoma (FL). With 

the exception of one trial, the addition of rituximab in combination with several different 

chemotherapy regimens, including CHOP (cyclophosphamide, doxorubicin [Adriamycin], 

vincristine, prednisone), CVP (cyclophosphamide, vincristine, prednisone), and others, 

resulted in significantly greater complete remission (CR) (41–79% vs. 10–63%, respectively; 

p<0.005), and greater overall response rates (81–96% vs. 57–90%, respectively; p<0.05). (5) 

The addition of rituximab to first- or second-line therapy with different chemotherapy 

regimens has shown variable results in improvement of overall survival (OS) rates in Phase III 

trials. (5) However, a meta-analysis of OS data from 4 trials with a total of 1,015 patients with 

FL, showed significantly improved OS when rituximab was added to chemotherapy compared 

to chemotherapy alone (hazard ratio [HR]) favoring treatment with the addition of rituximab 

(HR: 0.57; 95% confidence interval [CI]: 0.43–0.77). (5) 

Hiddemann and colleagues reported the results of front-line therapy in advanced-stage FL in 

428 patients randomized to CHOP alone or rituximab plus CHOP (R-CHOP). (6) In the 

patients who received R-CHOP, there was a significantly prolonged time-to-treatment failure 

(p<0.001), a higher overall response rate (96% vs. 90%, respectively; p=0.011), and a 

prolonged duration of remission (p=0.001). Additional follow-up on a subset of the original 

study group (patients aged 60 years and older) showed a 4-year progression-free survival 

(PFS) advantage of R-CHOP over CHOP (62.2% vs. 27.9%, respectively; p<0.0001,) and 4-

year OS (90% vs. 81%, respectively; p=0.039). 

Marcus and colleagues randomly assigned previously untreated patients with advanced-stage 

FL to CVP (n=159) or rituximab plus CVP (R-CVP; n=162). (7) Overall response and CR 

rates were 81% and 41%, respectively in the R-CVP arm versus 57% and 10%, respectively in 

the CVP arm, (p<0.0001). After a median follow-up of 30 months, the patients who received 

R-CVP had a median time to progression of 32 months versus 15 for CVP only (p<0.0001). 

The median time-to-treatment failure was 27 months for R-CVP versus 7 months for CVP 

(p<0.0001). An update of the study with a median follow-up of 53 months (8) showed an 

improvement in OS in the R-CVP arm, with an estimated 4-year OS of 83% versus 77% in the 

CVP arm (p=0.029). 

Although trials have shown improved outcomes combining rituximab with chemotherapy, the 

issue of which chemotherapy regimen to use as initial therapy for FL (e.g., CHOP versus 

CVP) is still being debated. 

Relapsed/Refractory FL 

The efficacy of rituximab as monotherapy in patients with relapsed or refractory low-grade FL 

has been examined in noncomparative multicenter trials, (9-15) as summarized in a review 

article. (16) Most trials included patients with low-grade or FL, and the majority of patients 

had stage 3 or 4 disease. Where specified, the median duration of follow-up ranged from 173 

days to 1.5 years. Across studies, baseline characteristics were median patient age 50-58 years, 

34-63% of patients were male, and patients had received a median of 2 prior treatments (two 

studies), 3 (three studies) or 4 (one study). Number of patients ranged from 30 to 166 across 



MEDICAL POLICY   

POLICY TITLE RITUXIMAB (RITUXAN®) 

POLICY NUMBER MP- 2.110 

 

                Page 13  

studies. Overall response rates were 38-48% after 4 weeks of rituximab therapy and 57% after 

8 weeks of therapy. Complete remission rates ranged from 3% to 17%. The median duration 

of response ranged from 5.9-17.8 months, and the median time to progression was 8.1-16.3 

months, after 4 weeks’ therapy. Median duration of response and median time to progression 

had not yet been reached after a median 13.4 and 19.4 months’ follow-up in patients who 

received 8 weeks of rituximab therapy. (16) 

Maintenance Therapy in Previously Untreated FL 

Salles and colleagues report the results of a Phase 3 RCT (the PRIMA study) which was 

undertaken in 223 centers in 25 countries. (17) The study assessed the potential benefit of 2 

years of rituximab maintenance therapy after first-line treatment in patients with FL needing 

systemic therapy. A total of 1,217 patients received 1 of 3 non-randomized induction regimens 

consisting of rituximab and chemotherapy; 1,019 patients had a partial response (PR) or 

complete response (CR) and were then randomly assigned to receive either 2 years of 

rituximab maintenance therapy (n=505) or observation (n=513). The primary endpoint was 

PFS. After a median follow-up of 36 months, PFS was 74.9% (95% CI: 70.9-78.9) in the 

rituximab maintenance group and 57.6% (53.2-62.0) in the observation group (HR: 0.55, 95% 

CI: 0.44-0.68; p<0.0001). Two years after randomization, 71.5% of patients in the rituximab 

maintenance group were in CR versus 52.2% in the observation group (p=0.0001). More 

patients who were in PR at the time of randomization converted to a CR after 2 years in the 

rituximab maintenance group (52%) than those in the observation group (30%); estimated 

difference 22.2%, 95% CI: 11.2-33.3; p=0.0001. There was a significant reduction in the risk 

of starting a new antilymphoma treatment or death or starting a new chemotherapy or death in 

the maintenance group. Grade 3 and 4 adverse events were recorded in 24% of patients in the 

rituximab maintenance group and 17% in the observation group, with infections being the 

most common adverse event. OS did not differ significantly between groups; however, the 

authors state that since longer follow-up will be needed to show any possible effect of 

rituximab maintenance on OS, they would continue to follow these patients. The authors 

conclude that 2 years of rituximab maintenance therapy significantly prolongs PFS, delays the 

time to the next antilymphoma treatment and next chemotherapy, and improves the quality of 

the response in patients with previously untreated follicular lymphoma that is responsive to 

first-line rituximab plus chemotherapy. 

Maintenance Therapy in Relapsed FL 

In 2006, van Oers and colleagues evaluated the role of rituximab in both induction and 

maintenance of relapsed/refractory FL. (18) They randomized 465 patients to induction with 6 

cycles of CHOP versus R-CHOP, with a second randomization of patients in CR or PR to 

rituximab maintenance or observation. Induction therapy that included rituximab yielded 

statistically significant improvement in overall response (85.1% vs. 72.3%; p<0.001) and 

complete remission rates (29.5% vs. 15.6%; p<0.001), and median PFS from first 

randomization (33.1 months vs. 20.2 – all respectively; p<0.001). Rituximab maintenance 

resulted in a median PFS from second randomization of 51.5 months versus 14.9 months, 

respectively, with observation (HR: 0.40; p<0.001). Rituximab maintenance also improved OS 
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from the second randomization with OS rates of 85% in the rituximab arm versus 77% with 

observation alone at 3 years (p=0.011). In 2010, van Oers and colleagues reported on the long-

term outcomes of maintenance in this same patient population, with a median follow-up of 6 

years. (19) Maintenance therapy with rituximab improved PFS compared with observation 

(median, 3.7 years versus 1.3 years, respectively; p<0.001; HR: 0.55), both after CHOP 

induction (p<0.001; HR: 0.37) and R-CHOP (p=0.003; HR: 0.69). The 5-year OS was 74% in 

the rituximab maintenance arm and 64% in the observation arm (p=0.07). Rituximab 

maintenance was associated with a significant increase in grade 3 and 4 infections (9.7% 

versus 2.4% respectively; p=0.01). The authors concluded that the use of rituximab 

maintenance therapy in relapsed/resistant FL led to superior PFS and that, although the 

improvement in OS did not reach statistical significance, this may have been due to an 

unbalanced use of rituximab in post-protocol salvage treatment (after disease progression, 

rituximab-containing salvage therapy was given to 59% of patients treated with CHOP 

followed by observation, compared with 26% after R-CHOP followed by rituximab 

maintenance). 

Studies on Maintenance Therapy that Included Previously Untreated and Relapsed FL 

In 2010, Martinelli and colleagues reported the long-term follow-up of a randomized clinical 

trial comparing induction therapy with single-agent rituximab alone with or without prolonged 

maintenance therapy with rituximab in patients with FL. (20) Patient population consisted of 

those who had received prior chemotherapy (n=138) and those who were chemotherapy naïve 

(n=64). All patients received single-agent rituximab and, if they did not progress, they were 

randomly assigned to no further treatment (observation arm) or 4 additional doses of rituximab 

given at 2-month intervals. Median follow-up was 9.5 years, with all living patients having 

been observed for at least 5 years. The median event-free survival (EFS) for the observation 

versus the maintenance group was 13 months versus 24 months, respectively (p<0.001). Of 

the previously untreated patients, at 8 years’ follow-up, 45% of those who had received 

rituximab maintenance treatment after responding to rituximab induction (n=38) were still 

without event, compared to 22% in the observation group. The authors concluded that single 

agent rituximab and prolonged maintenance therapy with rituximab could result in long-term 

remission, particularly in patients who had received no prior treatment and responded to 

rituximab induction. 

In 2009, Vidal and colleagues performed a systematic review and meta-analysis of 

randomized controlled trials (RCTs) to evaluate the effect of maintenance rituximab on the OS 

of patients with FL. (21) (The report did not include the above 2010 Martinelli et al. study). 

The largest study included in the systematic review is outlined in further detail under 

maintenance therapy in relapsed FL. (18) Five studies were included (total of 1,143 patients) 

that compared rituximab maintenance therapy with observation or treatment at relapse (no 

maintenance). One study included only patients with previously untreated FL, 3 included 

patients with relapsed FL, and one study included both previously untreated and relapsed FL. 

In 3 trials, patients were randomly assigned to a type of induction therapy and subsequently 

underwent a second randomization to maintenance therapy or observation. The other 2 trials 

consisted of patients treated with the same induction therapy who were then subsequently 
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randomly assigned to maintenance therapy or observation. Data for 985 patients were 

available for the meta-analysis of OS. Patients with refractory or relapsed FL had a clear 

survival benefit with maintenance rituximab therapy compared to patients in the observation 

group (HR of death: 0.58; 95% CI: 0.42-0.79; 4 trials). Among patients who were previously 

untreated, the survival benefit was not statistically significant (HR of death: 0.68; 95% CI: 

0.37-1.25; 2 trials). Grade 3 or 4 adverse effects were reported in 3 trials and were higher in 

the rituximab maintenance arm (risk ratio [RR]:1.52, 95% CI: 1.00-2.30). 

DLBCL and Other Aggressive NHL 

The use of rituximab with a CHOP or CHOP-like regimen has been found to be more effective 

than chemotherapy alone as first-line treatment in patients with advanced-stage DLBCL and 

mantle-cell lymphoma (MCL) in several Phase III trials. 

In 2010, Coiffier and colleagues reported the long-term outcomes of a randomized study 

(LNH-98.5) involving 399 elderly patients (defined as aged 60–80 years) with previously 

untreated, diffuse, large B-cell lymphoma who were randomized to 8 cycles of classical 

CHOP or R-CHOP. (22) Median follow-up was 10 years. Ten-year PFS was 36.5% (95% CI: 

29.7–43.3%) with R-CHOP compared with 20% (95% CI: 14.6–26.2%) with CHOP only. 

Median OS was 8.4 years (95% CI: 5.4-not reached) in the R-CHOP arm and 3.5 years (95% 

CI: 2.2-5.5) in the CHOP arm (p<0.0001). 

In 2008, Pfreundschuh and colleagues reported the results of an RCT of 1,222 elderly (aged 

61–80 years) patients with aggressive CD20+ NHL to 6 or 8 cycles of CHOP (at 2-week 

intervals, also known as CHOP-14), with or without rituximab, and showed a significant 

improvement in EFS, PFS, and OS in patients receiving R-CHOP versus CHOP. (23) Three-

year OS was 67.7% (62.0–73.5) for 6 cycles of CHOP-14, 66.0% (60.1–71.9) for 8 cycles of 

CHOP-14, 78.1% (73.2–83.0) for 6 cycles of R-CHOP-14, and 72.5% (67.1–77.9) for 8 cycles 

of R-CHOP-14. OS improved only after 6 cycles of R-CHOP-14 (RR: 0.63 [0.46–0.85]; 

p=0.0031). The authors concluded that of the 4 regimens studied, 6 cycles of R-CHOP was the 

preferred treatment for elderly patients. 

In 2006, Habermann and colleagues reported a 2-stage, randomized trial of 632 patients 60 

years or older with untreated DLBCL. (24) Patients were randomized to CHOP or R-CHOP, 

and 415 responders underwent a second random assignment to maintenance with rituximab or 

observation. Three-year failure-free survival (FFS) was 53% for R-CHOP and 46% for CHOP 

induction (HR: 0.78; 95% CI: 0.61 to 0.99; p=0.04). Two-year FFS rate after the second 

randomization for maintenance was 76% versus 61% for rituximab maintenance versus 

observation (p=0.009). A significant difference in the effect of the maintenance therapy with 

rituximab was seen according to the type of induction received, with maintenance rituximab 

significantly prolonging FFS after CHOP (HR: 0.45; 95% CI: 0.29–0.71; p=0.0004) but not 

after R-CHOP (HR: 0.93; 95% CI: 0.53–1.66; p=0.81). A secondary analysis was performed 

to evaluate the effect of induction therapy without maintenance rituximab. R-CHOP alone 

showed a significant decrease in the risk of treatment failure compared with CHOP (HR: 0.64; 

95% CI: 0.47–0.85; p=0.003), with an estimated 3-year FFS rate of 52% for R-CHOP and 

39% for CHOP. Survival was also longer after R-CHOP induction alone, with an estimated 3-
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year OS rate of 67% for R-CHOP versus 58% for CHOP (HR: 0.72; 95% CI: 0.52–1.00; 

p=0.05). 

Recent use of molecular profiling has shown greater survival advantages with rituximab in 

certain histologically indistinguishable but distinctly different molecular subtypes of DLBCL. 

(25) Future clinical trials may include molecular profiling to identify the most beneficial 

treatment combinations incorporating newer therapeutic agents such as rituximab. (25) 

Mantle Cell Lymphoma (MCL) 

A prospective Phase II trial involved 97 patients with newly diagnosed MCL who received 

rituximab plus hyper-cyclophosphamide, vincristine, doxorubicin, and dexamethasone 

(CVAD) alternating with high-dose methotrexate-cytarabine. (26) Of 97 assessable patients, 

the response rate was 97% with a complete or unconfirmed complete response rate of 87%. At 

a median follow-up time of 40 months, the 3-year FFS was 64% and OS was 82%. Patients 65 

years of age or younger had a 3-year FFS of 73%. Toxicity was significant with a shorter FFS 

in patients older than age 65 years. An update of this patient population, after a median follow-

up of 4.8 years, reported 5-year FFS and OS rates of 48% and 65%, respectively. (27) 

In 2005, Lenz and colleagues published the results of a prospective, randomized trial of 122 

patients with previously untreated advanced stage MCL comparing CHOP chemotherapy 

alone versus R-CHOP. (28) R-CHOP was superior in terms of overall response rate (94% vs. 

75%, respectively; p=0.0054), CR rate (34% vs. 7%, respectively; p=0.00024), and time-to-

treatment failure (median 21 vs. 14 months, respectively; p=0.0131). However, no differences 

were observed in PFS or OS between the two groups. 

In 2004, Forstpointner and colleagues published the results of a prospective, randomized, 

open-label multicenter Phase III trial comparing the use of fludarabine, cyclophosphamide, 

and mitoxantrone (FCM), with and without the addition of rituximab, in patients with relapsed 

and refractory follicular and MCL. (29) The number of patients with MCL was 52, and the 

group that received FCM plus rituximab (R-FCM) showed a superior overall response rate of 

58% versus 46%, respectively (p=0.282). A significantly longer OS was observed in the R-

FCM group, with the median OS not reached at 2 years, versus an estimated median OS for 

the FCM group of 11 months (p=0.0042). At 2 years, the estimated OS in the R-FCM arm was 

65%, compared with 35% in the FCM arm. 

Chronic Lymphocytic Leukemia 

Chronic lymphocytic leukemia (CLL) is a disease of the older population and tends to have a 

prolonged course. It is generally treated in a conservative fashion, and often treatment is 

initiated only when a patient becomes symptomatic as the disease progresses. Treatment of an 

individual patient may be variable and depend on age and other risk factors, including certain 

molecular abnormalities. As CLL is generally considered incurable, the aim of treatment often 

is to induce CR, including eliminating minimal residual disease in the bone marrow. Minimal 

residual disease is usually evaluated by sensitive testing methods, which include flow 

cytometry or polymerase chain reaction (PCR), with patients free of minimal residual disease 

following treatment having longer remission duration and survival. (30) 
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Current chemotherapy options for CLL include alkylating agents such as chlorambucil or 

cyclophosphamide (which when used as single agents have shown CR rates of less than 10%) 

and purine analogs such as fludarabine (with single-agent CR rates of 20%). The combination 

of an alkylating agent and fludarabine improves the CR to 40%. (31) 

A 2012 Cochrane review compared the clinical benefits and harms of monoclonal anti-CD20 

antibodies compared to no further treatment or to other anti-leukemic therapies in patients 

with CLL, irrespective of disease status. (32) Both pre-treated and chemotherapy-naïve 

patients were included, and all of the trials included in the review were randomized and open-

label. Three RCTs (n=1,421) assessed the efficacy of rituximab plus chemotherapy compared 

to chemotherapy alone, and a meta-analysis found a statistically significant OS and PFS 

advantage for the patients who received rituximab. Although there were more grade 3 and 4 

adverse events in the rituximab arm, it did not lead to a statistically significant difference 

regarding treatment-related mortality. Two RCTs (n=177) evaluated rituximab versus 

alemtuzumab; neither study reported PFS or OS. There was no statistically significant 

difference between arms regarding complete response rate or treatment-related mortality; 

however, more serious adverse events occurred in the alemtuzumab arm. 

Previously Untreated CLL 

In 2010, Hallek and colleagues reported the results of a randomized, open-label, multicenter 

Phase 3 trial (CLL8 trial). (33) Treatment-naïve patients with CLL were randomized to receive 

fludarabine and cyclophosphamide with (n=408) versus without (n=409) rituximab in 190 

centers in 11 countries. At 3 years after randomization, 65% of patients in the 

chemoimmunotherapy group were free of progression versus 45% in the chemotherapy-only 

group (HR: 0.56 95% CI: 0.46-0.69; p<0.0001), and 87% were alive versus 83%, respectively 

(HR: 0.67 0.48-0.92; p=0.01). Chemoimmunotherapy was more frequently associated with 

grade 3 and 4 neutropenia (34% versus 21%; p<0.0001) and leukopenia (24% versus 12%; 

p<0.0001); however, other side effects, including severe infections, were not increased. 

Treated-related deaths occurred in 2% versus 3% of patients in the chemoimmunotherapy and 

chemotherapy only groups, respectively. The authors concluded that the addition of rituximab 

improves PFS and OS in patients with previously untreated CLL. 

In 2008, Tam and colleagues reported the results of a Phase II study of 300 patients with 

previously untreated CLL who received a combination of fludarabine, cyclophosphamide, and 

rituximab (FCR), with a median follow-up of 6 years. (34) Overall response rate was 95%, 

with a CR of 72%. Six-year OS was 77% and FFS was 51%. Compared to historical controls 

treated at the same institution with frontline fludarabine-based regimens, therapy with FCR 

was associated with a significantly superior OS (p<0.001); after adjusting for differences in 

pretreatment variables, FCR therapy emerged as the strongest independent predictor of 

survival (p<0.001, HR: 0.48). To date, the FCR regimen in this study has shown the highest 

CR rate, longest remission duration, and most favorable survival outcome for first-line therapy 

of CLL. 

Byrd and colleagues performed a retrospective comparison of the outcomes of patients 

enrolled in a randomized Phase II study of 104 previously untreated CLL patients who 
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received sequential or concurrent fludarabine plus rituximab therapy to patients with similar 

pretreatment characteristics treated on the fludarabine arm (n=178) of a randomized Phase III 

trial comparing fludarabine, chlorambucil, or both. (35) Results showed that patients who 

received fludarabine plus rituximab had a significantly better PFS and OS over the patients 

who received fludarabine alone. Two-year PFS probability was 0.67 (95% CI: 0.58–0.76) in 

patients who received fludarabine plus rituximab compared to 0.45 (95% CI: 0.37–0.52) for 

fludarabine alone (p<0.0001). Patients who received fludarabine plus rituximab had a 2-year 

OS probability of 0.93 (95% CI: 0.88–0.98) versus 0.81 (95% CI: 0.75–0.87) with fludarabine 

alone (p=0.003). 

Relapsed or Refractory CLL 

In 2010, the randomized, open-label multicenter Phase 3 REACH trial examined the efficacy 

of adding rituximab to fludarabine (F) and cyclophosphamide (C) in patients with relapsed or 

refractory CLL. (36) Patients were eligible if they had received 1 prior line of chemotherapy, 

were fludarabine sensitive, and had not received prior therapy with rituximab. Patients were 

randomized to receive FC plus rituximab (n=276) or FC only (n=276). The primary endpoint 

was PFS, with a median follow-up of 25 months. Median PFS was significantly prolonged in 

the FC plus rituximab group versus the FC only group (30.6 months versus 20.6 months, 

respectively; HR: 0.65; p<0.001). Also significantly higher in the FC plus rituximab group 

were the overall response and CR rates and the duration of overall response (HR: 0.69; 95% 

CI: 0.50-0.96). Median time to new treatment was also significantly longer in patients 

receiving rituximab (not reached versus 34.3 months; HR: 0.65; 95% CI: 0.49-0.86; p<0.01). 

In 2011, Badoux and colleagues reported the final analysis of an open-label Phase 2 trial of 

284 patients with relapsed CLL treated with FC and rituximab. (37) All of the patients 

included in the study had active, progressive CLL and included patients in second and 

subsequent relapse and those previously treated with rituximab or FC combination. Median 

patient age was 60 years and median number of prior treatments was 2 (range 1-10). The 

primary objective was to improve the CR rate compared with historic control patients treated 

with FC as salvage therapy (n=114). Secondary outcomes included OS and PFS, calculated 

from the first day of therapy. A total of 280 patients were evaluable for a response to FCR; 

30% achieved CR, 14% achieved nodular partial remission (nPR), defined as patients who are 

otherwise in CR but have lymphoid nodules identified in bone marrow, and 30% achieved PR, 

for an overall response rate of 74%. When analyzed by prior therapy, patients with 3 or fewer 

prior therapies had significantly higher CR or nPR rates compared with those who received 4 

or more prior regimens (52% vs. 4%, respectively; p<0.0001). The estimated median PFS was 

20.9 months (95% CI: 18.8-27.6 months) for the entire cohort. The estimated median PFS for 

patients achieving CR was 60 months compared with 38 months for patients achieving nPR 

(p=0.076) and 15 months for those achieving PR (p<0.001). The estimated median OS for all 

patients was 46.7 months (95% CI: 41.2-53.4 months) and 100 months for patients who 

achieved CR or nPR. Compared with the historical cohort, patients receiving FCR had longer 

PFS compared to those receiving FC (21 months vs. 11 months, respectively; p<0.001) and 

longer OS (47 months vs. 21 months, respectively; p<0.001). A subgroup analysis showed that 

the following patients had superior outcomes with FCR: those with up to 3 prior treatments, 
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fludarabine-sensitive patients regardless of prior rituximab exposure, and patients without 

chromosome 17 abnormalities. 

National Comprehensive Cancer Network Guidelines 

National Comprehensive Cancer Network (NCCN) guidelines (38) state that use of rituximab 

includes the following indications: 

 FL (grade 1 or 2): as first-line therapy as chemoimmunotherapy with bendamustine or 

CVP or CHOP (category 1); with fludarabine-based therapy (category 2B); or as single 

agent therapy (category 2A) 

 FL (grade 1 or 2): as first-line therapy as a single agent for elderly or infirm, if not able 

to tolerate above first-line therapy, (preferred) (category 2A) or with single agent 

alkylators (2A) 

 FL (grade 1 or 2): as maintenance therapy, first and second line (category 1) 

 FL: second-line and subsequent therapy: with fludarabine-based therapy [fludarabine, 

cyclophosphamide, mitoxantrone, rituximab] (category 1); radioimmunotherapy 

(category 1); chemoimmunotherapy as in first-line treatment; 

 Extranodal marginal zone B-cell lymphoma 

 First-line therapy in DLBCL in combination with various chemotherapy regimens 

 DLBCL as second-line therapy (in patients who are not candidates for hematopoietic 

stem-cell transplant) in combination with chemotherapy or as monotherapy 

 CLL: in patients without del (11q) or del (17p)  

o First-line therapy: as single agent in frail patients with significant comorbidities 

(not able to tolerate purine analogs), in patients 70 years or older or younger 

patients with co-morbidities as single or combination therapy, and in patients 

younger than 70 years without significant comorbidities as combination 

therapy- (all category 2A) 

o Relapsed/refractory: same as first-line therapy if long response (>3 years) until 

short response, and for short response (<2 years) in patients 70 years and older 

as single (category 2B) or combination (category 2A) and in patients younger 

than 70 years without significant comorbidities as combination therapy 

(category 2A) 

 CLL: in patients with del (17p)  

o As combination therapy for first-line and relapsed/refractory disease (category 

2A) 

 CLL: in patients with del (11q):  
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o First-line therapy age 70 years or older or younger patients with comorbidities 

as single agent or in combination (2A) and in patients age 70 years or less or 

older patients without significant comorbidities as combination therapy. 

 CLL: in patients with del (11q):  

o As therapy for relapsed/refractory disease: same as first-line therapy if long 

response until short response; as single agent or in combination if short 

response for age 70 or greater; as combination therapy if short response for age 

less than 70 years or in older patients without significant comorbidities. 

 MCL as first- and second-line therapy in combination with chemotherapy (category 

2A), and as maintenance therapy (category 1). 

 As part of induction therapy and 2nd line therapy for Burkitt lymphoma 

 In certain cases of lymphoblastic lymphoma, AIDS-related B-cell lymphoma, cutaneous 

B-cell lymphoma, post-transplant lymphoproliferative disorder and hairy cell leukemia. 

 

National Cancer Institute (NCI) Clinical Trial Database (PDQ®) 

A search of the National Cancer Institute’s Physician Data Query (PDQ) database identified 7 

Phase III trials investigating the use of rituximab in CLL, including first-line and maintenance 

therapy (NCT00275054, NCT00513747, NCT00564512, NCT00645606, NCT01118234, 

NCT00281918 and NCT00718549). 

Fourteen Phase III trials are investigating the use of rituximab in indolent NHL including FL 

and mucosa-associated lymphatic tissue (MALT) lymphoma in previously untreated disease, 

the relapsed/refractory setting, as maintenance therapy and compared to radioimmunotherapy 

(NCT01200589, NCT00078598, NCT00115700, NCT00641095, NCT00004112, 

NCT00006721, NCT00075946, NCT00140582, NCT00006708, NCT00064116, 

NCT00003204, NCT00112931, NCT00210353 and MAYO-977802) and 6 in aggressive NHL 

including DLBCL and MCL (NCT00278421, NCT01287741, NCT209209, NCT00400478, 

NCT00028717, and NCT00641095). 

Physician Specialty Society and Academic Medical Center Input 

In response to requests, input was received from a physician specialty society and 2 academic 

medical centers while this policy was under review in 2009, for a total of 4 reviews. 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.  
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The 2 reviewers were split on the use of rituximab 1) with CHOP as first-line therapy for FL, 

2) as first- and second-line therapy of MCL, and 3) in the treatment of relapsed or refractory 

CLL. 

 

Summary 

Randomized studies have shown that the addition of rituximab to front-line chemotherapy has 

resulted in improved response rates and survival in follicular lymphoma (FL) and diffuse 

large B-cell lymphoma (DLBCL). 

The efficacy of rituximab as monotherapy in relapsed/refractory FL has been shown in 

noncomparative, multicenter trials. 

 

Randomized trials have shown improved progression-free survival (PFS) and overall survival 

(OS) with the use of rituximab as maintenance therapy, both in patients with previously 

untreated and previously treated FL. 

 

Randomized studies have shown that the addition of rituximab to chemotherapy has resulted 

in improved response rates and time-to-treatment failure in newly diagnosed mantle-cell 

lymphoma (MCL) and improved OS in relapsed or refractory disease. 

Randomized studies have shown improved PFS and OS with the addition of rituximab to 

chemotherapy in previously untreated chronic lymphocytic leukemia (CLL). One randomized 

study showed prolonged PFS in relapsed/refractory CLL, and a Phase 2 open-label trial 

showed improved PFS and OS. 

 

V. DEFINITIONS        TOP 

 

ANTHRACYCLINE refers to a type of antibiotic used to treat many types of cancer. Antracyclines 

cause cancer cell death by damaging cell DNA. Daunorubicin, doxorubicin, and epirubicin are 

examples of anthracyclines. 

 

ANTIGEN is a protein that induces the formation of antibodies, which interacts specifically with 

it.  This antigen–antibody reaction forms the basis of immunity. 

 

B-CELL is a lymphocyte (white blood cell) that matures in bone marrow and then migrates to 

lymphoid tissues, where a foreign antigen stimulates it to produce antibodies.  

 

CHOP is one of the most common chemotherapy regimens (cyclophosphamide, doxorubicin, 

vincristine and prednisone) for treating Non-Hodgkin's lymphoma.  
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CLINICAL DISEASE ACTIVITY INDEX (CDAI) is a composite index for quantifying disease 

activity in RA. It utilizes 4 clinical parameters namely, swollen and tender joints out of 28 (the 

set designated for DAS28) and global assessment of the patient and assessor on a visual 

analogue scale. No laboratory parameter is needed. The categories of disease activity are: 

remission ≤ 2.8, low disease activity 2.9 to 10, moderate disease activity 10.1 to 22 and high 

disease activity > 22. 

 

CLINICAL TRIAL is a carefully designed and executed investigation of the effects of a drug 

administered to human subjects.  The goal is to define the clinical efficacy and pharmacological 

effects.   

 

CVP refers to a chemotherapy regimen (cyclophosphamide, vincristine, prednisone) used to 

treat non-Hodgkin’s lymphoma. 

 

CYTOTOXIC refers to destruction of cells. 

 

DISEASE ACTIVITY SCORE (DAS) 28 is a measure of disease activity in RA. The score is 

calculated by a complex mathematical formula, which includes the number of tender and 

swollen joints (out of a total of 28), the erythrocyte sedimentation rate (ESR, a blood marker of 

inflammation), and the patient’s ‘global assessment of global health' (indicated by marking a 10 

cm line between very good and very bad). High disease activity relates to DAS28 >5.1, 

moderate to DAS28 of >3.2 to 5.1, low disease activity is regarded in the range of 2.6 to 3.2, 

and remission <2.6.  

 

IDIOPATHIC THROMBOCYTOPENIA PURPURA (ITP) is a hemorrhagic autoimmune disease in 

which there is destruction of circulating platelets, caused by antiplatelet autoantibodies that bind 

with antigens on the platelet membrane, making platelets more susceptible to phagocytosis and 

destruction in the spleen. 

 

IMMUNOTHERAPY is the use of natural or synthetic substances to stimulate or suppress the 

immune response, to treat deficits or to interfere with the growth of malignant neoplasms.  

 

MANTLE CELL LYMPHOMA is an aggressive type of B-cell non-Hodgkin’s lymphoma that 

usually occurs in middle-aged or older adults.  It is marked by small-to medium-size cancer 

cells that may be in the lymph nodes, spleen, bone marrow, blood, and gastrointestinal system. 

 

MICROSCOPIC POLYANGITIS (MPA)- Also known as "Microscopic polyarteritis, “Microscopic 

polyarteritis nodosa," "MPA" is an ill-defined autoimmune disease characterized by pauci-

immune, necrotizing, small-vessel vasculitis without clinical or pathological evidence of 

necrotizing granulomatous inflammation. 

 
NON-HODGKIN’S LYMPHOMA (NHL) is cancer of the lymphoid tissue, which includes the 

lymph nodes, spleen and other organs of the immune system. 

http://en.wikipedia.org/wiki/Autoimmune_disease
http://en.wikipedia.org/wiki/Vasculitis
http://en.wikipedia.org/wiki/Granulomatous
http://en.wikipedia.org/wiki/Inflammation
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OFF-LABEL refers to the use of a drug to treat a condition for which it has not been approved by 

the U.S. Food and Drug Administration (FDA), especially when such may relieve unpleasant 

symptoms or prove compassionate. Drug effects that have been observed but not specifically 

proven (and for which no application has been made) may be exploited for unproven, or "off-

label" uses by licensed medical practitioners. 

 

SIMPLIFIED DISEASE ACTIVITY INDEX (SDAI) is a composite index for quantifying disease 

activity in RA. It includes the sum of the tender joint count, swollen joint count, patient global 

assessment, physician global assessment, and C-reactive protein (CRP). The categories of 

disease activity are: remission ≤ 3.3, low disease activity 3.3 to 11, moderate disease activity 11 

to 26 and high disease activity > 26. 

 

WALDENSTROM’S MACROGLOBULINEMIA (WM)) is a rare type of slow-growing, non-Hodgkin 

Lymphoma that causes an overproduction of monoclonal immunoglobulin M antibody.  

Asymptomatic WM patients are usually monitored and may not require treatment for many 

years. Symptomatic patients may be treated with chemotherapy, including combination 

treatment with a monoclonal antibody (e.g. Rituximab). 

 

 WEGENER’S GRANULOMATOSIS (WG)- or midline granulomatosis is a rare disorder 

characterised by chronic tissue inflammation (due to the inflammation of blood vessels) and 

granuloma (aggregates of cells) formation in the nasal passages, lungs and kidneys.  

 

 

VI.   BENEFIT VARIATIONS       TOP 
The existence of this medical policy does not mean that this service is a covered benefit under 

the member's contract.  Benefit determinations should be based in all cases on the applicable 

contract language. Medical policies do not constitute a description of benefits.  A member’s 

individual or group customer benefits govern which services are covered, which are excluded, 

and which are subject to benefit limits and which require preauthorization. Members and 

providers should consult the member’s benefit information or contact Capital for benefit 

information. 

 

VII. DISCLAIMER        TOP 
 

Capital’s medical policies are developed to assist in administering a member’s benefits, do not constitute medical 

advice and are subject to change.  Treating providers are solely responsible for medical advice and treatment of 

members.  Members should discuss any medical policy related to their coverage or condition with their provider 

and consult their benefit information to determine if the service is covered.  If there is a discrepancy between this 

medical policy and a member’s benefit information, the benefit information will govern.  Capital considers the 

information contained in this medical policy to be proprietary and it may only be disseminated as permitted by 

law. 

http://mondofacto.com/facts/dictionary?midline+granulomatosis
http://mondofacto.com/facts/dictionary?rare
http://mondofacto.com/facts/dictionary?disorder
http://mondofacto.com/facts/dictionary?chronic
http://mondofacto.com/facts/dictionary?tissue
http://mondofacto.com/facts/dictionary?inflammation
http://mondofacto.com/facts/dictionary?blood+vessels
http://mondofacto.com/facts/dictionary?granuloma
http://mondofacto.com/facts/dictionary?aggregates
http://mondofacto.com/facts/dictionary?cells
http://mondofacto.com/facts/dictionary?formation
http://mondofacto.com/facts/dictionary?nasal
http://mondofacto.com/facts/dictionary?passages
http://mondofacto.com/facts/dictionary?lungs
http://mondofacto.com/facts/dictionary?kidneys
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VIII.  CODING INFORMATION       TOP 
 

Note:  This list of codes may not be all-inclusive, and codes are subject to change at any time. The 

identification of a code in this section does not denote coverage as coverage is determined by the 

terms of member benefit information. In addition, not all covered services are eligible for separate 

reimbursement. 

 

Covered when medically necessary: 

CPT Codes® 

 

        
 

Current Procedural Terminology (CPT) copyrighted by American Medical Association. All Rights Reserved. 

 

HCPCS 

Code Description 
J9310 INJECTION, RITUXIMAB, 100 MG                                                                                             

 

ICD-9-CM 

Diagnosis 

Code* 
Description 

200.00 RETICULOSARCOMA, UNSPECIFIED SITE, EXTRANODAL AND SOLID ORGAN SITES                                                      

200.01 RETICULOSARCOMA OF LYMPH NODES OF HEAD, FACE, AND NECK                                                                   

200.02 RETICULOSARCOMA OF INTRATHORACIC LYMPH NODES                                                                             

200.03 RETICULOSARCOMA OF INTRA-ABDOMINAL LYMPH NODES                                                                           

200.04 RETICULOSARCOMA OF LYMPH NODES OF AXILLA AND UPPER LIMB                                                                  

200.05 RETICULOSARCOMA OF LYMPH NODES OF INGUINAL REGION AND LOWER LIMB                                                         

200.06 RETICULOSARCOMA OF INTRAPELVIC LYMPH NODES                                                                               

200.07 RETICULOSARCOMA OF SPLEEN                                                                                                

200.08 RETICULOSARCOMA OF LYMPH NODES OF MULTIPLE SITES                                                                         

202.00 NODULAR LYMPHOMA, UNSPECIFIED SITE, EXTRANODAL AND SOLID ORGAN SITES                                                     

202.01 NODULAR LYMPHOMA OF LYMPH NODES OF HEAD, FACE, AND NECK                                                                  

202.02 NODULAR LYMPHOMA OF INTRATHORACIC LYMPH NODES                                                                            

202.03 NODULAR LYMPHOMA OF INTRA-ABDOMINAL LYMPH NODES                                                                          

202.04 NODULAR LYMPHOMA OF LYMPH NODES OF AXILLA AND UPPER LIMB                                                                 

202.05 NODULAR LYMPHOMA OF LYMPH NODES OF INGUINAL REGION AND LOWER LIMB                                                        

202.06 NODULAR LYMPHOMA OF INTRAPELVIC LYMPH NODES                                                                              

202.07 NODULAR LYMPHOMA OF SPLEEN                                                                                               

202.08 NODULAR LYMPHOMA OF LYMPH NODES OF MULTIPLE SITES                                                                        

202.40 
LEUKEMIC RETICULOENDOTHELIOSIS, UNSPECIFIED SITE, EXTRANODAL AND 

SOLID ORGAN SITES                                       

202.41 LEUKEMIC RETICULOENDOTHELIOSIS OF LYMPH NODES OF HEAD, FACE, AND NECK                                                    
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ICD-9-CM 

Diagnosis 

Code* 
Description 

202.42 LEUKEMIC RETICULOENDOTHELIOSIS OF INTRATHORACIC LYMPH NODES                                                              

202.43 LEUKEMIC RETICULOENDOTHELIOSIS OF INTRA-ABDOMINAL LYMPH NODES                                                            

202.44 
LEUKEMIC RETICULOENDOTHELIOSIS OF LYMPH NODES OF AXILLA AND UPPER 

LIMB                                                   

202.45 
LEUKEMIC RETICULOENDOTHELIOSIS OF LYMPH NODES OF INGUINAL REGION AND 

LOWER LIMB                                          

202.46 LEUKEMIC RETICULOENDOTHELIOSIS OF INTRAPELVIC LYMPH NODES                                                                

202.47 LEUKEMIC RETICULOENDOTHELIOSIS OF SPLEEN                                                                                 

202.48 LEUKEMIC RETICULOENDOTHELIOSIS OF LYMPH NODES OF MULTIPES SITES                                                          

202.80 
OTHER MALIGNANT LYMPHOMAS, UNSPECIFIED SITE, EXTRANODAL AND SOLID 

ORGAN SITES                                            

202.81 OTHER MALIGNANT LYMPHOMAS OF LYMPH NODES OF HEAD, FACE, AND NECK                                                         

202.82 OTHER MALIGNANT LYMPHOMAS OF INTRATHORACIC LYMPH NODES                                                                   

202.83 OTHER MALIGNANT LYMPHOMAS OF INTRA-ABDOMINAL LYMPH NODES                                                                 

202.84 OTHER MALIGNANT LYMPHOMAS OF LYMPH NODES OF AXILLA AND UPPER LIMB                                                        

202.85 
OTHER MALIGNANT LYMPHOMAS OF LYMPH NODES OF INGUINAL REGION AND 

LOWER LIMB                                               

202.86 OTHER MALIGNANT LYMPHOMAS OF INTRAPELVIC LYMPH NODES                                                                     

202.87 OTHER MALIGNANT LYMPHOMAS OF SPLEEN                                                                                      

202.88 OTHER MALIGNANT LYMPHOMAS OF LYMPH NODES OF MULTIPLE SITES                                                               

204.10 
CHRONIC LYMPHOID LEUKEMIA, WITHOUT MENTION OF HAVING ACHIEVED 

REMISSION                                                  

204.11 CHRONIC LYMPHOID LEUKEMIA IN REMISSION                                                                                   

205.00 
ACUTE MYELOID LEUKEMIA, WITHOUT MENTION OF HAVING ACHIEVED 

REMISSION                                                     

205.01 ACUTE MYELOID LEUKEMIA IN REMISSION                                                                                      

205.10 
CHRONIC MYELOID LEUKEMIA, WITHOUT MENTION OF HAVING ACHIEVED 

REMISSION                                                   

205.11 CHRONIC MYELOID LEUKEMIA IN REMISSION                                                                                    

238.71 ESSENTIAL THROMBOCYTHEMIA                                                                                                

238.72 LOW GRADE MYELODYSPLASTIC SYNDROME LESIONS                                                                               

238.73 HIGH GRADE MYELODYSPLASTIC SYNDROME LESIONS                                                                              

238.74 MYELODYSPLASTIC SYNDROME WITH 5Q DELETION                                                                                

238.75 MYELODYSPLASTIC SYNDROME, UNSPECIFIED                                                                                    

238.76 MYELOFIBROSIS WITH MYELOID METAPLASIA                                                                                    

273.3 MACROGLOBULINEMIA                                                                                                        

284.01 CONSTITUTIONAL RED BLOOD CELL APLASIA                                                                                    

284.9 UNSPECIFIED APLASTIC ANEMIA                                                                                              

287.30 PRIMARY THROMBOCYTOPENIA, UNSPECIFIED                                                                                    
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ICD-9-CM 

Diagnosis 

Code* 
Description 

287.31 IMMUNE THROMBOCYTOPENIC PURPURA                                                                                          

714.0 RHEUMATOID ARTHRITIS                                                                                                     

714.1 FELTY'S SYNDROME                                                                                                         

714.2 OTHER RHEUMATOID ARTHRITIS WITH VISCERAL OR SYSTEMIC INVOLVEMENT                                                         

714.4 CHRONIC POSTRHEUMATIC ARTHROPATHY                                                                                        

720.0 ANKYLOSING SPONDYLITIS                                                                                                   

996.81 COMPLICATIONS OF TRANSPLANTED KIDNEY                                                                                     

V42.0 KIDNEY REPLACED BY TRANSPLANT                                                                                            

V58.11 ENCOUNTER FOR ANTINEOPLASTIC CHEMOTHERAPY                                                                                

V58.12 ENCOUNTER FOR ANTINEOPLASTIC IMMUNOTHERAPY                                                                               

 

*If applicable, please see Medicare LCD or NCD for additional covered diagnoses. 

 

 

The following ICD-10 diagnosis codes will be effective October 1, 2015: 

ICD-10-CM 

Diagnosis 

Code* 
Description 

C83.36 Diffuse large B-cell lymphoma, intrapelvic lymph nodes 

C83.37 Diffuse large B-cell lymphoma, spleen 

C83.38 Diffuse large B-cell lymphoma, lymph nodes of multiple sites 

C82.90 Follicular lymphoma, unspecified, unspecified site 

C82.99 Follicular lymphoma, unspecified, extranodal and solid organ sites 

C82.91 Follicular lymphoma, unspecified, lymph nodes of head, face, and neck 

C82.92 Follicular lymphoma, unspecified, intrathoracic lymph nodes 

C82.94 Follicular lymphoma, unspecified, lymph nodes of axilla and upper limb 

C82.92 Follicular lymphoma, unspecified, intrathoracic lymph nodes 

C82.94 Follicular lymphoma, unspecified, lymph nodes of axilla and upper limb 

C82.95 Follicular lymphoma, unspecified, lymph nodes of inguinal region and lower limb 

C82.96 Follicular lymphoma, unspecified, intrapelvic lymph nodes 

C82.97 Follicular lymphoma, unspecified, spleen 

C82.98 Follicular lymphoma, unspecified, lymph nodes of multiple sites 

C91.40 Hairy cell leukemia not having achieved remission 

C91.41 Hairy cell leukemia, in remission 

C85.80 Other specified types of non-Hodgkin lymphoma, unspecified site 

C85.89 Other specified types of non-Hodgkin lymphoma, extranodal and solid organ sites 

C85.81 Other specified types of non-Hodgkin lymphoma, lymph nodes of head, face, and neck 

C85.82 Other specified types of non-Hodgkin lymphoma, intrathoracic lymph nodes 
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ICD-10-CM 

Diagnosis 

Code* 
Description 

C84.93 Mature T/NK-cell lymphomas, unspecified, intra-abdominal lymph nodes 

C85.83 Other specified types of non-Hodgkin lymphoma, intra-abdominal lymph nodes 

C85.84 Other specified types of non-Hodgkin lymphoma, lymph nodes of axilla and upper limb 

C85.85 Other specified types of non-Hodgkin lymphoma, lymph nodes of inguinal region and lower limb 

C85.86 Other specified types of non-Hodgkin lymphoma, intrapelvic lymph nodes 

C85.87 Other specified types of non-Hodgkin lymphoma, spleen 

C85.88 Other specified types of non-Hodgkin lymphoma, lymph nodes of multiple sites 

C91.10 Chronic lymphocytic leukemia of B-cell type not having achieved remission 

C91.11 Chronic lymphocytic leukemia of B-cell type in remission 

C92.00 Acute myeloblastic leukemia, not having achieved remission 

C92.40 Acute promyelocytic leukemia, not having achieved remission 

C92.50 Acute myelomonocytic leukemia, not having achieved remission 

C92.01 Acute myeloblastic leukemia, in remission 

C92.41 Acute promyelocytic leukemia, in remission 

C92.51 Acute myelomonocytic leukemia, in remission 

C92.10 Chronic myeloid leukemia, BCR/ABL-positive, not having achieved remission 

C92.11 Chronic myeloid leukemia, BCR/ABL-positive, in remission 

D47.3 Essential (hemorrhagic) thrombocythemia 

D46.0 Refractory anemia without ring sideroblasts, so stated 

D46.1 Refractory anemia with ring sideroblasts 

D46.1 Refractory anemia with ring sideroblasts 

D46.20 Refractory anemia with excess of blasts, unspecified 

D46.21 Refractory anemia with excess of blasts 1 

D46.A Refractory cytopenia with multilineage dysplasia 

D46.B Refractory cytopenia with multilineage dysplasia and ring sideroblasts 

D46.22 Refractory anemia with excess of blasts 2 

D46.C Myelodysplastic syndrome with isolated del(5q) chromosomal abnormality 

D46.9 Myelodysplastic syndrome, unspecified 

D47.1 Chronic myeloproliferative disease 

C88.0 Waldenstrom macroglobulinemia 

D61.01 Constitutional (pure) red blood cell aplasia 

D61.9 Aplastic anemia, unspecified 

D47.3 Essential (hemorrhagic) thrombocythemia 

D69.3 Immune thrombocytopenic purpura 

M05.40 Rheumatoid myopathy with rheumatoid arthritis of unspecified site  

M05.411  Rheumatoid myopathy with rheumatoid arthritis of right shoulder  
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ICD-10-CM 

Diagnosis 

Code* 
Description 

M05.412  Rheumatoid myopathy with rheumatoid arthritis of left shoulder  

M05.419 Rheumatoid myopathy with rheumatoid arthritis of unspecified shoulder  

M05.421  Rheumatoid myopathy with rheumatoid arthritis of right elbow  

M05.422  Rheumatoid myopathy with rheumatoid arthritis of left elbow  

M05.429 Rheumatoid myopathy with rheumatoid arthritis of unspecified elbow 

M05.431 Rheumatoid myopathy with rheumatoid arthritis of right wrist  

M05.432  Rheumatoid myopathy with rheumatoid arthritis of left wrist  

M05.439 Rheumatoid myopathy with rheumatoid arthritis of unspecified wrist  

M05.441  Rheumatoid myopathy with rheumatoid arthritis of right hand  

M05.442 Rheumatoid myopathy with rheumatoid arthritis of left hand  

M05.449  Rheumatoid myopathy with rheumatoid arthritis of unspecified hand  

M05.451 Rheumatoid myopathy with rheumatoid arthritis of right hip  

M05.452 Rheumatoid myopathy with rheumatoid arthritis of left hip  

M05.459  Rheumatoid myopathy with rheumatoid arthritis of unspecified hip  

M05.461  Rheumatoid myopathy with rheumatoid arthritis of right knee  

M05.462  Rheumatoid myopathy with rheumatoid arthritis of left knee 

M05.469  Rheumatoid myopathy with rheumatoid arthritis of unspecified knee  

M05.471 Rheumatoid myopathy with rheumatoid arthritis of right ankle and foot  

M05.472  Rheumatoid myopathy with rheumatoid arthritis of left ankle and foot  

M05.479  Rheumatoid myopathy with rheumatoid arthritis of unspecified ankle and foot  

M05.49  Rheumatoid myopathy with rheumatoid arthritis of multiple sites 

M05.50  Rheumatoid polyneuropathy with rheumatoid arthritis of unspecified site  

M05.511 Rheumatoid polyneuropathy with rheumatoid arthritis of right shoulder  

M05.512  Rheumatoid polyneuropathy with rheumatoid arthritis of left shoulder  

M05.519  Rheumatoid polyneuropathy with rheumatoid arthritis of unspecified shoulder  
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ICD-10-CM 

Diagnosis 

Code* 
Description 

M05.521 Rheumatoid polyneuropathy with rheumatoid arthritis of right elbow 

M05.522  Rheumatoid polyneuropathy with rheumatoid arthritis of left elbow  

M05.529  Rheumatoid polyneuropathy with rheumatoid arthritis of unspecified elbow 

M05.531  Rheumatoid polyneuropathy with rheumatoid arthritis of right wrist 

M05.532  Rheumatoid polyneuropathy with rheumatoid arthritis of left wrist  

M05.539 Rheumatoid polyneuropathy with rheumatoid arthritis of unspecified wrist  

M05.541  Rheumatoid polyneuropathy with rheumatoid arthritis of right hand 

M05.542  Rheumatoid polyneuropathy with rheumatoid arthritis of left hand  

M05.549 Rheumatoid polyneuropathy with rheumatoid arthritis of unspecified hand  

M05.551  Rheumatoid polyneuropathy with rheumatoid arthritis of right hip  

M05.552 Rheumatoid polyneuropathy with rheumatoid arthritis of left hip  

M05.559 Rheumatoid polyneuropathy with rheumatoid arthritis of unspecified hip  

M05.561  Rheumatoid polyneuropathy with rheumatoid arthritis of right knee  

M05.562  Rheumatoid polyneuropathy with rheumatoid arthritis of left knee 

M05.569  Rheumatoid polyneuropathy with rheumatoid arthritis of unspecified knee  

M05.571  Rheumatoid polyneuropathy with rheumatoid arthritis of right ankle and foot  

M05.572 Rheumatoid polyneuropathy with rheumatoid arthritis of left ankle and foot  

M05.579  Rheumatoid polyneuropathy with rheumatoid arthritis of unspecified ankle and foot  

M05.59  Rheumatoid polyneuropathy with rheumatoid arthritis of multiple sites 

M05.70  Rheumatoid arthritis with rheumatoid factor of unspecified site without organ or systems involvement  

M05.711 Rheumatoid arthritis with rheumatoid factor of right shoulder without organ or systems involvement 

M05.712  Rheumatoid arthritis with rheumatoid factor of left shoulder without organ or systems involvement 

M05.719  
Rheumatoid arthritis with rheumatoid factor of unspecified shoulder without organ or systems 

involvement  

M05.721  Rheumatoid arthritis with rheumatoid factor of right elbow without organ or systems involvement  

M05.722 Rheumatoid arthritis with rheumatoid factor of left elbow without organ or systems involvement  
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ICD-10-CM 

Diagnosis 

Code* 
Description 

M05.729  
Rheumatoid arthritis with rheumatoid factor of unspecified elbow without organ or systems 

involvement  

M05.731 Rheumatoid arthritis with rheumatoid factor of right wrist without organ or systems involvement  

M05.732 Rheumatoid arthritis with rheumatoid factor of left wrist without organ or systems involvement  

M05.739  
Rheumatoid arthritis with rheumatoid factor of unspecified wrist without organ or systems 

involvement  

M05.741  Rheumatoid arthritis with rheumatoid factor of right hand without organ or systems involvement 

M05.742 Rheumatoid arthritis with rheumatoid factor of left hand without organ or systems involvement  

M05.749 
Rheumatoid arthritis with rheumatoid factor of unspecified hand without organ or systems 

involvement 

M05.751 Rheumatoid arthritis with rheumatoid factor of right hip without organ or systems involvement  

M05.752  Rheumatoid arthritis with rheumatoid factor of left hip without organ or systems involvement  

M05.759 Rheumatoid arthritis with rheumatoid factor of unspecified hip without organ or systems involvement  

M05.761 Rheumatoid arthritis with rheumatoid factor of right knee without organ or systems involvement  

M05.762  Rheumatoid arthritis with rheumatoid factor of left knee without organ or systems involvement  

M05.769  
Rheumatoid arthritis with rheumatoid factor of unspecified knee without organ or systems 

involvement  

M05.771  
Rheumatoid arthritis with rheumatoid factor of right ankle and foot without organ or systems 

involvement 

M05.772  
Rheumatoid arthritis with rheumatoid factor of left ankle and foot without organ or systems 

involvement 

M05.779  
Rheumatoid arthritis with rheumatoid factor of unspecified ankle and foot without organ or systems 

involvement 

M05.79  Rheumatoid arthritis with rheumatoid factor of multiple sites without organ or systems involvement 

M05.80  Other rheumatoid arthritis with rheumatoid factor of unspecified site  

M05.811 Other rheumatoid arthritis with rheumatoid factor of right shoulder  

M05.812  Other rheumatoid arthritis with rheumatoid factor of left shoulder 

M05.819  Other rheumatoid arthritis with rheumatoid factor of unspecified shoulder  
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ICD-10-CM 

Diagnosis 

Code* 
Description 

M05.821  Other rheumatoid arthritis with rheumatoid factor of right elbow  

M05.822  Other rheumatoid arthritis with rheumatoid factor of left elbow  

M05.829  Other rheumatoid arthritis with rheumatoid factor of unspecified elbow  

M05.831 Other rheumatoid arthritis with rheumatoid factor of right wrist  

M05.832  Other rheumatoid arthritis with rheumatoid factor of left wrist  

M05.839 Other rheumatoid arthritis with rheumatoid factor of unspecified wrist 

M05.841 Other rheumatoid arthritis with rheumatoid factor of right hand  

M05.842  Other rheumatoid arthritis with rheumatoid factor of left hand 

M05.849  Other rheumatoid arthritis with rheumatoid factor of unspecified hand  

M05.851  Other rheumatoid arthritis with rheumatoid factor of right hip 

M05.852  Other rheumatoid arthritis with rheumatoid factor of left hip  

M05.859 Other rheumatoid arthritis with rheumatoid factor of unspecified hip  

M05.861  Other rheumatoid arthritis with rheumatoid factor of right knee  

M05.862 Other rheumatoid arthritis with rheumatoid factor of left knee 

M05.869  Other rheumatoid arthritis with rheumatoid factor of unspecified knee  

M05.871 Other rheumatoid arthritis with rheumatoid factor of right ankle and foot  

M05.872  Other rheumatoid arthritis with rheumatoid factor of left ankle and foot  

M05.879 Other rheumatoid arthritis with rheumatoid factor of unspecified ankle and foot  

M05.89  Other rheumatoid arthritis with rheumatoid factor of multiple sites  

M05.9  Rheumatoid arthritis with rheumatoid factor, unspecified  

M06.00 Rheumatoid arthritis without rheumatoid factor, unspecified site  

M06.011 Rheumatoid arthritis without rheumatoid factor, right shoulder 

M06.012 Rheumatoid arthritis without rheumatoid factor, left shoulder  

M06.019  Rheumatoid arthritis without rheumatoid factor, unspecified shoulder  

M06.021 Rheumatoid arthritis without rheumatoid factor, right elbow 
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ICD-10-CM 

Diagnosis 

Code* 
Description 

M06.022 Rheumatoid arthritis without rheumatoid factor, left elbow  

M06.029  Rheumatoid arthritis without rheumatoid factor, unspecified elbow  

M06.031  Rheumatoid arthritis without rheumatoid factor, right wrist  

M06.032 Rheumatoid arthritis without rheumatoid factor, left wrist 

M06.039  Rheumatoid arthritis without rheumatoid factor, unspecified wrist  

M06.041  Rheumatoid arthritis without rheumatoid factor, right hand  

M06.042  Rheumatoid arthritis without rheumatoid factor, left hand  

M06.049 Rheumatoid arthritis without rheumatoid factor, unspecified hand  

M06.051  Rheumatoid arthritis without rheumatoid factor, right hip 

M06.052 Rheumatoid arthritis without rheumatoid factor, left hip 

M06.059 Rheumatoid arthritis without rheumatoid factor, unspecified hip  

M06.061 Rheumatoid arthritis without rheumatoid factor, right knee  

M06.062  Rheumatoid arthritis without rheumatoid factor, left knee  

M06.80 Other specified rheumatoid arthritis, unspecified site 

M06.811  Other specified rheumatoid arthritis, right shoulder 

M06.812 Other specified rheumatoid arthritis, left shoulder  

M06.819  Other specified rheumatoid arthritis, unspecified shoulder  

M06.821  Other specified rheumatoid arthritis, right elbow 

M06.822 Other specified rheumatoid arthritis, left elbow 

M06.829  Other specified rheumatoid arthritis, unspecified elbow 

M06.831 Other specified rheumatoid arthritis, right wrist  

M06.832  Other specified rheumatoid arthritis, left wrist  

M06.839  Other specified rheumatoid arthritis, unspecified wrist  

M06.841  Other specified rheumatoid arthritis, right hand 

M06.842  Other specified rheumatoid arthritis, left hand  



MEDICAL POLICY   

POLICY TITLE RITUXIMAB (RITUXAN®) 

POLICY NUMBER MP- 2.110 

 

                Page 33  

ICD-10-CM 
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M06.849  Other specified rheumatoid arthritis, unspecified hand  

M06.851  Other specified rheumatoid arthritis, right hip  

M06.852  Other specified rheumatoid arthritis, left hip  

M06.859 Other specified rheumatoid arthritis, unspecified hip 

M06.861  Other specified rheumatoid arthritis, right knee 

M06.862 Other specified rheumatoid arthritis, left knee  

M06.869 Other specified rheumatoid arthritis, unspecified knee  

M06.871 Other specified rheumatoid arthritis, right ankle and foot  

M06.872  Other specified rheumatoid arthritis, left ankle and foot  

M06.879  Other specified rheumatoid arthritis, unspecified ankle and foot  

M06.88 Other specified rheumatoid arthritis, vertebrae 

M06.89  Other specified rheumatoid arthritis, multiple sites  

M06.9  Rheumatoid arthritis, unspecified 

M05.00 Felty's syndrome, unspecified site 

M05.011 Felty's syndrome, right shoulder 

M05.012 Felty's syndrome, left shoulder 

M05.019 Felty's syndrome, unspecified shoulder 

M05.021 Felty's syndrome, right elbow 

M05.022 Felty's syndrome, left elbow 

M05.029 Felty's syndrome, unspecified elbow 

M05.031 Felty's syndrome, right wrist 

M05.032 Felty's syndrome, left wrist 

M05.039 Felty's syndrome, unspecified wrist 

M05.041 Felty's syndrome, right hand 

M05.042 Felty's syndrome, left hand 
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M05.049 Felty's syndrome, unspecified hand 

M05.051 Felty's syndrome, right hip 

M05.052 Felty's syndrome, left hip 

M05.059 Felty's syndrome, unspecified hip 

M05.061 Felty's syndrome, right knee 

M05.062 Felty's syndrome, left knee 

M05.069 Felty's syndrome, unspecified knee 

M05.071 Felty's syndrome, right ankle and foot 

M05.072 Felty's syndrome, left ankle and foot 

M05.079 Felty's syndrome, unspecified ankle and foot 

M05.09 Felty's syndrome, multiple sites 

M05.20 Rheumatoid vasculitis with rheumatoid arthritis of unspecified site 

M05.211 Rheumatoid vasculitis with rheumatoid arthritis of right shoulder 

M05.212 Rheumatoid vasculitis with rheumatoid arthritis of left shoulder 

M05.219 Rheumatoid vasculitis with rheumatoid arthritis of unspecified shoulder 

M05.221 Rheumatoid vasculitis with rheumatoid arthritis of right elbow 

M05.222 Rheumatoid vasculitis with rheumatoid arthritis of left elbow 

M05.229 Rheumatoid vasculitis with rheumatoid arthritis of unspecified elbow 

M05.231 Rheumatoid vasculitis with rheumatoid arthritis of right wrist 

M05.232 Rheumatoid vasculitis with rheumatoid arthritis of left wrist 

M05.239 Rheumatoid vasculitis with rheumatoid arthritis of unspecified wrist 

M05.241 Rheumatoid vasculitis with rheumatoid arthritis of right hand 

M05.242 Rheumatoid vasculitis with rheumatoid arthritis of left hand 

M05.249 Rheumatoid vasculitis with rheumatoid arthritis of unspecified hand 

M05.251 Rheumatoid vasculitis with rheumatoid arthritis of right hip 
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M05.252 Rheumatoid vasculitis with rheumatoid arthritis of left hip 

M05.259 Rheumatoid vasculitis with rheumatoid arthritis of unspecified hip 

M05.261 Rheumatoid vasculitis with rheumatoid arthritis of right knee 

M05.262 Rheumatoid vasculitis with rheumatoid arthritis of left knee 

M05.269 Rheumatoid vasculitis with rheumatoid arthritis of unspecified knee 

M05.271 Rheumatoid vasculitis with rheumatoid arthritis of right ankle and foot 

M05.272 Rheumatoid vasculitis with rheumatoid arthritis of left ankle and foot 

M05.279 Rheumatoid vasculitis with rheumatoid arthritis of unspecified ankle and foot 

M05.29 Rheumatoid vasculitis with rheumatoid arthritis of multiple sites 

M05.60 Rheumatoid arthritis of unspecified site with involvement of other organs and systems 

M05.611 Rheumatoid arthritis of right shoulder with involvement of other organs and systems 

M05.612 Rheumatoid arthritis of left shoulder with involvement of other organs and systems 

M05.619 Rheumatoid arthritis of unspecified shoulder with involvement of other organs and systems 

M05.621 Rheumatoid arthritis of right elbow with involvement of other organs and systems 

M05.622 Rheumatoid arthritis of left elbow with involvement of other organs and systems 

M05.629 Rheumatoid arthritis of unspecified elbow with involvement of other organs and systems 

M05.631 Rheumatoid arthritis of right wrist with involvement of other organs and systems 

M05.632 Rheumatoid arthritis of left wrist with involvement of other organs and systems 

M05.639 Rheumatoid arthritis of unspecified wrist with involvement of other organs and systems 

M05.641 Rheumatoid arthritis of right hand with involvement of other organs and systems 

M05.642 Rheumatoid arthritis of left hand with involvement of other organs and systems 

M05.649 Rheumatoid arthritis of unspecified hand with involvement of other organs and systems 

M05.651 Rheumatoid arthritis of right hip with involvement of other organs and systems 

M05.652 Rheumatoid arthritis of left hip with involvement of other organs and systems 

M05.659 Rheumatoid arthritis of unspecified hip with involvement of other organs and systems 
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ICD-10-CM 

Diagnosis 

Code* 
Description 

M05.661 Rheumatoid arthritis of right knee with involvement of other organs and systems 

M05.662 Rheumatoid arthritis of left knee with involvement of other organs and systems 

M05.669 Rheumatoid arthritis of unspecified knee with involvement of other organs and systems 

M05.671 Rheumatoid arthritis of right ankle and foot with involvement of other organs and systems 

M05.672 Rheumatoid arthritis of left ankle and foot with involvement of other organs and systems 

M05.679 Rheumatoid arthritis of unspecified ankle and foot with involvement of other organs and systems 

M05.69 Rheumatoid arthritis of multiple sites with involvement of other organs and systems 

M06.1 Adult-onset Still's disease 

M45.9 Ankylosing spondylitis of unspecified sites in spine 

T86.1Ø Unspecified complication of kidney transplant 

T86.11 Kidney transplant rejection 

T86.12 Kidney transplant failure 

Z94.Ø Kidney transplant status 

Z51.11 Encounter for antineoplastic chemotherapy 

Z51.12 Encounter for antineoplastic immunotherapy 

 

*If applicable, please see Medicare LCD or NCD for additional covered diagnoses. 
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