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IV Rituximab for patients with ANCA associated 
vasculitis (AAV) 

1. Introduction

Rituximab (MabThera) is a chimeric therapeutic monoclonal antibody that depletes B-cells, by binding 
to the CD20 antigen on the cell surface. B cell lysis occurs leading to a sustained reduction in B cells 
for approximately 6-12 months. Rituximab is licensed for the treatment of ANCA associated vasculitis 
(AAV), lymphoma, and rheumatoid arthritis.  

Evidence-base 

The efficacy of Rituximab based regimen in inducing remission in AAV has been studied in two 

randomised controlled trials: RAVE (1) and RITUXVAS (2). Maintenance of Remission trial study 

MAINRITSAN (3)is published and another trial RITAZAREM is currently recruiting 

(ClincalTrials.gov Number: NCT01697267 ). 

2. Scope

This guideline covers the use of IV Rituximab in UHL department of nephrology for patients with AAV 
– Granulomatous Polyangiitis (GPA; previously known as Wegener’s granulomatosis) and
Microscopic Polyangiitis (MPA).  Commissioning for Rituximab is governed by NHS England policy
(7)

3. Recommendations, Standards and Procedural Statements

Recommendations for prescribers 

Indications for induction of remission 

Based on guidance from NICE (5) with changes suggested by NHS England policy 2015 (7), Rituximab, in 
combination with glucocorticoids, is recommended as an option for inducing remission in adults with AAV if: 

The disease has remained active or progressed, or has relapsed despite a course of cyclophosphamide 
lasting 3-6 months 

OR 

Cyclophosphamide is contraindicated or not tolerated 
OR 

The person has not completed their family and treatment with cyclophosphamide may materially affect their 
fertility 

o Pre-menopausal women > 30 years of age are at particularly high risk of permanent infertility with
cyclophosphamide therapy

OR 

The person has had uroepithelial malignancy 

Each case should be discussed by two consultant nephrologists or at the Vasculitis MDT meeting before the 
first dose is prescribed. 
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Dosing for Induction of remission 

Either of the regimens below can be used depending on physician preference. Local preference is regimen A or 
the regimen that delivers the lowest cumulative dose. 

A. Rituximab 1g on day 1 and day 14, administered as an IV infusion
B. Rituximab 375 mg/m

2
 body surface area (rounded to the nearest 100mg), administered as an IV infusion,

once weekly for four weeks or

Regimen B is the licensed dose but BSR guidelines (5) and the NHSE 2015 policy suggest both regimens are 
effective and regimen A is more cost effective. For severe disease 1-3 doses of IV Methylprednisolone up to a 
maximum dose of 1000mg per dose should be given prior to the first dose of Rituximab. The last dose of 
methylprednisolone can be given on the same day of the first infusion of Rituximab. IV hydrocortisone may be 
omitted in these patients. This should be followed by oral prednisolone up to 1 mg/kg/day (not to exceed 60mg) 
and tapered according to clinical need. Ideally prednisolone should be withdrawn completely within 6 months. 

Cyclophosphamide is not routinely given concurrently with Rituximab, but may be considered in severe, life or 
organ threatening presentations such as rapidly progressive GN in order to achieve rapid disease control (4). 
An example regimen is cyclophosphamide 750mg IV on day 1 and day 14, i.e. with the 1

st
 and 3

rd
 Rituximab

infusions with Protocol A, or with both infusions with Protocol B. Any other previous immunosuppressive 
medication should be withdrawn on commencing Rituximab. 

Prophylaxis against Pneumocystis jiroveci (carinii) pneumonia should be given for 6 months following Rituximab 
and glucocorticoid induction regimen.  

Indications for use of Rituximab for Maintenance of remission 

Relapse is common after induction with Rituximab and patients should be monitored accordingly.  

Rituximab for maintenance of remission is only commissioned by NHSE for the following indications 

1. The person is enrolled in a randomised trial that includes B cell suppression as maintenance therapy (e.g.
RITAZAREM);
OR
2. Relapse requiring re-induction therapy has occurred after a previous Rituximab induced remission;
OR
3. Rituximab has been required to induce remission in Cyclophosphamide-refractory disease and future relapse
would have a high risk of organ damage.

In addition 

• The decision regarding Rituximab maintenance has been made at, or in conjunction with, a specialised centre
AND

• The person has been provided with the opportunity to be considered for any suitable clinical trials AND

• The person is registered on the UKIVAS database, to enable identification of use and outcome of treatment.
(to register patient on UKIVAS please send details to Reem Al-Jayyousi or the renal research team)

Maintenance therapy will be stopped after 2 years, or earlier if either treatment intolerance, a contraindication, 
or a major relapse occurs. 

Long-term Rituximab therapy may be associated with hypogammaglobulinaemia and transient late-onset 
neutropenia. 

Dosing for Rituximab as maintenance therapy 

The MAINRITSAN trial group used 500mg every 6 months for 18 months. RITAZAREM protocol is using one 
gram Rituximab every 4 months for 20 months after the initial induction regimen. Locally a dose of 500mg-
1000mg every 6 months is suggested for maintenance treatment. Discussion of regimen and indication in the 
monthly vasculitis meeting is suggested. 
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Other requirements for use of Rituximab in AAV 

The NHSE policy required people receiving Rituximab for AAV to be recruited to UKIVAS. Please send patient 
details to Dr. Reem Al-Jayyousi or the Renal research team to register with UKIVAS. Specified outcomes 
including BVAS and VDI scoring should be measured and documented at baseline, 6 and 12 months after 
induction regimens and 6 and 12 monthly after each maintenance dose and annually thereafter and are the 
responsibility of the patient’s named consultant. 

Pre-treatment screening and consent  

Standard Rituximab drug charts for the 2 different dosing regimens are available for use on the renal unit. 

Before initiating Rituximab course pre-treatment assessment should be conducted by the prescribing consultant 
and should include 

Detailed history - including 
o Chronic or recent co-morbidity such as cardiovascular and pulmonary disease
o Recurrent infections
o Allergies

Physical examination to exclude contraindications 

Routine blood tests (FBC, renal profile, LFTs, CRP) 

Hepatitis B and C screen including HepB core antibodies, HEP BsAg and HepBsAb. Hep B core antibody 
should be added specifically on the request form. If HepB core antibody or sAg positive refer to hepatitis 
clinic before initiating Rituximab or discuss with ID or hepatology teams if Rituximab needs to be given 
urgently. 

Immunoglobulin levels. 

CD19 (B cell marker): There may be some value in baseline CD19 levels, but measuring CD19 post-
treatment is not necessary to determine when to repeat treatment.  

MSU and CXR if indicated to exclude infection or pulmonary involvement  

Give information leaflet about Rituximab 

Reinforce contraception and vaccination advise (If patients need inactivated vaccinations e.g. Flu, the 
course should be completed 1 month prior to commencing Rituximab or given at least 4 months after 
treatment to ensure efficacy of immunisation) 

Prescription 

Standardised drug chart for use of Rituximab on the renal unit are available from Day case unit 10. The 
Physician should prescribe in addition to the Rituximab the following PRE-MEDICATION to be given one hour 
prior to infusion of Rituximab.  

Hydrocortisone 100mg IV (unless receiving Methylprednisolone) 

Chlorphenamine 10 mg IV 

Paracetamol 1gm orally   

Precautions and side effects 

Rituximab is generally safe and well tolerated. 

Contraindications 

Previous severe hypersensitivity to Rituximab. For milder reactions Rituximab can be used with 
methylprednisolone IV (dose 100mg-1000mg depending on severity of reaction) pre-treatment an hour 
before start of Rituximab infusion and Rituximab to be infused at slower rate.  

Active, severe infections (including Hepatitis B). Risk vs Benefit of treatment of AAV in the context of sepsis 
should be considered on an individual patient basis. 

Patients in a severely immunocompromised state.  

Severe heart failure (NYHA Class IV) or severe, uncontrolled cardiac disease 

Contraception advice 

Note that as Rituximab crosses the placenta and also is excreted into breast milk, women should avoid 
pregnancy or breastfeeding. Both women of childbearing potential and men should use effective contraception 
during and for 12 months after treatment. 
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Adverse events related to Rituximab  

Infusion related reactions as in section 4 below. 

Hypotension: Hypotension may occur, consider withholding antihypertensive medications 12 hours prior to 
Rituximab infusions.  

Cardiac disorders: Closely monitor patients with a history of cardiac disease, as Rituximab may have a direct 
cardiotoxic effect. 

Infections: Do not give to patients with active severe infection.   Determining immunoglobulin levels is 
recommended prior to initiating treatment. Significant hypogammaglobulinaemia may occur with prolonged 
treatment, in which case the patient should be discussed with immunology, and prophylactic antibiotics and/or 
IV gamma globulin may be warranted. Serious infections including fatalities can occur during therapy. The most 
frequently reported serious infection was pneumonia.  

Late onset neutropenia 

Pneumocystis jiroveci (PCJ) pneumonia prophylaxis: should be given for patients with GPA or MPA during 
and following first use of Rituximab for 6 months. Published literature about PCJ prophylaxis is inconclusive but 
the manufacturer and the Cambridge group recommend its use.  

Hepatitis B: Cases of fatal hepatitis B reactivation have been reported (see 2.6) 

Immunisation: Vaccinations should be completed at least 4 weeks prior to the initiation of Rituximab. Live 
vaccines should not be administered to a patient receiving Rituximab or whilst peripheral B cells are depleted.  

Progressive multifocal leukoencephalopathy (PML): Very rare cases of fatal PML have been reported. 
Patients should be monitored regularly for any new or worsening neurological symptoms or signs suggestive of 
PML (weakness or paralysis, major changes in vision, unusual eye movements, impaired speech, cognitive 
deterioration). If PML is suspected, further dosing of Rituximab must be suspended until PML has been 
excluded. If PML is confirmed, permanently discontinue Rituximab.  

Skin reactions: Severe skin reactions such as Toxic Epidermal Necrolysis (Lyell’s syndrome) and Stevens-
Johnson Syndrome, some with fatal outcome, reported. In case of such an event with a suspected relationship 
to Rituximab, permanently discontinue.  

Malignancy: Immunomodulatory drugs may increase the rate of malignancy. The possible risk for the 
development of solid tumours cannot be excluded at this time. 

Follow-up 

Neutrophil count should be measured regularly up to 6 months after cessation of treatment and upon signs and 
symptoms of infection.  

B-cell re-constitution occurs between 6 and 12 months and this may be accompanied by a relapse of the
underlying condition. B cell monitoring has not been used in published trials and is not recommended routinely.

Immunoglobulin levels should be checked before each course of Rituximab and four months post therapy. 
Significant Hypogammaglobulinaemia may result from long-term Rituximab treatment, and such patients should 
be discussed with an immunologist regarding possible requirement for antibiotic prophylaxis or IV gamma 
globulin.  

Disease scoring as described above. 

5. Monitoring and Audit Criteria

There will be an annual audit against these guidelines of all patients in UHL treated by nephrologists with 
Rituximab for AAV. 

6. Legal Liability Guideline Statement
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See section 6.4 of the UHL Policy for Policies for details of the Trust Legal Liability statement for 
Guidance documents 
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