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SECTION 10 
 
 

GUIDELINES FOR THE MANAGEMENT OF LOW-
GRADE NON-HODGKIN LYMPHOMA 

 



FOLLICULAR LYMPHOMA 
 
Histological features 
 
Follicular lymphoma is a tumour of the germinal centre cell that in lymph nodes shows a 
follicular growth pattern. 
 
In lymph node biopsy specimens the following features must be present: 
 
 The tumour must contain a mixture of cells with the morphology of centrocytes and 

centroblasts. Centrocytes predominate generally. 
 

Grade 1/2 0-5 centroblasts/hpf 
Grade 2 6-15 centroblasts/hpf 
Grade 3A >15 centroblasts/hpf with centrocytes present 
Grade 3B >15 centroblasts/hpf with solid sheets of centroblasts 

 
 The tumour must have a germinal centre phenotype: 

 Immunocytochemistry: CD20+, CD79+, CD10+, BCL-6+, CD23variable 

 BCL-2 expression and/ or t(14;18) by FISH or PCR. 

 Partially or wholly follicular growth pattern. 
 
Histological grade 3B 
 
Treat as for diffuse large B cell lymphoma (DLBCL). 
 
Follicular lymphoma International Prognostic Index 
 
Score 1 for each of the following: 
 Age > 60 years 
 Hb <12g/dL 
 Elevated LDH 
 Stage III/IV disease 
 Nodal sites >4 

 
Essential Investigations 
 
 FLIPI calculated for all patients (BCSH guidelines 2011 suggest recording of FLIPI2) 
 CT scan of thorax, abdomen, pelvis (and neck if clinically involved) 
 PET-CT scan for stage I 
 Bone marrow biopsy 
 HIV, hepatitis B and hepatitis C serology 

 
Primary Treatment 
 
Early stage (Stage 1 and Stage II where involved nodes are contiguous and can be 
encompassed in a single radiation field) 
 

FLIPI Risk Group Score 

Good 0-1 

Intermediate 2 

Poor 3 



There is some evidence that patients with early stage disease may be cured of their 
disease. Patients with early stage follicular NHL, confirmed by PET-CT scan, should be 
referred for consideration of radiotherapy. 
 
Advanced stage (Stages II (where radiotherapy is not appropriate)-IV) 
 
Asymptomatic patients 
 
 ‘Active monitoring’ in asymptomatic patients with stage II disease where disease can 

not be encompassed in a single radiotherapy field. 
 Rituximab induction therapy (375mg/m2 weekly for 4 weeks) should be offered to 

patients with asymptomatic advanced-stage (stages III-IV) disease. 
 The patient should be discussed at MDT and clinical trial options considered. 
 
Symptomatic patients 

 
 Patients with symptomatic stage III-IV disease should be offered treatment with 

chemoimmunotherapy. 
 Rituximab in combination with chemotherapy can be offered to all patients. 
 Obinutuzumab in combination with chemotherapy can be offered to patients with a 

FLIPI score of 2 or more. 
 Options for chemotherapy are CVP, CHOP or Bendamustine. 
 Consideration should be given to avoiding anthracycline containing chemotherapy as 

initial therapy for low grade disease as it may preclude future use for the treatment of 
high grade transformation. 

 Bendamustine is funded from CDF as first line treatment.  Bendamustine does not 
have a licence for this indication and therefore clinical governance decisions need to 
be taken in conjunction with the patient and the local Trust in regard to its use in this 
setting. 

 Chlorambucil (with or without Rituximab) should be considered in patients who are not 
fit to receive more intensive therapy. 

 The patient should be discussed at MDT and clinical trial options considered. 
 

 
First line maintenance treatment 

 Patients who have responded to first line therapy with Rituximab in combination 
with chemotherapy should be offered Rituximab maintenance therapy (375 mg/m2 
iv or 1400mg sc) every 2 months, starting 2 months after the completion of 
chemotherapy and continued for a maximum period of 2 years. 

 Patients who have responded to first line maintenance with Obinutuzumab and 
chemotherapy should be offered maintenance Obinutuzumab (1000mg iv) every 2 
months for a maximum period of 2 years. 

 Maintenance therapy should be discontinued if disease progression occurs whilst 
receiving treatment before the 2 years of maintenance therapy is complete.  

 
 
 
High Grade transformed follicular lymphoma 
 



This includes patients presenting in transformation and those relapsing with transformed 
disease. 
 
 Investigate and treat as for DLBCL. 
 CHOP-R should be given as primary therapy. 
 CNS prophylaxis should be considered using the same criteria as for DLBCL. 
 Those previously treated with CHOP should receive salvage regimen e.g. IVE, DHAP, 

ESHAP. 
 Consider autologous haemopoietic stem cell transplant in suitable patients achieving 

CR.  Patients presenting with concurrent Follicular and Diffuse Large B cell 
Lymphoma at initial diagnosis who have responded to first line treatment should not 
be offered high dose therapy and stem cell transplant.  

 The patient should be discussed at MDT and clinical trial options considered. 
 

 
Relapsed Follicular Lymphoma 
 
It is strongly recommended that relapsed disease is biopsied and repeat histological 
assessment performed wherever feasible due to the risk of high grade transformation and 
the implications for prognosis and treatment decisions that this implies.   
 
Asymptomatic patients 
Patients with asymptomatic relapse of low grade follicular lymphoma do not need 
immediate treatment but can be closely monitored. 
 
Symptomatic patients 
 
Radiotherapy 
Where symptoms are related to progression at a single disease site consider the use of 
radiotherapy alone. 
 
Rituximab responsive (progression 6 months or more after previous Rituximab therapy or 
Rituximab naïve) 
 Offer treatment (or retreatment) with Rituximab and chemotherapy. 
 If remission > 1 year with original regimen consider re-treating with the same 

chemotherapy regimen (care is needed with total anthracycline dose if CHOP was 
used previously) 

 If intolerant or poor duration of response with initial regimen, then consider using an 
alternative regimen.  Options include CVP, CHOP, Bendamustine and Fludarabine 
and cyclophosphamide.  

 Offer patients responding to induction chemoimmunotherapy maintenance Rituximab 
(375mg/m2 iv or 1400mg sc) starting 3 months after chemotherapy and given every 3 
months for a maximum of 2 years or until disease progression if this is sooner. 

 The patient should be discussed at MDT and clinical trial options considered. 
 
Rituximab refractory patients (progression within 6 months of Rituximab treatment 
including maintenance monotherapy) 

 Offer Obinutuzumab and Bendamustine (available via the Cancer Drug Fund) followed by 
Obinutuzumab maintenance therapy (1000mg iv) every 2 months for a maximum of 2 years or until 
disease progression if this occurs sooner.  



 
 
High dose therapy and stem cell transplant 
 
 High dose therapy and autologous stem cell transplant should be considered in all 

patients <65 years who achieve CR after treatment of relapse. 
 Allogeneic transplant may be an option in highly selected patients.  Consider 

transplant referral in patients of suitable age with a view to transplant in second or 
subsequent CR. 

 
Second and subsequent relapse 
 
Treatment options will depend on previous treatment, response duration and performance 
status. 
 
Options include: 
 
 Clinical observation of asymptomatic relapsed disease. 
 Radiotherapy to localised areas of symptomatic disease. 
 Repeating previous chemotherapy treatments if response >1 year along with 

Rituximab (in patients not refractory to Rituximab) and a further 2 years of Rituximab 
maintenance therapy (as above) every 3 months for 2 years or until disease 
progression if sooner. 

 Treatment with an alternative chemotherapy regimen along with Rituximab (in patients 
not refractory to Rituximab) and a further 2 years of Rituximab maintenance therapy 
(as above) every 3 months for 2 years or until disease progression if sooner. 

 Rituximab monotherapy (375mg/m2 iv weekly for 4 weeks) is an option at second or 
subsequent relapse when all alternative options have been exhausted (resistance or 
intolerance of chemotherapy). 

 Idelalisib (available via an early access program) can be considered for relapsed and 
refractory disease that is refractory to at least 2 prior lines of rituximab or alkylating 
agent chemotherapy. 

 The patient should be discussed at MDT and clinical trial options considered 

 Palliative/best supportive care 
 
NRCI-badged Clinical Trials for Follicular Lymphoma available in the Alliance 



MARGINAL ZONE B CELL LYMPHOMA 
 
Marginal zone B cell lymphoma has 3 distinct clinical presentations: 
 
 Localised extranodal disease – stomach, intestine, thyroid, skin and salivary glands 

(MALTomas) 
 Splenic marginal zone lymphoma (SMZL) with or without circulating villous 

lymphocytes and marrow disease 
 Solitary nodal disease; this is sometimes associated with occult extranodal 

involvement 
 
Diagnostic Criteria 
 
Immunophenotype: CD5-, CD10-, CD19+, CD20+, CD23-, sIgM+, sIgD+ or -,  
BCL6 - 
 
Investigations 
 
 Immunophenotyping of circulating lymphoma cells 
 Biopsy of involved tissue 
 Bone marrow aspirate and trephine 
 CT scan of thorax, abdomen and pelvis (and neck if clinically involved) 
 LDH 
 HIV, hepatitis B and hepatitis C serology 

 
Primary Treatment 
 
 Patients with stage I disease should be referred for consideration of local 

radiotherapy. 
 All other patients, if asymptomatic, require active monitoring (watch and wait) only. 
 Splenectomy may be considered in patients with bulky symptomatic splenomegaly 

(see algorithm: treatment of splenic marginal zone lymphoma). 
 For symptomatic systemic disease, or if the patient is not fit for splenectomy, 

treatment with a Rituximab containing regimen  is recommended, e.g. R-CVP 
 Maintenance rituximab 2 monthly for 2 years is routinely commissioned 

 
Relapse Treatment 
 
 If more than 1 year from completion of primary treatment, retreat with the same agent 

again. 
 If within a year, alternative rituximab-containing chemotherapy is recommended.. 
 Consider  clinical trial  
 High dose therapy may be considered in younger patients with relapsed disease. 



Algorithm: Treatment of Splenic Marginal Zone Lymphoma (SMZL) 
 
 
 
 

  



GASTRIC MALTOMAS 
 
Investigations 
 
 FBC, U&E, LFT, LDH, β2M, immunoglobulins, serum immunoelectrophoresis 
 CT chest, abdomen and pelvis 
 Bone marrow aspirate and trephine (optional) 
 Gastric biopsy for histological diagnosis and to confirm H.pylori infecton 
 Endoscopic ultrasound scan of stomach to pick up non-specific mucosal alterations or 

a mass with no associated ulceration or disease affecting submucosa but not the 
mucosa 

 FISH for t(11;18) or AP12-MALT1 fusion protein (Many cases have t(11;18) resulting 
in activation of NFkβ and H.pylori-independent MALT lymphoma. The t(11;18) is often 
associated with a lack of response to antibiotics.). 

 
Lugano Staging 
 

I confined to GI tract 
II1 local node involvement (perigastric) 
II2 distal node involvement (more distant regional nodes) 
IIE penetration of serosa to adjacent organs/tissues 
IV disseminated extranodal involvement or supradiaphragmatic involvement 

 
Treatment 
 

1. Stage I and II – see algorithm 
2. Stage IIE – IV or recurrence post radiotherapy 

 
Chemotherapy options include: 
 
 chlorambucil ± dexamethasone, +/- Rituximab 
 Other Rituximab containing regimens eg R-CVP 
 fludarabine-containing regimes, and 
 rituximab monotherapy. 

 
Long-term Follow up 
 

 H.pylori negative patients who have achieved a histological response should be 
followed up with repeat endoscopy and biopsy from multiple sites every 6 months 
for at least 2 years. 

 In the absence of evidence of histological progression consideration should be 
given to ongoing annual endoscopic surveillance as a six times increase in risk of 
gastric carcinoma is recognised in patients with gastric MALT lymphoma. 

 
NRCI-badged Clinical Trials for Marginal Zone Lymphoma available in the network 

  



 
 
 
 
 
 
 
 
 
 
 
 
 
  



 

MANTLE CELL LYMPHOMA 
 
Section 10 
 
There is no current international consensus for treatment of this disorder, although BCSH 
guidelines have been published (McKay 2018). 
 
Diagnostic criteria 
 
Typical cases 
 Monomorphic population of small- to intermediate-sized B cells 
 Phenotype: sIg ++/+++ (IgM & IgD), CD5+, CD23-, CD20+ 
 Cyclin-D1 expression / t(11;14) 

 
Variants 
 Blastic or large cell variant associated with an aggressive clinical course 

 
Essential investigations 
 
 Bone marrow aspirate and trephine biopsy (not needed if peripheral blood 

involvement) 
 CT scan of thorax, abdomen and pelvis (and neck if clinically involved) 
 Calculation of International Prognostic Index 
 HIV, hepatitis B and hepatitis C serology 
 Gastrointestinal investigations e.g. upper GI endoscopy / sigmoidoscopy and biopsy if 

the patient has GI symptoms or to confirm stage 1 disease if radiotherapy is being 
considered 

 Low threshold of investigation of the CNS if there are any symptoms 
 PET is NOT recommended 
 

 
Prognosis 
 
The MIPI score (Hoster et al, 2008) has been validated in large patient cohorts but is 
cumbersome to calculate. An online calculator can be found at:  
http://www.european-mcl.net/en/clinical_mipi.php 
 
A simplified MIPI score (sMIPI) is also validated in large patient cohorts (stage III or IV 
disease) and is easier to use. It considers age, performance status, LDH and white cell 
count. 
 

Category 0 1 2 3 

Age (years) <50 50-59 60-69 70 or greater 

Performance status 0-1  2-4  

LDH (relative to ULN) <0.67 0.67-0.99 1.0-1.49 1.5 or greater 

WCC (x109/L) <6.7 6.7-9.9 10-14.9 15 or greater 

 

Score Category Median OS (Months) 

http://www.european-mcl.net/en/clinical_mipi.php


0-3 Low risk >90 

4-5 Intermediate risk 58 

6-11 High risk 37 

 
 
TREATMENT 
 All patients at diagnosis and relapse, irrespective of stage, should be considered 
for trials. Currently open is the MCL biobank observational study. 
  
Asymptomatic disease 
Watchful waiting only, no benefit to starting chemo in this group 
 
Stage 1 disease 
Radiotherapy 
 
Primary treatment for symptomatic patients stage 2-4 
Young fit patients up to the age of 65, may be considered for more aggressive therapy 
based on the Nordic Lymphoma Group protocol (maxi-CHOP/high dose ara-C) followed by 
autologous HSCT. Allogeneic HSCT may be considered in CR1.  

 
Nordic protocol: 
 
Cycle 1: maxiCHOP 
Mesna 240mg/m2 IV 
Cyclophosphamide 1200mg/m2 
Doxorubicin 75mg/m2 
Vincristine 1.4mg/m2, max 2mg 
Mesna 480mg/m2 oral 2 hrs and 6  hrs post cyclo 
Prednisolone 100mg oral for 5 days 
 
Cycles 2 +4 
Rituximab 375mg/m2 D1 only 
Cytarabine 3g/m2 every 12 hours for 4 doses 
 
Cycles 3+5 
Rituximab 375mg/m2  
Mesna 240mg/m2 IV 
Cyclophosphamide 1200mg/m2 
Doxorubicin 75mg/m2 
Vincristine 1.4mg/m2, max 2mg 
Mesna 480mg/m2 oral 2 hrs and 6  hrs post cyclo 
Prednisolone 100mg oral for 5 days 
 
Cycle 6 
Rituximab 375mg/m2 D1 and 9 
Cytarabine 3g/m2 every 12 hours for 4 doses 
Mobilise with gcsf starting day 5 with harvest day 14 
 
Autologous stem cell transplant 
 



Older patients not fit for Nordic protocol, options include: 
 

 Standard dose R-CHOP (cyclophosphamide, doxorubicin, vincristine, prednisolone) x6 with 
rituximab delivered at standard dose of 375mg/m2 with each course (6 doses). Kluin-
Nelemans, N Engl J Med 2012;367:520-31. 6xRFC vs 8xRHOP. After a median follow up 
of 37 months, the time to treatment failure was similar with R-FC and R-CHOP (median, 26 
and 28 months, respectively). RFC patients had a shorter overall survival 4-year survival 
rate, 47% vs. 62%; and increased toxicity.  
 

 R-FC is not recommended – see above 
 

 VR-CAP (NICE approved TA370 based on LYM-3002 trial) for 6-8 cycles Robak et al 
NEJM 2015;372:944-53. 487 patients randomised between RCHOP or VR-CAP 

 
 VR-CAP RCHOP 

Median PFS  24m 14m 

Median OS at 4yr 64% 54% 

CR 53% 42% 

Grade 3 or 4 neutropenia 85% 67% 

Any infection 60% 46% 

Grade 3  or 4 infection 21% 14% 

But note the PFS data for RCHOP group is significantly lower than other studies eg Kluin-
Nelemans study mentioned above 
 

1. Bortezomib 1.3mg/m2 days 1,4,8 and 11 (note the trial used IV 
bortezomib, but the alliance recommends subcut due to lower rates of 
neuropathy 

2. Rituximab 375mg/m2 
3. Cyclophosphamide 750mg/m2 
4. Doxorubicin 50mg/m2 
5. Prednisolone 100mg/m2 days 1-5 

 
 Bendamustine and rituximab x6-8(StiL and Bright studies). These studies have shown 

an improved complete response rate and progression free survival rate with BR vs 
CHOP/RCVP 
Bright study Flinn et al Blood. 2014;123(19):2944-2952). BR vs RCHOP/RCVP, 447 
pts in, 36% of patients had mantle cell lymphoma 

Analysis of mantle cell 
lymphoma subset 

BR RCHOP/RCVP 

CR 50% 27% 

CR + PR 94% 85% 

All patients   

Grade 3 or 4 neutropenia 39% 87%/56% 

Any infection 55% 57%/50% 

Grade 3  or 4 infection 12% 5%/7% 

StiL trial Rummel et al. Lancet 2013; 381: 1203–10. 549 patients, 18% had mantle 
cell. BR vs RCHOP 

All patients BR RCHOP 

CR 40% 30% 

Overall response rate 93% 91% 



OS No difference between groups 

Median PFS        69m       31m 

Grade 3 or 4 neutropenia 29% 69% 

Any infection 37% 50% 

Grade 3  or 4 infection   

 
 
Bendamustine and rituximab in this indication is now under routine commissioning as 
of June 2018 for the following situations: first line treatment for mantle cell lymphoma 
lymphoma.  

 Bendamustine 90mg/m2 days 1 and 2 of 4 week cycle 

 Rituximab 375mg/m2 on day 1 
  

 Patients unfit for the above will be treated at the physician’s discretion, e.g. R-
chlorambucil  
 

In summary, the trial evidence shows superiority of VRCAP over RCHOP and of BR over 
RCHOP. However most of these trials did not use rituximab maintenance. 

 
Rituximab maintenance 
Evidence 
Rituximab maintenance is not licensed for use in maintenance therapy in mantle cell 
lymphoma, however there is trial evidence of it providing improved overall survival and 
PFS after RCHOP and after intensive chemo and transplant: 

 Kluin-Nelemans, N Engl J Med 2012;367:520-31. 6xRFC vs 8xRHOP. 274 patients then 
randomised to R maintenance or intereron until progression. Rituximab reduced the risk of 
progression or death by 45% (in remission after 4 years, 58%, vs. 29% with interferon 
alfa. Among patients who had a response to R-CHOP, R maintenance significantly 
improved overall survival (4-year survival rate, 87%, vs. 63% with interferon alfa, 5 yr PFS 
51% vs 22%). Note benefits not seen in RFC group.  

 Le Gouill N Engl J Med 2017;377:1250-60. RDHAP x 4 then auto. 299 patients randomised 
to 3 years R maintenance vs observation. Follow up 50m. PFS was 83% in the rituximab 
group versus 64% in the observation group. Overall survival was 89% vs 80% . 

 
There is trial evidence that rituximab maintenance has no effect on progression free 
survival when given after RFC (Kluin-Nelemans as above) and after BR 

 StiL MAINTAIN trial, Rummel 2016  JCO abstract 34, no. 15_suppl : 120 patient after BR x 
6 randomised to 3 monthly ritux maintenance for 2 yrs or not. After a median observation 
time of 4.5 years, no significant difference in PFS between both arms could be observed 

 
NHSE guidance 
There was communication in 2013 from NHS England that the following had been moved 
into routine commissioning: ‘Maintenance therapy of mantle cell lymphoma in patients who 
respond to standard first line chemotherapy to a maximum of 2 years treatment’ 
 
NICE guidelines on NHL diagnosis and management (nice.org.uk/guidance/ng52) was 
published in 2016. It gives the following recommendations for rituximab maintenance: 

 Consider maintenance rituximab, every 2 months until disease progression, for people with 
newly diagnosed mantle cell lymphoma who are not fit enough for high-dose chemotherapy 
and where there has been a response to R-CHOP-based immunochemotherapy. 



 Consider maintenance rituximab, every 2 months for 3 years, for people with newly 
diagnosed mantle cell lymphoma who are in remission after cytarabine-based induction 
and high-dose chemotherapy. 

 
Summary 

 Rituximab maintenance every 2 months should be given for 3 years after intensive 
cytarabine-based chemotherapy, and until disease progression after RCHOP-based 
immunochemotherapy.  

 
 There has been no further clarification from NHS England as to exactly which induction 

regimes are suitable for funding for rituximab maintenance, and whether VR-CAP can be 
considered an ‘R-CHOP-based immunochemotherapy’ regime. Given the very good 
outcomes from the VR-CAP trial, it is tempting to give patients not fit for intensive chemo, 
VR-CAP x 6 followed by rituximab maintenance. However there is no trial evidence to 
support this and the outcomes for patients in the RCHOP arm in this trial are surprisingly 
low compared to other trials. 

 
 Rituximab maintenance should not be given after BR 

 
 
Relapse treatment 
 Patients in second or subsequent response may be eligible for clinical trials.  
 Ibrutinib was NICE approved in January 2018 (TA502) and will be the preferred 

second line option for many patients. The indications on the guidance is: 
1. For relapsed or refractory mantle cell lymphoma in adults if they have had 

only 1 previous line of therapy.  
Therefore is expected that nearly all relapsed patients would get this in first relapse, 
as they would not be eligible for this in second and subsequent relapse. 

 Bendamustine and rituximab can be considered in patients with relapsed and 
refractory MCL (NHSE specialised commissioning June 2018 Ref: 170054P) 

1. Criteria: patients have been treated with one or more previous 
chemotherapies (excluding bendamustine-based regimens) or autologous 
stem cell transplantation, and have a performance status of 0-1. It must 
only be given to patients who have not previously been treated with 
bendamustine.  

 RCHOP may be considered if not previously given 
 Consider allograft once in second remission 

 
 


