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On 
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Introduction  
Lymphoma is a type of cancer involving 
cells of the immune system, called 
lymphocytes. Just as cancer represents 
many different diseases, lymphoma 
represents many different cancers of 
lymphocytes -- about 35 different 
subtypes. Lymphoma is a group of 
cancers that affect the cells that play a 
role in the immune system and primarily 
represents cells involved in the lymphatic 
system of the body.  
 

[Picture Credit: Lymphatic System]   

 
 
 
The Lymphatic System  
The lymphatic system is an extensive 
drainage network that helps keep bodily 
fluid levels in balance and defends the 
body against infections. It is made up of a 
network of lymphatic vessels that carry 
lymph - a clear, watery fluid that contains 
protein molecules, salts, glucose, urea, 
and other substances - throughout the 
body.  
 
 
 
Types of Lymphoma  
Lymphomas fall into one of two major categories:  

• Hodgkin's lymphoma (HL, previously called Hodgkin's disease)  

• Non-Hodgkin’s Lymphoma (NHL, all other lymphomas)  
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These two types occur in the same places, may be associated with the same symptoms, and often 
have similar appearance on physical examination. However, they are readily distinguishable via 
microscopic examination.  
 
Many of the NHL subtypes look similar, but they are functionally quite different and respond to 
different therapies with different probabilities of cure. HL subtypes are microscopically distinct, and 
typing is based upon the microscopic differences as well as extent of disease.  
 
 
 
Non-Hodgkin’s Lymphoma 
Non-Hodgkin's lymphoma is cancer of the lymphoid tissue, which includes the lymph nodes, spleen, 
and other organs of the immune system.  
 
There are many different types of non-Hodgkin lymphoma (NHL), so classifying it can be quite 
confusing (even for doctors). Several different systems have been used, but the most recent system 
is the World Health Organization (WHO) classification. The WHO system groups lymphomas based 
on:  

• The type of lymphocyte the lymphoma starts in 

• How the lymphoma looks under a microscope 

• The chromosome features of the lymphoma cells 

• The presence of certain proteins on the surface of the cancer cells 
 
Sapkota, S. & Shaikh, H. 2020.  
“Non-Hodgkin lymphoma (NHL) is a neoplasm of the lymphoid tissues originating from B cell 
precursors, mature B cells, T cell precursors, and mature T cells. 
Non-Hodgkin lymphoma comprises various subtypes, each with different epidemiologies, etiologies, 
immunophenotypic, genetic, clinical features, and response to therapy. It can be divided into two 
groups, 'indolent' and 'aggressive,' based on the disease's prognosis. 
The most common mature B cell neoplasms are Follicular lymphoma, Burkitt lymphoma, diffuse 
large B cell lymphoma, Mantle cell lymphoma, marginal zone lymphoma, primary CNS lymphoma. 
The most common mature T cell lymphomas are Adult T cell lymphoma, Mycosis fungoides. 
The treatment of NHL varies greatly, depending on tumor stage, grade, and type of lymphoma, and 
various patient factors (e.g., symptoms, age, performance status). 
The natural history of these tumors shows significant variation. Indolent lymphomas present with 
waxing and waning lymphadenopathy for many years, whereas aggressive lymphomas have specific 
B symptoms such as weight loss, night sweats, fever and can result in deaths within a few weeks if 
untreated. Lymphomas that usually have indolent presentations include follicular lymphoma, 
chronic lymphocytic leukemia/small lymphocytic lymphoma, and splenic marginal zone lymphoma. 
Aggressive lymphomas include diffuse large B cell lymphoma, Burkitt lymphoma, precursor B and T 
cell lymphoblastic leukemia/lymphoma, and adult T cell leukemia/lymphoma, and certain other 
peripheral T cell lymphomas. 
Up to two-thirds of patients present with peripheral lymphadenopathy. Rashes on the skin, 
increased hypersensitivity reactions to insect bites, generalized fatigue, pruritus, malaise, fever of 
unknown origin, ascites, and effusions are less common presenting features. Approximately half of 
the patients develop the extranodal disease (secondary extranodal disease) during the course of 
their disease, while between 10 and 35 percent of patients have primary extranodal lymphoma at 
diagnosis. Primary gastrointestinal (GI) tract lymphoma may present with nausea and vomiting, 
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aversion to food, weight loss, fullness of abdomen, early satiety, visceral obstruction related 
symptoms. Patients may even present with features of acute perforation and gastrointestinal 
bleeding, and at times with features of malabsorption syndrome. Primary central nervous system 
(CNS) lymphoma may present with headaches, spinal cord compression features, lethargy, focal 
neurologic deficits, seizures, and paralysis.” 
 
 
 
Causes, Incidence, and Risk Factors for Non-Hodgkin’s Lymphoma  
White blood cells called lymphocytes are found in lymph tissues. They help prevent infections. Most 
Non-Hodgkin’s Lymphomas (NHL) start in a type of white blood cells called B lymphocytes, or B cells.  
 
Some of the Known Risk Factors for Non-Hodgkin’s Lymphoma include:  

• Age - Non-Hodgkin's lymphoma can develop in people of all ages, including children, it is most 
common in adults. The most common types of NHL usually appear in people in their 60s and 70s.  

• Sex - In general, NHL is more common in men than in women.  

• Race - Overall, the risk for NHL is slightly higher in Caucasians than in African-Americans and 
Asian Americans.  

• Family History - People who have close family relatives who have developed NHL may be at 
increased risk for this cancer. However, no definitive hereditary or genetic link has been 
established.  

• Infections - Viral or bacterial infections may play a role in some lymphomas. These include:  
 

• Epstein-Barr virus (EBV), the cause of mononucleosis, is highly associated with Burkitt's 
lymphoma and NHLs associated with immunodeficiency diseases. It is also a risk factor for 
Hodgkin's disease.  

• The human immodeficiency virus (HIV), which causes AIDS, increases the risk for Burkitt 
lymphoma and diffuse large B-cell lymphoma  

• The hepatitis C virus (HCV) may increase the risk for certain types of lymphomas.  

• The Helicobacter pylori bacterium, which causes stomach ulcers, is associated with increased 
risk for mucosa-associated lymphoid tissue lymphomas (MALT). (The use of antibiotics to get 
rid of the bacteria may cause remission in some patients who have an early stage form of 
lymphoma in an early stage.)  
 

• Immune System Deficiency Disorders - Patients with diseases or conditions that affect the 
immune system may be at higher risk for lymphomas:  

▪ HIV-positive patients and those with full-blown AIDS are at higher risk for NHL, and 
the disease is more likely to be widespread in these patients than in those without 
the immune disease. Most AIDS-related NHLs are high-grade lymphomas.  

▪ People who have organ transplants are at higher risk for NHL, probably due to 
multiple factors, including the drugs used to suppress the immune system and the 
transplanted organ itself.  

▪ Patients who have had high-dose chemotherapy with stem-cell transplantation are 
at higher risk.  
 

• Other immunodeficiency syndromes that put people at risk for NHL include Chediak-Higashi 
syndrome, ataxia-telangiectasia, B-cell lymphoproliferative syndrome, Bruton 
agammaglobulinemia, common variable immunodeficiency, and Wiskott-Aldrich syndrome.  
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• Autoimmune Disorders - Patients with a history of autoimmune diseases, including rheumatoid 
arthritis (RA), systemic lupus erythematosus, Hashimoto's thyroiditis, Crohn's disease, and 
Sjogren syndrome, are at an increased risk for certain NHLs, such as marginal zone lymphomas.  

• Chemical Exposure - Overexposure to a number of industrial and agricultural chemicals (such as 
pesticides, herbicides, and petrochemicals) has been frequently linked to an increased risk for 
lymphomas. The data, however, are not consistent.  

• Lifestyle Factors - Lifestyle does not seem to be a major risk factor for NHL. Some studies have 
suggested that obesity may increase risk, but this association is not definite. Other studies have 
investigated the role of diet. Although some research has indicated an increased risk for diets 
high in consumption of red meat and lower risk for diets high in vegetables, for the most part a 
strong association remains speculative. There is no evidence that smoking increases the risk for 
NHL itself, although it has been linked with high-grade and follicular NHLs in people with 
lymphoma.  

 
 
 
Incidence of Non-Hodgkin’s Lymphoma in South Africa 
According to the outdated National Cancer Registry (2016), known for under reporting, the following 
number of Non-Hodgkin’s Lymphoma cases were histologically diagnosed in South Africa during 
2017: 
Group - Males 
2017 

Actual 
No of Cases 

Estimated 
Lifetime Risk 

Percentage of 
All Cancers 

All males 1 381 1:158 3,45% 
Asian males 35 1:222 3,60% 
Black males 804 1:223 6,13% 
Coloured males 130 1:152 2,77% 
White males 412 1:85 1,94% 

 
 
Group - Females 
2017 

Actual 
No of Cases 

Estimated 
Lifetime Risk 

Percentage of 
All Cancers 

All females 1 129 1:238 2,71% 
Asian females 33 1:274 2,58% 
Black females 658 1:343 3,51% 
Coloured females 110 1:194 2,42% 
White females 328 1:120 1,94% 

 
 
The frequency of histologically diagnosed cases of Non-Hodgkin’s Lymphoma in South Africa for 
2017 was as follows (National Cancer Registry, 2017): 
 
 
 
Group - Males 
2017 

0 – 19 
Years 

20 – 29 
Years 

30 – 39 
Years 

40 – 49 
Years 

50 – 59 
Years 

60 – 69 
Years 

70 – 79 
Years 

80+ 
Years 

All males 51 60 214 343 280 216 153 64 
Asian males 0 0 5 11 3 12 3 1 
Black males 45 37 172 270 167 61 29 13 
Coloured males 4 5 16 19 29 33 17 7 
White males 2 8 21 43 81 110 104 43 
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Group - Females 
2017 

0 – 19 
Years 

20 – 29 
Years 

30 – 39 
Years 

40 – 49 
Years 

50 – 59 
Years 

60 – 69 
Years 

70 – 79 
Years 

80+ 
Years 

All females 29 62 207 224 217 169 159 63 
Asian females 1 2 2 6 10 3 8 1 
Black females 23 51 180 181 123 53 32 15 
Coloured females 2 2 6 15 24 30 23 8 
White females 3 7 19 21 50 83 96 39 
N.B. In the event that the totals in any of the above tables do not tally, this may be the result of uncertainties as to the age, race or sex of 
the individual. The totals for ‘all males’ and ‘all females’, however, always reflect the correct totals. 
 
 
 

 
 
Symptoms of Non-Hodgkin’s Lymphoma  
Symptoms depend on what area of the body is affected by the 
cancer and how fast the cancer is growing. Symptoms may 
include:  
 

[Picture Credit: Non-Hodgkin’s Lymphoma] 

 

• Night sweats (soaking the bedsheets and pyjamas even 
though the room temperature is not too hot)  

• Fever and chills that come and go  

• Itching  

• Swollen lymph nodes in the neck, underarms, groin, or 
other areas  

• Weight loss  

• Coughing or shortness of breath may occur if the cancer affects the thymus gland or lymph 
nodes in the chest, which may put pressure on the windpipe (trachea) or other airways.  

• Some patients may have abdominal pain or swelling, which may lead to a loss of appetite, 
constipation, nausea, and vomiting.  

• If the cancer affects cells in the brain, the person may have a headache, concentration problems, 
personality changes, or seizures.  

 
 
 
Signs and Tests for Non-Hodgkin’s Lymphoma  
The doctor will perform a physical exam and check body areas with lymph nodes to feel if they are 
swollen.  
 
The disease may be diagnosed after:  

• Biopsy of suspected tissue, usually a lymph node biopsy  

• Bone marrow biopsy  
 
Other tests that may be done include:  

• Blood test to check protein levels, liver function, kidney function, and uric acid level  

• Complete blood count (CBC)  

• CT scans of the chest, abdomen and pelvis  

• Gallium scan  
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• PET (positron emission tomography) scan  
 
 
 
Diagnosis of non_Hodgkin’s Lymphoma 
Melani, C., Wilson, W.H. & Roschewski, M. 2019 
“ctDNA provides an important new strategy that will aid in the treatment of non-Hodgkin's 
lymphoma. Immunoglobulin sequencing provides a tumor specific marker for disease activity with a 
sensitivity equivalent to one tumor cell per 10-6. Furthermore, it can provide an estimate of tumor 
bulk and tumor response dynamics during treatment. Interim monitoring can identify patients at 
high risk of treatment failure and surveillance monitoring can identify patients months before 
radiographic disease progression. Tumor specific mutations can also be detected in ctDNA and may 
reflect an averaging of mutations present within multiple tumor masses. Such analysis may aid in the 
molecular characterization of tumors and selection of targeted treatments for precision medicine." 
 
 
 
Treatment of Non-Hodgkin’s Lymphoma  
Treatment depends on:  
 

• The type of lymphoma  

• The stage of the cancer when you are first diagnosed  

• Your age and overall health  

• Symptoms, including weight loss, fever, and night sweats  
Common treatments may include:  
 

• Radiation therapy may be used for disease that is confined to one body area.  

• Chemotherapy is the main type of treatment. Most often, multiple different drugs are used in 
combination together.  

• Another drug, called rituximab (Rituxan), is often used to treat B-cell non-Hodgkin's lymphoma.  

• Radioimmunotherapy may be used in some cases. This involves linking a radioactive substance 
to an antibody that targets the cancerous cells and injecting the substance into the body.  

• People with lymphoma that returns after treatment or does not respond to treatment may 
receive high-dose chemotherapy followed by a bone marrow transplant (using stem cells from 
the patient).  

 
 
Additional treatments depend on other symptoms. They may include: 

• Transfusion of blood products, such as platelets or red blood cells  

• Antibiotics to fight infection, especially if a fever occurs  
 
 
Treatment in Children 
Minard-Colin, V., Aupérin, A., Pillon, M., Burke, G.A.A., Barkauskas, D.A., Wheatley, K., Delgado, 
R.F., Alexander, S., Uyttebroeck, A., Bollard, C.M., Zsiros, J., Csoka, M., Kazanowska, B., Chiang, 
A.K., Miles, R.R., Wotherspoon, A., Adamson, P.C., Vassal, G., Patte, C., Gross, T.G..  European 
Intergroup for Childhood Non-Hodgkin Lymphoma, & Children’s Oncology Group. 2020.  



Researched and Authored by Prof Michael C Herbst 
[D Litt et Phil (Health Studies); D N Ed; M Art et Scien; B A Cur; Dip Occupational Health; Dip Genetic Counselling; Diagnostic 
Radiographer; Dip Audiometry and Noise Measurement; Medical Ethicist] 
Approved by Ms Elize Joubert, Chief Executive Officer [BA Social Work (cum laude); MA Social Work] 

March 2021 Page 7 
 

Background: Rituximab added to chemotherapy prolongs survival among adults with B-cell cancer. 
Data on its efficacy and safety in children with high-grade, mature B-cell non-Hodgkin's lymphoma 
are limited. 
Methods: We conducted an open-label, international, randomized, phase 3 trial involving patients 
younger than 18 years of age with high-risk, mature B-cell non-Hodgkin's lymphoma (stage III with 
an elevated lactate dehydrogenase level or stage IV) or acute leukemia to compare the addition of 
six doses of rituximab to standard lymphomes malins B (LMB) chemotherapy with standard LMB 
chemotherapy alone. The primary end point was event-free survival. Overall survival and toxic 
effects were also assessed. 
Results: Analyses were based on 328 patients who underwent randomization (164 patients per 
group); 85.7% of the patients had Burkitt's lymphoma. The median follow-up was 39.9 months. 
Events were observed in 10 patients in the rituximab-chemotherapy group and in 28 in the 
chemotherapy group. Event-free survival at 3 years was 93.9% (95% confidence interval [CI], 89.1 to 
96.7) in the rituximab-chemotherapy group and 82.3% (95% CI, 75.7 to 87.5) in the chemotherapy 
group (hazard ratio for primary refractory disease or first occurrence of progression, relapse after 
response, death from any cause, or second cancer, 0.32; 95% CI, 0.15 to 0.66; one-sided P = 0.00096, 
which reached the significance level required for this analysis). Eight patients in the rituximab-
chemotherapy group died (4 deaths were disease-related, 3 were treatment-related, and 1 was from 
a second cancer), as did 20 in the chemotherapy group (17 deaths were disease-related, and 3 were 
treatment-related) (hazard ratio, 0.36; 95% CI, 0.16 to 0.82). The incidence of acute adverse events 
of grade 4 or higher after prephase treatment was 33.3% in the rituximab-chemotherapy group and 
24.2% in the chemotherapy group (P = 0.07); events were related mainly to febrile neutropenia and 
infection. Approximately twice as many patients in the rituximab-chemotherapy group as in the 
chemotherapy group had a low IgG level 1 year after trial inclusion. 
Conclusions: Rituximab added to standard LMB chemotherapy markedly prolonged event-free 
survival and overall survival among children and adolescents with high-grade, high-risk, mature B-
cell non-Hodgkin's lymphoma and was associated with a higher incidence of 
hypogammaglobulinemia and, potentially, more episodes of infection. (Funded by the Clinical 
Research Hospital Program of the French Ministry of Health and others; ClinicalTrials.gov 
number, NCT01516580.). 
 
Moleti, M.L., Testi, A.M. & Foá, R. 2020.  
“Aggressive B-cell non-Hodgkin lymphoma (B-NHL) accounts for ≈60% of NHL in 
children/adolescents. In newly diagnosed Burkitt lymphoma and diffuse large B-cell lymphoma, short 
intensive multiagent chemotherapy is associated with a five-year event-free survival of around 90%. 
Very few children/adolescents with aggressive B-NHL show a relapsed/refractory (r/r) disease. The 
outcome is poor, with cure rates <30%, and there is no standard of care. Rituximab-containing 
salvage regimens may provide a complete/partial response in 60-70% of cases. However, long-term 
survival is <10% for non-transplanted patients. Autologous or allogeneic haematopoietic stem cell 
transplant is, nowadays, the best option for responding patients, with survival rates around 50%. 
The benefit of autologous versus allogeneic HSCT is not clear. Numerous novel therapies for r/r B-
NHL are currently being tested in adults, including next-generation monoclonal antibodies, novel 
cellular therapy strategies and therapies directed against new targets. Some are under investigation 
also in children/adolescents, with promising preliminary results.” 
 
 
 
 
 

http://clinicaltrials.gov/show/NCT01516580
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Treatment - General 
Barrington, S.F. & Trotman, J. 2021.  
“This Review focuses on the use of 18F-fluorodeoxyglucose (18F-FDG) PET in the assessment of diffuse 
large B-cell lymphoma, follicular lymphoma, and peripheral T-cell lymphoma. PET is important for 
staging and prognostication with stage migration compared with CT. Better outcomes for patients 
with early stage diffuse large B-cell lymphoma and follicular lymphoma suggests better delineation 
of disease has translated to improved outcomes in such patients beyond simple stage migration. The 
aim of treatment of diffuse large B-cell lymphoma and peripheral T-cell lymphoma is potential cure, 
during which PET is mainly used to assess remission. Interim PET can assess chemosensitivity in 
these lymphomas, but it does not predict treatment success sufficiently well to enable treatment 
modification, particularly in the absence of more effective therapies for patients who remain PET-
positive on interim scanning. In follicular lymphoma, traditionally viewed as an incurable lymphoma, 
the aim of treatment is to control disease for several years, while maintaining quality of life. PET can 
predict prognosis for patients with follicular lymphoma with high tumour burden at the end of 
induction chemotherapy, and it is being evaluated as a platform for response-adapted treatment of 
follicular lymphoma.” 
 
Fuertes, T., Ramiro, A.R. & de Yebenes, F.G. 2020.  
“Non-Hodgkin lymphoma (NHL) is a diverse class of hematological cancers, many of which arise from 
germinal center (GC)-experienced B cells. Thus GCs, the sites of antibody affinity maturation 
triggered during immune responses, also provide an environment that facilitates B cell oncogenic 
transformation. miRNAs provide attractive and mechanistically different strategies to treat these 
malignancies based on their potential for simultaneous modulation of multiple targets. Here, we 
discuss the scientific rationale for miRNA-based therapeutics in B cell neoplasias and review recent 
advances that may help establish a basis for novel candidate miRNA-based therapies for B cell-NHL 
(B-NHL).” 
 
Tun, A.M. & Ansell, S.M. 2020.  
“Since the clinical introduction of anti-CD20 monoclonal antibodies into lymphoma treatment, 
immunologic approaches in lymphoma have made substantial progress. Advances in our 
understanding of tumor immunology have led to the development of strategies to overcome 
immunologic barriers responsible for an ineffective immune response. Specifically, therapeutic 
agents have been developed and tested against molecules that are responsible for T-cell exhaustion. 
The use of monoclonal antibodies against immune checkpoints in the adaptive immune system, such 
as programmed cell death-1 and cytotoxic T-lymphocyte-associated protein 4, has changed the 
landscape of cancer therapy including the treatment of lymphoma. This achievement has recently 
been accompanied by the development of novel immune checkpoint inhibitors targeting the innate 
immune system, including the CD47-SIRPα signaling pathway, and this approach has yielded 
promising results. To overcome impaired antigen presentation, antibody-based cytotoxic strategies, 
namely antibody-drug conjugates (polatuzumab vedotin and brentuximab vedotin) and bispecific T-
cell or NK-cell engagers (blinatumomab, REGN1979, RG6206, and AFM13), have rapidly evolved with 
promising clinical activity. As additional tools become available for lymphoma treatment, 
formulation of safe, rational combination strategies to combine them with standard therapy will be 
of paramount importance. A successful approach to the treatment of lymphoma may require both 
an optimized anti-tumor immune response as well as effective depletion of malignant lymphoid 
cells.” 
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Abramson, J.S., Ghosh, N. & Smith, S.M. 2020.   
“Novel immunotherapies and small molecular inhibitors are transforming our approach to previously 
treated and newly diagnosed patients across the spectrum of non-Hodgkin lymphomas (NHLs). Anti-
CD19 CAR T cells are now indicated for the treatment of relapsed/refractory aggressive B-cell 
lymphomas after at least two previous lines of therapy in which durable remissions are achieved in 
approximately 40% of previously incurable patients. Second-line chemoimmunotherapy remains the 
standard of care at first relapse, but poor outcomes with conventional treatment in this setting 
creates an appealing rationale for earlier use of CAR T cells, which is currently under investigation, 
along with even earlier use in selected high-risk patients in the frontline setting. Other emerging 
immunotherapies include antibody-drug conjugates (ADCs), such as polatuzumab vedotin for 
multiple-relapsed diffuse large B-cell lymphoma (DLBCL) in combination with bendamustine-
rituximab. Multiple bispecific antibodies that bring malignant B cells in contact with effector T cells 
appear promising in early clinical trials and will likely emerge as off-the-shelf immunotherapy 
options. Chemotherapy-free small molecule-based regimens are increasingly available for mantle 
cell (MCLs) and follicular lymphomas (FLs). Bruton tyrosine kinase inhibitors (BTKi) now represent 
standard second-line therapy for MCL and are being investigated in combination and as initial 
therapy. Lenalidomide-rituximab is an active regimen in both FL and MCL and may be used in either 
relapsed/refractory or previously untreated disease. Three PI3K inhibitors are approved for multiple-
relapsed FL and can induce durable remissions in patients with chemotherapy- and rituximab-
refractory disease. Additional emerging targeted therapies include BCL2 inhibition in MCL and EZH2 
inhibition in FL.” 
 
Makita, S., Hosoba, R. & Tobinai, K. 2020.  
Introduction: B-cell non-Hodgkin lymphomas (B-NHLs) are the most frequent hematologic malignant 
cancers. Molecular targeted therapy is an important aspect of B-NHL treatment alongside cytotoxic 
chemotherapy, radiotherapy, and immunotherapy. 
Areas covered: Molecular targeted therapies have changed the landscape of treatment strategies 
for B-NHLs since the approval of rituximab, an anti-CD20 monoclonal antibody, by the US Food and 
Drug Administration in 1997. Currently, several targeted therapies have been approved or are in the 
later-phase of clinical trials including naked antibodies, antibody-drug conjugates, and small 
molecules, such as Bruton's tyrosine kinase (BTK) inhibitors, phosphatidylinositol 3-kinase (PI3 K) 
inhibitors, enhancer of zeste homolog 2 (EZH2) inhibitors, and B-cell lymphoma 2 (Bcl-2) inhibitors. 
These drugs have various toxicities because of their unique mechanisms of action. In this review, the 
available toxicity data of the targeted therapies for B-NHLs have been summarized. 
Expert opinion: Recent clinical developments of targeted therapies for B-NHLs have provided several 
useful effective therapeutic options for patients. However, there are unique toxicities that need to 
be resolved. It is necessary to find out the toxicity mechanism; optimal treatment strategy for these 
toxicities; and novel targeted therapies that might potentially overcome the toxicities of previously 
approved targeted therapies. 
 
 
 
Expectations (Prognosis) of Non-Hodgkin’s Lymphoma  
Low-grade non-Hodgkin's lymphoma usually cannot be cured by chemotherapy alone. However, the 
low-grade form of this cancer progresses slowly, and it may take many years before the disease gets 
worse or even requires any treatment. Chemotherapy can often cure many types of high-grade 
lymphoma. However, if the cancer does not respond to chemotherapy drugs, the disease can cause 
rapid death.  
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Complications of Non-Hodgkin’s Lymphoma  
Complications may include: 

• Autoimmune haemolytic anaemia  

• Infection  

• Side effects of chemotherapy drugs  
 
 
 
Relationship of Staging Systems – Hodgkin Lymphoma and Non-Hodgkin Lymphomas 
 

Description of Extent 
(Based on Ann Arbor Staging Systems) 

Summary 
Stage 

Ann Arbor 
Staging* 

AJCC Staging 
Stage** 

Involvement of a single lymph node region Localised I I 

A single extralymphatic organ or site Localised Ie Ie 

Involvement of more than one lymphatic region on only one 
side of the diaphragm 

Regional 
NOS 

 
II 

 
II 

Localised involvement of one extralymphatic organ or site and 
its regional lymph nodes with or without other nodes on the 
same side of the diaphragm 

 
Regional 

NOS 

 
IIe 

 
IIe 

Involvement of more than one lymphatic region on only one 
side of the diaphragm plus involvement of the spleen 

 
Distant 

 
IIs 

 
IIs 

Involvement of lymph node regions on both sides of the 
diaphragm 

 
Distant 

 
III 

 
III 

Involvement of lymph node regions on both sides of the 
diaphragm plus localised involvement of an extralymphatic 
organ or site 

 
Distant 

 
IIIe 

 
IIIe 

Involvement of lymph node regions on both sides of the 
diaphragm plus involvement of the spleen 

 
Distant 

 
IIIs 

 
IIIs 

Diffuse or disseminated involvement of one or more 
extralymphatic organs or tissues with or without associated 
lymph node enlarge3ment. Organs considered distant include 
liver, bone, bone marrow, lung and/or pleura and kidney 

 
 

Distant 

 
 

IV 

 
 

IV 

Isolated extralymphatic organ involvement with distant (non-
regional) nodal involvement 

 
Distant 

 
IV 

 
IV 

 
 
 
About Clinical Trials 
Clinical trials are research studies that involve people. They are conducted under controlled 
conditions. Only about 10% of all drugs started in human clinical trials become an approved drug. 
 
Clinical trials include: 

• Trials to test effectiveness of new treatments  

• Trials to test new ways of using current treatments 

• Tests new interventions that may lower the risk of developing certain types of cancers 

• Tests to find new ways of screening for cancer 
 
The South African National Clinical Trials Register provides the public with updated information on 
clinical trials on human participants being conducted in South Africa. The Register provides 
information on the purpose of the clinical trial; who can participate, where the trial is located, and 
contact details. 
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For additional information, please visit: www.sanctr.gov.za/ 
 
 
 
Medical Disclaimer 
This Fact Sheet is intended to provide general information only and, as such, should not be 
considered as a substitute for advice, medically or otherwise, covering any specific situation. Users 
should seek appropriate advice before taking or refraining from taking any action in reliance on any 
information contained in this Fact Sheet. So far as permissible by law, the Cancer Association of 
South Africa (CANSA) does not accept any liability to any person (or his/her dependants/ 
estate/heirs) relating to the use of any information contained in this Fact Sheet. 
 
 Whilst the Cancer Association of South Africa (CANSA) has taken every precaution in compiling this 
Fact Sheet, neither it, nor any contributor(s) to this Fact Sheet can be held responsible for any action 
(or the lack thereof) taken by any person or organisation wherever they shall be based, as a result, 
direct or otherwise, of information contained in, or accessed through, this Fact Sheet. 
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