Lymphoma Network of New Zealand

Guidelines for the follow -up of patients in complete remission
following curative treatment for Non- Hodgkin Lymphomas.

Introduction:
Evidence to guide development of lymphoma follow-up protocols is suboptimal, with very few
randomised studies available for analysis. Retrospective studies, non randomised prospective series,
and review of various international consensus panel protocols were studied in the development of
these guidelines, which have been ratified by the New Zealand Lymphoma Network. The majority of
material sourced related to Diffuse Large B-Cell Lymphoma (DLBCL)or early stage follicular
lymphoma treated with curative intent; however these recommendations may be used to guide
follow up after treatment of potentially curative mature T-cell lymphomas (i.e. not lymphoblastic
lymphoma/leukaemia), acknowledging the lack of data pertaining to this subgroup in particular.
These guidelines provide a template for assessment and monitoring patients who have achieved a
complete response at completion of initial therapy for a potentially curative Non-Hodgkin
Lymphoma. They recommend minimum requirements for follow-up and in certain situations
clinicians may opt for a more aggressive follow up strategy. These recommendations are not
intended for patients who have received treatment for non-curative lymphoma- it is assumed these
patients will not be discharged from specialist clinic.
In the initial years following treatment completion, the focus of follow-up is detection of disease
relapse. Relapse risk will vary considerably and is typically estimated based on lymphoma subtype,
histology, cytogenetic studies, prognostic scores (such as IPI) and treatment received. The majority
of DLBCL relapses occur within 3 years of initial treatment, up to 50% within the first 12 months. {15}. “Curative” radiotherapy for early stage follicular lymphoma is associated with disease free
survival at 5 years of 55%, and at 20 years 37%. Relapse after 10 years is uncommon occurring in
approximately 11% of patients. {6-7}. Relapse in patients treated with aggressive T-cell lymphomas is
more common, for example 70-80% of peripheral T-cell lymphoma NOS patients will relapse, the
majority of occurring within 24 months of initial therapy{7,9,16}. Younger patients may receive high
dose chemotherapy with stem cell transplant as first line therapy, increasing the risk of late toxic
effects{9}.

From 5 years post treatment monitoring for late therapy associated toxicities must be considered.
The risks of various late effects depend on the age of the patient during treatment, gender, intensity
and duration of therapy, the site and field of radiation, and patient co-morbidity and lifestyle factors.
These guidelines include recommendations for long-term monitoring and a template letter to
General Practitioners. Ideally individualised survivorship plans and clear advice for long term
monitoring should be available for patients and General Practitioners when patients are discharged
from specialist care.

1. Specialist Clinic Review:
A suggested schedule of patient contacts following completion of therapy for high grade
lymphoma:
•

2-3 monthly for 6 months

•

3-6 monthly from 6-24 months

•

6 -12 monthly years 3-5

•

Consider discharge at 5 years in remission

•

Alternate appointments with trained specialist nurses are acceptable. From 24 months post
treatment until discharge a minimum annual clinic appointment is recommended with
additional patient contact by phone or video conference etc.

A suggested schedule of patient contacts following completion of therapy for early stage follicular
lymphoma following curative radiotherapy:
•

3-6 monthly for 2 years

•

6-12 monthly years beyond 2 years

•

Consider discharge at 5-6 years post rx if no evidence of recurrent disease.

Comment:
Between 68-85% of patients with relapsed DLCBL present with symptoms (especially B symptoms)
prompting investigation and 40-50% of patients will have abnormal examination findings. Most
patient have noted an abnormal node themselves prior to physician assessment {4-5}. These findings
highlight the need for comprehensive patient education, the importance of early symptom reporting
as well as a requirement for a flexible clinic service accommodating an urgent review policy.
In 2010 Dr B. Baker undertook a survey of New Zealand haematologists who were questioned
regarding what they felt to be acceptable practice in the follow up of lymphoma- 48% of
respondents felt that patient review by a specialist nurse at some follow up appointments was
acceptable and 41% of respondents were comfortable with alternating clinic appointments and

telephone interviews. In areas where travel to clinics is more challenging video conferencing or
phone interview may be more acceptable to patients.
2. Laboratory testing.
Suggested schedule of laboratory testing after completion of therapy:


FBC each visit or minimum of 6 monthly for 2 years



LDH at each visit can be considered.

From year 3, continuing indefinitely:


Minimum annual FBC



Annual TSH if neck irradiated



Annual lipid studies if cardiac irradiation, high dose chemotherapy or other CV risk
factors.

Consider depending on patient:


Iron studies pre discharge



Annual sex hormones



Annual renal function/electrolytes/LFT.

Comment: There is very little evidence to determine the effectiveness of routine blood tests in the
detection of relapse. One study found LDH was elevated in 55% of relapsed DLBCL patients, however
almost all these patients had presented with symptoms. {4}.Another study found only 5/30 (17%)
relapses of aggressive NHL detected by a combination of laboratory and imaging studies in the
absence of symptoms {5}. The utility of LDH alone in detecting relapse in asymptomatic patients
appears to be low, but data is limited.
Routine molecular monitoring to detect minimal residual disease in patients treated with curative
intent for early stage lymphoma is not currently recommended {8}.
Commencing year 3 post monitoring for late effects must be considered. Testing will be patient
specific depending on intensity of therapy, radiation fields, transfusion requirements and patient
age.

3. Imaging.


There is no requirement for routine surveillance imaging in patients who have
documented Complete Response at the end of treatment.



CT or PET/CT scanning is best reserved for the development of concerning symptoms,
signs or laboratory abnormalities.



Annual CXR in patients who have had thoracic radiation is advised.



Mammography should be performed annually in women who have received thoracic
irradiation starting 8 years following radiotherapy or at age 40 years- whichever is
sooner. Breast MRI should be considered as an alternative to mammography in younger
women.

Comment:
Regular surveillance CT or PET scanning of asymptomatic patients, known to be in complete
remission following treatment is discouraged. Several retrospective and prospective non randomised
studies have concluded routine imaging to detect relapsed lymphoma is of limited value and not cost
effective {4-5, 10, 17}. In one study routine CT was found to detect only 8/537 (1.5%) of DLBCL
relapse prior to development of clinical symptoms {4}. Another study found that where DLBCL was
detected on CT prior to symptoms disease bulk and age-adjusted international prognostic index
determined at the time of relapse (sAAIPI) was lower; however overall survival at 5 years after

salvage treatment was not statistically better than patients who had presented with symptomatic
relapse {6}.In north America almost 50% of cost within the first year of follow up is due to routine
imaging for relapse detection {4-5}. The toxicity of cumulative radiation exposure during years of
surveillance imaging must be considered {11-14}.

4. Survivorship, discharge from specialist clinic, and long term monitoring for late effects


Discharge from specialist clinic should be considered after 5 years of sustained
remission



At the time of discharge from specialist clinic an individualised survivorship plan or
letter summarising the patients’ diagnosis, treatment received, significant
complications during



Treatment details, possible future health problems and instructions for ongoing care
be given to the patient and the patients General Practitioner



Patient education reiterating relapse symptoms, possible late effects and
importance of life style factors which will ameliorate risk of future cancer, cardiac
damage etc should be emphasised- e.g. avoidance of smoking, reduce sun exposure,
maintaining healthy weight/diet.



Patients should be seen and examined at least annually in primary practice with
focus on cardiac and respiratory health, cancer risk/surveillance, endocrine/fertility
function, osteoporosis prevention/screening, psychosocial and cognitive late effects.



Skin within radiation fields should be examined at least annually.



Colon cancer screening should begin 10 years earlier than general population.



Unless otherwise stated participation in routine population based cancer screening
as per NZ guidelines should be strongly encouraged. See imaging section for specific
recommendation regarding breast cancer screening in women who have undergone
mediastinal radiotherapy.



Echocardiogram should be considered at end of treatment, then at 10 years post
treatment in patients who have received >200mg/m2 of anthracycline or cardiac
irradiation. Early referral to a cardiologist is advised if any abnormality detected.



The following vaccinations are recommended following therapy: annual influenza
vaccination in all patients. If hyposplenic - 5 yearly pneumococcal, meningococcal,
and HIB vaccinations also required and medical alert bracelet should be considered.



Patients are advised to attend annual dental review- especially if the head/neck has
been irradiated.



See earlier section on laboratory testing for recommendations on ongoing blood
testing post specialist clinic discharge.

Comment: At the time of clinic discharge patients should be reminded of relapse symptoms and the
importance of seeking early medical attention should they occur.
The risk of late effects following lymphoma treatment depend on a number of factors including sex,
patients age at the time of therapy, intensity and type of treatment received, radiation fields, comorbidity, and duration since therapy; therefore an individualised patient education and
survivorship plan is ideal for patients being discharged form clinic. Many patients may move from
their original treatment centre and it is important patients understand they will need indefinite
monitoring- usually in a primary practice setting.
Appendix 1 contains an example of a Survivorship plan currently in use at Middlemore Hospital.
Appendix 2 contains an adaptable template patient discharge letter to GPs.
Resources detailing specific risks of late treatment effects are included in the reference section of
these guidelines further information {18-23, 25}.
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Appendix 1: MMH Surviourship guide.

Appendix 2: Template letter for discharge of patient form specialist care to GP.

Dear Doctor.
Your patient was diagnosed with stage (insert stage and subtype) non-Hodgkin’s lymphoma in (insert date) and
treated with (insert). The patient has now been in remission for 5 years since completion on therapy and is well
enough to be discharged from specialist clinic.
Although this patient should be urgently re-referred in the event of recurrent B symptoms or adenopathy, the
risk of disease relapse is now very modest. Survivors of lymphoma do require lifelong follow up in primary
practice is to monitor for the development of late treatment related toxicities including an increased risk of
secondary malignancies, cardiac failure, ischemic heart disease, endocrine dysfunction, respiratory illnesses and
depression.
It would be appreciated if you would review this patient at least annually for a comprehensive assessment
focusing on skin, cardiac, respiratory, endocrine (thyroid, bone, fertility) and basic psychosocial and cognitive
function.
Ongoing laboratory testing, imaging and treatment advised for your patient includes: (delete as appropriate)










Annual full blood count, thyroid function testing, lipid profile, creatinine, liver function and
testosterone (FSH, LH)
Annual CXR
Annual Mammogram starting at age (insert date)
Echocardiogram at 10 years post treatment (insert date)
Annual influenza vaccination
5 yearly pneumococcal, Hemophilius influenza and meningococcal vaccinations (delete unless
hypospenic)
Participation in all national cancer screening programmes. Screening for colon cancer should begin 10
year earlier than standard recommendations.
Aggressive management of cardiac risk factors including hypertension, hyperlipideamia, obesity etc.
Early referral to a cardiologist is advised in the event of concerning signs or symptoms.
Annual dental review has been recommended

Thank you for your ongoing care of this patient. Please contact us if you have any questions or concerns.

