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NIVOLUMAB (Opdivo)  
 
INDICATION (ICD10) C15, C34, C43, C49, C64 
Check the most recent Blueteq eligibility criteria before prescribing. Blueteq registration required.  
(www.england.nhs.uk/publication/national-cancer-drugs-fund-list/) 
The treatment of previously treated locally advanced or metastatic non-squamous non-
small cell lung cancer: 
2. Confirmed diagnosis of stage IIIB or IV non-squamous non-small cell lung cancer. 
3. Progressed after previously receiving at least 2 cycles of platinum-containing chemotherapy for 
stage IIIB or IV non-small cell lung cancer and also a targeted treatment if the tumour is EGFR 
positive or ALK positive. 
5. ECOG performance status of 0 or 1 and would otherwise be potentially fit for docetaxel-based 
2nd line chemotherapy. 
5. Not received prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti-CD137, or anti-
Cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) antibody unless it was received as part of 
the nivolumab EAMS programme for this indication and the patient meets all other criteria listed.  
6. Has had PD-L1 testing with an approved and validated test to determine the TPS. 
7. Tumour expresses PD-L1 (that is, with a tumour proportion score (TPS) ≥1%) by an approved 
and validated test. 
8. Tumour proportion score (TPS).  
9. Nivolumab will be administered as monotherapy. 
10. No symptomatically active brain metastases or leptomeningeal metastases. 
11. Nivolumab will be stopped on disease progression* or unacceptable toxicity or patient choice 
to discontinue treatment, whichever occurs first.*Atypical responses (ie an initial transient increase 
in tumour size or small new lesions within the first few months followed by tumour shrinkage) have 
been observed. It is recommended to continue treatment for clinically stable patients with initial 
evidence of disease progression until further disease progression is confirmed. 
12. Will receive a maximum treatment duration of 2 years of uninterrupted treatment or 52 
administrations (where administered every 2 weeks) with nivolumab, whichever is later. Where 
treatment is interrupted any restart and continuation of drug must be in line with the treatment 
break policy outlined in Specialised Services Circular (SSC) 1918. 
13. Nivolumab will otherwise be used as set out in its Summary of Product Characteristics (SPC) 
with the exception of criterion 12. 
 
The treatment of previously treated locally advanced or metastatic squamous non-small 
cell lung cancer: 
2. Fully aware of the management of and the treatment modifications that may be required for 
immune-related adverse reactions due to anti-PD-L1 treatments including pneumonitis, colitis, 
nephritis, endocrinopathies and hepatitis. 
3. Histologically or cytologically confirmed diagnosis of stage IIIB or IV squamous non-small cell 
lung cancer. 
4. Progressed after previously receiving at least 2 cycles of platinum-containing chemotherapy for 
stage IIIB or IV non-small cell lung cancer and also a targeted treatment if the tumour is EGFR 
positive or ALK positive. 
5. ECOG performance status of 0 or 1 and would otherwise be potentially fit for docetaxel-based 
2nd line chemotherapy. 
6. Has not received prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti-CD137, or anti-
Cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) antibody unless it was received as part of 
the nivolumab EAMS programme for this indication and the patient meets all other criteria listed  
7. Every effort has been made for the patient to have PD-L1 testing with an approved and 
validated test to determine the Tumour Proportion Score (TPS). 
8. Nivolumab will be administered as monotherapy. 
9. No symptomatically active brain metastases or leptomeningeal metastases. 

http://www.england.nhs.uk/publication/national-cancer-drugs-fund-list/
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10. Nivolumab will be stopped on disease progression* or unacceptable toxicity or patient choice 
to discontinue treatment, whichever occurs first.*Atypical responses (i.e., an initial transient 
increase in tumour size or small new lesions within the first few months followed by tumour 
shrinkage) have been observed. It is recommended to continue treatment for clinically stable 
patients with initial evidence of disease progression until further disease progression is confirmed. 
11. Will receive a maximum treatment duration of 2 years of uninterrupted treatment or 52 
administrations (where administered every 2 weeks) with nivolumab, whichever is later.Where 
treatment is interrupted any restart and continuation of drug must be in line with the treatment 
break policy outlined in Specialised Services Circular (SSC) 1918. 
12. Nivolumab will otherwise be used as set out in its Summary of Product Characteristics (SPC) 
with the exception of criterion 11. 
 
The treatment of recurrent or metastatic squamous-cell carcinoma of the head and neck 
after platinum-based chemotherapy where all the following crtieria are met: 
2. Fully aware of the management of and the treatment modifications that may be required for 
immune-related adverse reactions due to anti-PD-L1 treatments including pneumonitis, colitis, 
nephritis, endocrinopathies and hepatitis. 
3. Histologically or cytologically confirmed diagnosis of squamous cell carcinoma of the head and 
neck. 
4. Recurrent or metastatic head and neck cancer that is not amenable to local therapy with 
curative intent (surgery and/or radiation therapy with or without chemotherapy). 
5. Disease has progressed or recurred during or within 6 months of the last dose of previously 
received platinum-based chemotherapy. Note: Patients progressing more than 6 months after 
completing platinum-based chemotherapy are not eligible for nivolumab. 
6. ECOG performance status of 0 or 1 and would otherwise be potentially fit for docetaxel-based 
or methotrexate-based 2nd line chemotherapy. 
7. Not received prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti-CD137, or anti-
Cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) antibody. 
8. Every effort has been made for the patient to have PD-L1 testing with an approved and 
validated test to determine the Tumour Proportion Score (TPS).  
9. Nivolumab will be administered as monotherapy at a dose of 240mg every 2 weeks.  
10. No symptomatically active brain metastases or leptomeningeal metastases. 
11. Nivolumab will be stopped on disease progression* or unacceptable toxicity or patient choice 
to discontinue treatment, whichever occurs first. *Atypical responses (ie an initial transient 
increase in tumour size or small new lesions within the first few months followed by tumour 
shrinkage) have been observed. It is recommended to continue treatment for clinically stable 
patients with initial evidence of disease progression until further disease progression is confirmed. 
12. Receive a maximum treatment duration of 2 years of uninterrupted treatment or 52 
administrations (where administered every 2 weeks) with nivolumab, whichever is later. Where 
treatment is interrupted any restart and continuation of drug must be in line with the treatment 
break policy outlined in Specialised Services Circular (SSC) 1918. 
13. Nivolumab will otherwise be used as set out in its Summary of Product Characteristics (SPC) 
with the exception of criterion 9 and 12. 
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Nivolumab monotherapy (with or without initial combination treatment with ipilimumab) for 
treating unresectable or advanced malignant melanoma (form a): REGISTRATION OF 
START OF NIVOLUMAB MONOTHERAPY OR OF PREVIOUSLY COMMENCED AND 
CURRENTLY CONTINUED NIVOLUMAB MONOTHERAPY (WITHOUT INITIAL COMBINATION 
WITH IPILIMUMAB) OR OF PREVIOUSLY COMMENCED AND CURRENTLY CONTINUED 
NIVOLUMAB MONOTHERAPY AFTER INITIAL COMBINATION WITH IPILIMUMAB (clinicians 
starting patients on nivolumab plus ipilimumab combination treatment should only use this form 
after the ipilimumab part of the treatment has been completed).This form comes in 3 parts 
1. The first part is for patients who are either scheduled to commence nivolumab monotherapy or 
who commenced and continue to receive nivolumab monotherapy or who continue to receive 
nivolumab monotherapy after initial combination treatment with ipilimumab. The second part of the 
form which must use the same unique Blueteq identifier is for those benefitting patients who 
choose to electively discontinue nivolumab after 2 or more years of treatment. 2. The second part 
(patient details will be automatically entered) will only appear once the first part of the form is 
approved and should be completed at the time of elective discontinuation of nivolumab. The third 
part of the form which must use the same unique Blueteq identifier is for those patients registered 
as having electively and previously stopped nivolumab and in whom there is disease progression 
for which the clinician wishes to re-commence nivolumab monotherapy. 3. The third part of the 
form (patient details will be automatically entered) will only appear once the second part of the 
form has been approved. 
2. The prescribing clinician is fully aware of the management of and the treatment modifications 
that may be required for immune-related adverse reactions due to anti-PD-L1 treatments including 
pneumonitis, colitis, nephritis, endocrinopathies and hepatitis. 
3. The patient has a histologically or cytologically confirmed diagnosis of malignant melanoma. 
4. The patient has unresectable or advanced melanoma. 
5. In respect of his/her treatment for unresectable/advanced disease and at the time of starting 
nivolumab, the patient is/was treatment-naïve to systemic therapy or has/had previously only 
received BRAF/MEK-targeted therapy or ipilimumab monotherapy or both BRAF/MEK-targeted 
treatment and ipilimumab monotherapy. 
6. At the time of commencing nivolumab the patient has/had not received prior treatment with any 
of the following: anti-PD-1, anti-PD-L1, anti-PD-L2 and anti-CD137 treatments unless the patient 
has received adjuvant immunotherapy with nivolumab or pembrolizumab in which case the patient 
must have relapsed after the discontinuation of such adjuvant immunotherapy.  
7. There is the future opportunity for patients continuing in a stable disease or a response disease 
state after 2 or more years of planned treatment to choose to discontinue nivolumab and then to 
re-start nivolumab monotherapy on disease progression as the next systemic therapy and should 
this option be chosen that both the date of discontinuation must be registered on the second part 
of this form and the application to re-start nivolumab be made on the third part of this form. 
8. The patient has a sufficient performance status (PS) to be fit to receive treatment with 
immunotherapy. 
9. Nivolumab will be or is administered as monotherapy. Note: clinicians starting nivolumab plus 
ipilimumab combination treatment should only use this form after the ipilimumab part of the 
treatment has been completed. Nivolumab given as monotherapy from start of nivolumab therapy 
or Nivolumab initially given in combination with ipilimumab and then continued as monotherapy. 
10. The licensed dose and frequency of nivolumab will be used (i.e. either 240mg every 2 weeks 
or 480mg every 4 weeks) unless the patient chooses to electively discontinue treatment as 
outlined in criterion 7. 
11. A formal medical review to assess the tolerability of treatment with nivolumab will be 
scheduled to occur at least by the start of the 3rd month of treatment and thereafter on a regular 
basis. 
12. Treatment breaks of up to 12 weeks beyond the expected cycle length are allowed but solely 
to allow any toxicities to settle. 
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Nivolumab for treating unresectable or advanced malignant melanoma (form b): 
REGISTRATION OF DISCONTINUATION OF NIVOLUMAB. This second part of the form which 
must use the same unique Blueteq identifier is for those patients in stable or response remission 
who have chosen to electively discontinue nivolumab; this second part must be completed at the 
time of discontinuation of nivolumab. The third part of the form which must use the same unique 
Blueteq identifier is for those patients registered as having electively and previously stopped 
nivolumab and in whom there is disease progression for which the clinician wishes to re-
commence nivolumab; this third part of the form (patient details will be automatically entered) will 
only appear once the second part of the form has been approved. 
2. The patient is in a stable disease or a response state in relation to treatment with nivolumab for 
his/her melanoma.  
3. The patient has either received 2 or more years of nivolumab (including any doses given with 
ipilimumab) or the patient was randomised to the 1 year discontinuation arm in the DANTE trial. 
4. The patient has chosen this option of discontinuing therapy after an informed consenting 
process which has fully described the advantages and disadvantages of the options of either 
continuing on nivolumab or electively discontinuing nivolumab with the option of re-starting 
nivolumab if the disease progresses but only with nivolumab directly as the next systemic therapy 
following previous discontinuation of nivolumab. 
 
Nivolumab for treating unresectable or advanced malignant melanoma (form c): RE-START 
OF NIVOLUMAB MONOTHERAPY. The third part of the form which must use the same unique 
Blueteq identifier is for those patients registered as having electively and previously stopped 
nivolumab and in whom there is disease progression for which the clinician wishes to re-
commence nivolumab as the next systemic treatment. 
2. The patient has progressive non-resectable or metastatic melanoma. 
3. The patient has received no other systemic therapy in the time between the date of elective 
discontinuation of nivolumab and this application to re-start nivolumab. 
4. The prescribing clinician is fully aware of the management of and the treatment modifications 
that may be required for immune-related adverse reactions due to anti-PD-L1 treatments including 
pneumonitis, colitis, nephritis, endocrinopathies and hepatitis. 
5. The present intention is that the patient will be treated with nivolumab monotherapy until there is 
progressive disease or unacceptable toxicity or if the patient declines further therapy. 
6. The patient has a sufficient PS to be fit to receive treatment with immunotherapy. 
7. Nivolumab will be administered as monotherapy. A re-start of treatment with the combination of 
nivolumab plus ipilimumab is not commissioned. 
8. The licensed dose and frequency of nivolumab will be used (ie either 240mg every 2 weeks or 
480mg every 4 weeks) 
9. A formal medical review to assess the tolerability of treatment with nivolumab will be scheduled 
to occur at least by the start of the 3rd month of treatment and thereafter on a regular basis. 
10. Treatment breaks of up to 12 weeks beyond the expected cycle length are allowed but solely 
to allow any toxicities to settle.  
 
Nivolumab for previously treated advanced renal cell carcinoma: 
2. The patient has unresectable locally advanced or metastatic renal cell adenocarcinoma (RCC) 
which either has a clear cell component or is a papillary RCC. 
3. The patient has been previously treated with only 1 or 2 previous lines of antiangiogenic therapy 
for advanced or metastatic disease. 
4. The patient has not received prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti-
CD137, or anti-Cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) antibody. 
5. The patient’s Karnofsky performance status (KPS) is 70 or more. 
6. The patient will receive the licensed dose and frequency of nivolumab (ie either 240mg every 2 
weeks or 480mg every 4 weeks.  
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For the treatment of adult patients with unresectable locally advanced or recurrent or 
metastatic squamous cell carcinoma of the oesophagus previously treated with a 
fluoropyrimidine and platinum-based combination chemotherapy where the following 
criteria have been met: 
2. Fully aware of the management of and the treatment modifications that may be required for 
immune-related adverse reactions due to anti-PD-L1 treatments including pneumonitis, colitis, 
nephritis, endocrinopathies, hepatitis and skin toxicity. 
3. A histologically confirmed diagnosis of squamous cell oesophageal carcinoma or 
adenosquamous oesophageal carcinoma. 
4. Unresectable locally advanced or recurrent or metastatic disease. 
5. Has been treated with a fluoropyrimidine- and platinum-based combination chemotherapy for 
his/her squamous cell carcinoma of the oesophagus and has progressed during or following such 
treatment or was intolerant of such therapy.Please enter below at what stage in the treatment 
pathway the previous fluoropyrimidine- and platinum-based combination chemotherapy was 
given:- as neoadjuvant chemotherapy prior to surgery or- as part of concurrent chemo-
radiotherapy or- as treatment of recurrent or metastatic disease 
6. ECOG performance status score of 0 or 1. 
7. Treatment with nivolumab monotherapy will continue as long as clinical benefit is observed or 
until the development of unacceptable toxicity or withdrawal of patient consent, whichever occurs 
first. Note: there is no 2 year stopping rule for the use of nivolumab in this indication. 
8. No symptomatically active brain metastases or leptomeningeal metastases. 
9. Not received prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti-CD137, or anti-
Cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) antibody unless the patient was entered 
into the nivolumab EAMS process for this same indication and has not progressed on 
nivolumab.Please enter below whether the patient previously received nivolumab via the EAMS 
process for this same indication:- no prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, 
anti-CD137, or anti-Cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) antibody or- previously 
treated with nivolumab as part of the nivolumab EAMS process for this same indication and has 
not progressed on nivolumab 
10. A formal medical review as to how treatment with nivolumab is being tolerated and whether 
treatment with nivolumab should continue or not will be scheduled to occur at least by the end of 
the first 8 weeks of treatment. 
11. Where a treatment break of more than 12 weeks beyond the expected 2- or 4-weekly cycle 
length is needed, I will complete a treatment break form to restart treatment, including an 
indication as appropriate if the patient had an extended break because of COVID 19. 
12. Nivolumab will be otherwise used as set out in its Summary of Product Characteristics.] 
 
For patients with completely resected oesophageal or gastro-oesophageal carcinoma who 
have residual pathological disease at surgery following prior neoadjuvant 
chemoradiotherapy where the following criteria has been met: 
2. The prescribing clinician is fully aware of the management of and the treatment modifications 
that may be required for immune-related adverse reactions due to anti-PD-1 or anti-PD-L1 
treatments including pneumonitis, colitis, nephritis, endocrinopathies, hepatitis and skin toxicity. 
3. Histologically confirmed diagnosis of oesophageal cancer (squamous or adenocarcinoma) or 
adenocarcinoma of the gastro-oesophageal junction.Please mark below which histology applies to 
this patient: - squamous cell carcinoma of the oesophagus - adenocarcinoma of the oesophagus - 
adenocarcinoma of the gastro-oesophageal junction 
4. The primary treatment intent at the outset of therapy was to treat with the sequence of 
chemoradiotherapy followed by surgical resection. NB The marketing authorisation of nivolumab 
stipulates the use of prior neoadjuvant chemoradiotherapy followed by surgery and thus NICE’s 
considerations and recommendations are aligned to this. Patients treated with neoadjuvant 
chemotherapy without radiotherapy are not eligible for adjuvant nivolumab. Patients who are 
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treated with primary chemoradiotherapy and who then progress locally and have salvage surgery 
are not eligible for adjuvant nivolumab. 
5. Has been treated with neoadjuvant chemoradiotherapy and that the concurrent chemotherapy 
used with the radiotherapy was platinum-based.Please document the number of weeks since the 
end of the chemoradiotherapy: 
6. Has undergone surgery for M0 disease and that the tumour has been completely resected i.e. 
the patient has had a R0 resection for M0 disease. 
7. The patient’s resected specimen contained residual pathological disease i.e. that the 
pathological stage of the tumour was at least ypN1 or ypT1.Please document below the 
pathological T and N stages in the resected specimen for this patient using the (latest) 
AJCC/UICC 8th edition: Pathological T stage of resected tumour: Pathological N stage of resected 
tumour: 
8. This application for adjuvant nivolumab is less than 16 weeks since surgical resection of the 
tumour.Please document the number of weeks since surgery: 
9. Has had appropriate imaging within the last 4 weeks to check that the patient still has M0 
disease i.e. that it is still suitable for the patient to proceed with adjuvant nivolumab therapy 
10. Has not received prior treatment with any antibody which targets PD-1 or PD-L1 or PD-L2 or 
CD137 or OX40 or anti-cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4). 
11. ECOG performance status (PS) of 0 or 1. 
12. Nivolumab will be administered at a dose of either 240mg 2-weekly or 480mg 4-weekly. 
13. Nivolumab will be used as monotherapy. 
14. Nivolumab will be stopped at whichever of the following events occurs first: disease 
progression or unacceptable toxicity or withdrawal of patient consent or after 1 year in total 
duration of nivolumab treatment (i.e. after a maximum of 13 x 4-weekly cycles or its equivalent if 2-
weekly dosing is used). 
15. A formal medical review as to how nivolumab is being tolerated and whether nivolumab should 
continue or not will be scheduled to occur at least by the end of the second month of treatment. 
16. When a treatment break of more than 3 months beyond the expected 2- or 4-weekly cycle 
length is needed, I will complete a treatment break approval form to restart treatment, including 
indicating as appropriate if the patient had an extended break because of Covid-19. 
17. Nivolumab will otherwise be used as set out in its Summary of Product Characteristics (SPC) 
with the exception of criterion 14. 
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REGIMEN 14 day  
Day 1 NIVOLUMAB  240mg in 100ml sodium chloride IV infusion over 30 minutes 
 
CYCLE FREQUENCY AND NUMBER OF CYCLES 
Lung - every 14 days until progression for up to 52 cycles (2 years) 
Head and neck - every 14 days until progression for up to 52 cycles (2 years) 
Melanoma adjuvant – every 14 days up to 26 cycles (12 months) 
Melanoma metastatic - every 14 days until disease progression or intolerance. For the 
monotherapy phase following ipilimumab nivolumab combination, the first dose of nivolumab 
should be administered 3 weeks after last dose of nivolumab and ipilimumab combination. 
Oesophagus, gastro-oesophageal adjuvant – every 14 days up to 26 cycles (12 months) 
Oesophagus metastatic – every 14 days until disease progression 
Renal – every 14 days until disease progression.  
 
REGIMEN 28 day  
Day 1 NIVOLUMAB  480mg in 100ml sodium chloride IV infusion over 30-60 minutes 
 
CYCLE FREQUENCY AND NUMBER OF CYCLES 
Lung - every 28 days until progression for up to 26 cycles (2 years) (unlicensed frequency) 
Head and neck - every 28 days until progression for up to 26 cycles (2 years) (unlicensed 
frequency) 
Melanoma adjuvant – every 28 days up to 13 cycles (12 months) 
Melanoma metastatic - every 28 days until disease progression or intolerance. For the 
monotherapy phase following ipilimumab nivolumab combination, the first dose of nivolumab 
should be administered 6 weeks after last dose of nivolumab and ipilimumab combination. 
Oesophagus, gastro-oesophageal adjuvant – every 28 days up to 13 cycles (12 months) 
Oesophagus metastatic – every 28 days until disease progression (unlicensed frequency) 
Renal – every 28 days until disease progression.  
 
ANTI-EMETICS 
None required 
 
CONCURRENT MEDICATION REQUIRED 
None required 
 
EXTRAVASATION AND TYPE OF LINE / FILTERS  
Nivolumab - neutral 
 
Use low protein binding 0.2 to 5micron in-line or add-on filter. 
Peripheral line 
 
INVESTIGATIONS  
Blood results required before SACT administration  
FBC, U&E and LFTs every cycle 
Neutrophils x 109/L  ≥1.5 
Platelets x 109/L ≥100  
Thyroid function baseline, then every cycle 
Random cortisol baseline, then every cycle 
Random glucose every cycle 
Baseline weight and every cycle  
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MAIN TOXICITES AND ADVERSE REACTIONS 
Nivolumab Immune related toxicities - pneumonitis, colitis or hepatitis etc 
 
INTERACTIONS WHICH MAY REQUIRE DOSE MODIFICATIONS  
(not exhaustive list check SPC) 
Nivolumab  - 
 
DOSE MODIFICATIONS 
Non-haematological  
Nivolumab 
Immune-related adverse reactions - refer to TV immune-oncology agent immune related adverse 
event clinical guideline 
 
Hepatic impairment 
Nivolumab 
Data from patients with moderate or severe hepatic impairment are too limited to draw 
conclusions. Nivolumab should be administered with caution in patients with moderate or severe 
hepatic impairment ie bilirubin >1.5xULN and any AST. 
 
Renal impairment 
Nivolumab 
Data from patients with severe renal impairment (CrCl <30ml/min) are too limited to draw 
conclusions. 
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