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IPILIMUMAB NIVOLUMAB (Yervoy and Opdivo)  
 
INDICATION (ICD10) C18, C20, C64 
Check the most recent Blueteq eligibility criteria before prescribing. Blueteq registration required.  
(www.england.nhs.uk/publication/national-cancer-drugs-fund-list/) 
For the 1st line treatment of intermediate or poor risk advanced renal cell carcinoma where 
the following criteria are met: 
2. Fully aware of the management of and the treatment modifications that may be required for 
immune-related adverse reactions due to checkpoint inhibitor treatments including pneumonitis, 
colitis, nephritis, endocrinopathies and hepatitis. 
3. Unresectable locally advanced or metastatic renal cell adenocarcinoma (RCC) which either has 
a clear cell component or is a papillary RCC. 
4. Intermediate or poor risk advanced renal cell carcinoma as assessed by the International 
Metastatic RCC Database Consortium (IMDC) system which scores 1 point for each of the 
following 6 factors – a score of 0 indicates good risk disease, a score of 1-2 indicates intermediate 
risk and a score of 3-6 denotes poor risk:The IMDC factors are:- less than 1 year from time of 
initial diagnosis of RCC to now- a Karnofsky performance status of <80% (see below for 
description of Karnofsky scale of performance status)- the haemoglobin level is less than the lower 
limit of normal- the corrected calcium level is >2.5mmol/L- the platelet count is greater than the 
upper limit of normal- the absolute neutrophil count is greater than the upper limit of normal. Note: 
IMDC favourable risk disease (IMDC score of 0) did worse with the combination of nivolumab and 
ipilimumab versus sunitinib in the Checkmate 214 study and thus the use of nivolumab plus 
ipilimumab is not licensed in the IMDC favourable risk population. 
5. Completely treatment naïve for systemic therapy for locally advanced/metastatic RCC or has 
only received prior systemic therapy in the context of clinical trials investigating adjuvant therapies 
in RCC.  
6. Karnofsky performance status of at least 70%.The relevant part of the Karnofsky performance 
status scale is as follows: 100% Normal, no complaints. No signs or symptoms of disease.90% 
Able to carry on normal activities. Minor signs or symptoms of disease.80% Normal activity with 
effort. Some signs or symptoms of disease.70% Cares for self. Unable to carry on normal activity 
or to do active work.60% Requires occasional assistance, but is able to care for most personal 
needs.50% Requires considerable assistance and frequent medical care. 
7. No symptomatic brain metastases or leptomeningeal metastases currently requiring steroids for 
symptom control. 
8. To be treated until loss of clinical benefit or excessive toxicity or patient choice, whichever is the 
sooner. Note: there is no stopping rule as to the maximum treatment duration of nivolumab in this 
indication. 
9. Ipilimumab will be used at the RCC ipilimumab dose of 1mg/Kg every 3 weeks for a maximum 
of four 3-weekly cycles. 
10. Nivolumab will be used at a dose of 3mg/Kg every 3 weeks for the first 4 cycles (ie when in 
combination with ipilimumab) and then as subsequent monotherapy at a fixed dose of either 
240mg every 2 weeks or 480mg every 4 weeks. 
11. Nivolumab and ipilimumab will be prescribed and administered as outlined in their respective 
Summary of Product Characteristics (SPCs) for this indication. 
12. A formal medical review to assess the tolerability of treatment with nivolumab and ipilimumab 
will be scheduled to occur by the start of the 3rd 3-weekly cycle of treatment and thereafter on a 
regular basis. 
13. Treatment breaks of up to 12 weeks beyond the expected cycle length are allowed but solely 
to allow any immune toxicities to settle. 
14. If the disease progresses on the nivolumab plus ipilimumab combination the next set of 
treatment options are those drugs which are routinely commissioned as first to be used VEGF- or 
VEGFR-targeting drugs ie one choice of the following: cabozantinib or pazopanib or tivozanib or 
sunitinib. 

http://www.england.nhs.uk/publication/national-cancer-drugs-fund-list/
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Nivolumab plus ipilimumab for patients with microsatellite instability high (MSI-H) or 
mismatch repair deficiency (dMMR) metastatic colorectal cancer after prior 
fluoropyrimidine-based chemotherapy for metastatic disease 
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. Has metastatic colorectal carcinoma. 
4. Has a documented presence of microsatellite instability-high (MSI-H) or DNA mismatch repair 
deficiency (dMMR) confirmed by validated testing. 
5. Tumour has been determined to have wild type or mutant RAS status and the result is recorded. 
7. Has received previous systemic fluoropyrimidine-based therapy for metastatic colorectal cancer 
unless the fluoropyrimidine part of chemotherapy was contra-indicated on account of documented 
DPD deficiency.  
8. ECOG performance status (PS) of 0 or 1.  
9. No symptomatic brain or leptomeningeal metastases. 
10. Has not received any prior treatment with an anti-PD-1, anti-PD-L2, anti-CD137, or anti-
Cytotoxic T-lymphocyte-associated antigen-4 (CTLA-4) antibody unless the patient has been 
treated with nivolumab and ipilimumab in a company early access scheme and all other treatment 
criteria on this form apply: 
- has not received any previous anti-PD-1, anti-PD-L2, anti-CD137, or anti-Cytotoxic T-
lymphocyte-associated antigen-4 (CTLA-4) antibody therapy for metastatic colorectal cancer  
- has received previous fluoropyrimidine-based chemotherapy and then nivolumab and ipilimumab 
for metastatic colorectal cancer via a company early access scheme and all other treatment 
criteria on this form apply  
Note: this combination of nivolumab plus ipilimumab is not funded after previous treatment with 
pembrolizumab for MSI-H or dMMR metastatic colorectal cancer.    
11. Nivolumab will be administered in combination with ipilumumab as follows: nivolumab 3mg/Kg 
and ipilimumab 1mg/Kg are given in combination for a maximum of 4 cycles every 3 weeks and 
then nivolumab is continued as monotherapy as either 2-weekly cycles of nivolumab at a dose of 
240mg or if the patient is stable and well as 4-weekly cycles of nivolumab monotherapy 480mg. 
12. Nivolumab will be stopped on disease progression or unacceptable toxicity or withdrawal of 
patient consent, whichever occurs first. 
Note: there is no stopping rule for nivolumab in this metastatic colorectal cancer indication and 
hence patients continuing to benefit from nivolumab after 2 years of treatment can continue if the 
patient and clinician agree.   
Note: once nivolumab is stopped for disease progression or unacceptable toxicity or withdrawal of 
patient consent, nivolumab cannot be re-started.    
13. A formal medical review as to whether treatment with nivolumab and ipilimumab should 
continue will occur at least by the end of the 2nd 3-weekly cycle of treatment. 
14. Where a treatment break of more than 12 weeks beyond the expected 2, 3 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. 
15. Nivolumab and ipilimumab will be otherwise used as set out in their respective Summaries of 
Product Characteristics (SPCs). 
 
  



 

Ipilimumab Nivolumab Urology / Colorectal CAG 
approval 
 

Page 3 of 4 
 

Approved:  November 2023 
 

Version  
5.1 

 

REGIMEN 
Cycles 1 to 4 
Day 1 NIVOLUMAB  3mg/kg in 100ml* sodium chloride IV infusion over 30 minutes 
 IPILIMUMAB  1mg/kg in 50ml sodium chloride IV infusion over 30 minutes 
 *nivolumab doses 58mg to 110mg in 50ml sodium chloride 0.9% 
 
Cycle 5 onwards 
Monotherapy phase following ipilimumab nivolumab combination, the first dose of nivolumab 4 
weekly should be administered 6 weeks (2 weekly should be administered 3 weeks) after last dose 
of nivolumab and ipilimumab combination. 
 
28 day regimen - recommended 
Day 1 NIVOLUMAB  480mg in 100ml sodium chloride IV infusion over 30 minutes 
 
14 day regimen 
Day 1 NIVOLUMAB  240mg in 100ml sodium chloride IV infusion over 30 minutes 
 
CYCLE FREQUENCY AND NUMBER OF CYCLES 
Combination every 21 days for 4 doses  
Nivolumab monotherapy maintenance every 14 days or 28 days until disease progression 
 
ANTI-EMETICS 
None required 
 
CONCURRENT MEDICATION REQUIRED 
None required 
 
EXTRAVASATION AND TYPE OF LINE / FILTERS  
Ipilimumab - neutral 
Nivolumab - neutral 
 
Use low protein binding 0.2 to 5micron in-line or add-on filter. 
Peripheral or central 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  
 
MAIN TOXICITES AND ADVERSE REACTIONS 
Ipilimumab Immune related toxicities - pneumonitis, colitis or hepatitis etc 
Nivolumab Immune related toxicities - pneumonitis, colitis or hepatitis etc 

 
INTERACTIONS WHICH MAY REQUIRE DOSE MODIFICATIONS  
(not exhaustive list check SPC/BNF/Stockleys) 
Ipilimumab Corticosteroids 

Anticoagulants 
Nivolumab  - 
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DOSE MODIFICATIONS 
Non-haematological  
Ipilimumab Nivolumab 
Immune-related adverse reactions - refer to TV immune-oncology agent immune related adverse 
event clinical guideline 
 
Hepatic impairment 
Ipilimumab 
ALT/AST ≥5xULN or bilirubin >3xULN at baseline, use ipilimumab only with caution. 
 
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, i.e. bilirubin >1.5xULN and any AST. 
 
Renal impairment 
Ipilimumab 
Data from patients with severe renal impairment (CrCl <30ml/min) are too limited to draw 
conclusions. 
 
Nivolumab 
Data from patients with severe renal impairment (CrCl <30ml/min) are too limited to draw 
conclusions. 
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