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Substance: nivolumab 
 
Brand Name: Opdivo 
 
Originator/licensee: 
Bristol-Myers Squibb 
Pharma EEIG 
 
Classification: NI 
 
ATC code: L01XC17 
 
Orphan Status: 
Eu: No 
Us: Yes 
 
Mechanism of action:  
Nivolumab is a human 
IgG4 monoclonal 
antibody that binds to 
the PD-1 receptor on T-
cell and blocks its 
interaction with PD-L1 
and PD-L2, releasing 
PD1 pathway-mediated 
inhibition of the 
immune response, 
including the anti-
tumour immune 
response [1]. 

Authorized Indication:  
EMA: nivolumab as monotherapy is 
indicated for the adjuvant 
treatment of adult pts with 
oesophageal or GOJ cancer who 
have residual pathologic disease 
following prior neoadjuvant CRT 
[2]. 
 

FDA: pts with completely resected 
esophageal or GOJ cancer with 
residual pathologic disease, who 
have received neoadjuvant CRT [3] 
 
Route of administration: IV 
 

Licensing status 
EU CHMP P.O. date: 24/06/2021 
FDA M.A. date: 20/05/2021 
 

EU Speed Approval Pathway: No 
FDA Speed Approval Pathway: No 
 
----- 
ABBREVIATIONS: 
AEs: Adverse Events 
CHMP: Committee for Medicinal 
Products for Human Use 
CRT: chemo-radiotherapy 
DFS: disease-free survival 
FOLFOX: fluorouracil/ 
leucovorin calcium/oxaliplatin 
GOJ: gastro-oesophageal junction 
IgG4: immunoglobulin G4 
IV: intravenous 
M.A.: Marketing Authorization 
P.O.: Positive Opinion 
Pts: patients 
Q2W: every two weeks 
Q4W: every four weeks 
SAEs: Serious Adverse Events 
vs: versus 

Summary of clinical EFFICACY: 
CheckMate 577 (NCT02743494) is a multicenter, randomized, double-blind, placebocontrolled, phase 3 trial 
that enrolled adult pts (n=794) with resected oesophageal or GOJ cancer (stage II or III), who had received 
neoadjuvant CRT and had residual pathological disease. Pts were randomly assigned in a 2:1 ratio to receive 
nivolumab IV (at a dose of 240 mg Q2W for 16 weeks, followed by nivolumab at a dose of 480 mg Q4W) or 
matching placebo. The maximum duration of the trial intervention period was one year.The primary endpoint 
was DFS*. The median DFS was 22.4 months (95% CI: 16.6 to 34.0) among pts who received nivolumab and 
11.0 months (95% CI: 8.3 to 14.3) among those who received placebo (HR for disease recurrence or death, 
0.69; 94.6% CI: 0.56 to 0.86; p<0.001) [4]. 
*Defined as the time from the date of randomization to the first date of disease recurrence or death, whichever occurred first, 
before subsequent anticancer therapy. 

 
Summary of clinical SAFETY: 
Any grade AEs occurred in 510/532 pts (96%) in the nivolumab group vs. 243/260 (93%) in the placebo group. 
Grade 3 or 4 AEs that were considered to be related to the trial regimen were more common with nivolumab 
than with placebo (in 71/532 pts [13%] and 15/260 pts [6%], respectively). The most common AEs of any 
grade that were considered to be related to the trial regimen were fatigue (17%), diarrhoea (17%), pruritus 
(10%) and rash (10%) in the nivolumab arm. SAEs of any grade occurred in 30% of pts in each group, while 
grade 3 or 4 SAEs related to the trial regimen occurred in 29/532 pts in the nivolumab arm (5%) vs. 3/260 pts 
in the placebo arm (1%). A fatal adverse reaction of myocardial infarction occurred in one patient who 
received nivolumab [4]. 
 
Ongoing studies: 
● For the same indication: Yes 

● For other indications: Yes 

 
Discontinued studies (for the same indication): No 
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Cost of therapy: 
Nivolumab 24 ml (10 mg/ml) vial costs €3.226,01 (ex-factory price) 
[5]. 
The price for one cycle of treatment is: 
-240 mg Q2W: €3.226,01 (the total cost for the first 16 weeks of 
treatment is €25.808,08) 
-480 mg Q4W: €6.452,02 (the total cost for the following 36 weeks 
of treatment is €51.616,16) 
Maximum cost of the therapy (one year, 52 weeks): €77.424,24. 
 
Epidemiology: 
Esophageal cancer is the 8th most commonly diagnosed cancer 
worldwide and the 6th most common cause of cancer-related death 
(incidence, approximately 456.000; mortality, 400.000 in 2012) [6]. 
In Italy, the Cancer Registries recently estimated 2.025 new 
cases/year in males and 548 cases/year in females with higher rates 
in the North-Eastern regions and in Lombardy, lower in the 
Southern regions [7]. 
----- 
POSSIBLE PLACE IN THERAPY 
Preoperative chemoradiation (with FOLFOX) is the preferred 
approach for localized adenocarcinoma of the thoracic oesophagus 
or GOJ. Perioperative chemotherapy (with fluorouracil and 
cisplatin) is an alternative option for distal oesophagus and GOJ. 
Other treatment options include postoperative chemoradiation and 
postoperative chemotherapy (with oxaliplatin and capecitabine). 
The standard of care after neoadjuvant chemoradiotherapy and 
surgery is surveillance [4,8]. 
 
OTHER INDICATIONS IN DEVELOPMENT 
Bladder cancer, breast cancer, Fallopian tube cancer, glioblastoma, 
ovarian cancer, peritoneal cancer, prostate cancer [9,10].  
 
SAME INDICATION IN EARLIER LINE(S) OF TREATMENT 
Ongoing studies with nivolumab for the treatment of oesophageal 
and GOJ adenocarcinoma (NCT04594811, NCT02569242, 
NCT03437200, NCT02864381, NCT03604991). 
 
OTHER DRUGS IN DEVELOPMENT for the SAME INDICATION  
Trastuzumab, pembrolizumab, atezolizumab, sintilimab, lenvatinib, 
toripalimab [11,12]. 
 
*Service reorganization: No 
*Possible off label use: Yes 
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