
AST or ALT increases to >10 times ULN or total
bilirubin increases to >3 × ULN: Discontinue nivo-
lumab permanently.

Nivolumab in combination with ipilimumab: Note:
When receiving combination therapy with nivolumab
and ipilimumab, withhold or permanently discontinue
both nivolumab and ipilimumab for adverse reactions
meeting dosage modification recommendations.
Refer to Ipilimumab monograph for information on
ipilimumab dosage adjustment for toxicity.
Immune-mediated hepatitis without tumor involve-
ment of the liver or hepatitis with tumor involvement
of the liver/non-hepatocellular carcinoma:
AST or ALT >3 up to 5 × ULN or total bilirubin >1.5
up to 3 × ULN: Withhold treatment. Resume treat-
ment with complete or partial resolution (to grade 0
or 1) of hepatitis after corticosteroid taper. Perma-
nently discontinue nivolumab if no complete or
partial response within 12 weeks of last nivolumab
dose, or if unable to reduce prednisone to
≤10 mg/day (or equivalent) within 12 weeks of
corticosteroid initiation.

ASTor ALT >5 times ULN or total bilirubin >3 × ULN:
Discontinue permanently.

Immune-mediated hepatitis with tumor involvement
of the liver/hepatocellular carcinoma: Note: If AST
and ALT are ≤ ULN at baseline, follow nivolumab in
combination with ipilimumab recommendations for
hepatitis without tumor involvement of the liver.
If baseline AST or ALT >1 up to 3 × ULN and
increases to >5 up to 10 × ULN or baseline AST
or ALT >3 up to 5 × ULN and increases to >8 up to
10 × ULN: Withhold treatment. Resume treatment
with complete or partial resolution (to grade 0 or 1)
of hepatitis after corticosteroid taper. Permanently
discontinue nivolumab if no complete or partial
response within 12 weeks of last nivolumab dose,
or if unable to reduce prednisone to ≤10 mg/day
(or equivalent) within 12 weeks of corticosteroid
initiation.

AST or ALT >10 times ULN or total bilirubin >3 ×
ULN: Discontinue permanently.

Preparation for Administration: Pediatric IV: With-
draw the required volume of nivolumab and transfer into
an IV container. Dilute with either NS or D5W to a final
concentration of 1 to 10 mg/mL; final total volume is
weight-based: For patients <40 kg: Must not exceed 4
mL/kg (maximum volume: 160 mL); for patients ≥40 kg:
160 mL maximum volume. Mix by gentle inversion; do not
shake.

Administration: Pediatric Note: Check label to ensure
appropriate product is being administered; nivolumab and
nivolumab/relatlimab are different products and are NOT
interchangeable.
IV: Administer as an IV infusion over 30 minutes through a
line with a sterile, nonpyrogenic, low protein binding 0.2
to 1.2 micrometer in-line filter. If administering as part of
a combination regimen, use separate infusion bags and
filters for each infusion. Do not administer other medi-
cations through the same IV line. Flush IV line at the end
of the infusion. If mild or moderate infusion reaction
occurs, interrupt infusion or slow infusion rate; if infusion
reaction is severe or life-threatening, discontinue nivo-
lumab.
Combination therapy with ipilimumab: When adminis-
tered in combination with ipilimumab, infuse nivolumab
first followed by ipilimumab on the same day.

Monitoring Parameters Hepatic and renal function tests
(baseline and periodic), thyroid function (baseline and
periodically [eg, at treatment day 1 and every 6 weeks]);
blood glucose. Monitor for signs/symptoms of adrenal
insufficiency, hypophysitis, thyroid disorders, immune-
mediated colitis, pneumonitis, rash/dermatologic toxicity,
encephalitis (changes in neurologic function); monitor for
infusion reactions. Verify pregnancy status prior to treat-
ment initiation (in patients who could become pregnant). In
adult patients, additional cancer-specific monitoring
parameters may be necessary (refer to specific protocols
or manufacturer labeling).

Dosage Forms: US Excipient information presented
when available (limited, particularly for generics); consult
specific product labeling.
Solution, Intravenous [preservative free]:
Opdivo: 40 mg/4 mL (4 mL); 100 mg/10 mL (10 mL);
120 mg/12 mL (12 mL); 240 mg/24 mL (24 mL) [con-
tains polysorbate 80]

Dosage Forms: Canada Excipient information presented
when available (limited, particularly for generics); consult
specific product labeling.
Solution, Intravenous:
Opdivo: 40 mg/4 mL (4 mL); 100 mg/10 mL (10 mL)
[contains polysorbate 80]

Nivolumab and Relatlimab

Medication Safety Issues
Sound-alike/look-alike issues:
Nivolumab/relatlimab may be confused with ipilimumab,
nivolumab, pembrolizumab, rituximab.

Opdualag may be confused with Opdivo.
High alert medication:
This medication is in a class the Institute for Safe
Medication Practices (ISMP) includes among its list of
drug classes which have a heightened risk of causing
significant patient harm when used in error.

Other safety concerns:
Nivolumab/relatlimab (Opdualag) may be confused with
nivolumab (Opdivo); these products are not inter-
changeable. Verify product prior to preparation and
administration to prevent medication errors.

Brand Names: US Opdualag
Therapeutic Category Antineoplastic Agent, Anti-PD-1
Monoclonal Antibody; Antineoplastic Agent, Immune
Checkpoint Inhibitor; Antineoplastic Agent, Monoclonal
Antibody

Generic Availability (US) No
Use Treatment of unresectable or metastatic melanoma
(FDA approved in ages ≥12 years weighing ≥40 kg and
adults).

Breastfeeding Considerations
It is not known if nivolumab/relatlimab are present in
breast milk.

Nivolumab/relatlimab are humanized monoclonal antibod-
ies (IgG4). Human IgG is present in breast milk; concen-
trations are dependent upon IgG subclass and
postpartum age (Anderson 2021). Due to the potential
for serious adverse reactions in the breastfed infant,
breastfeeding is not recommended by the manufacturer
during treatment and for at least 5 months after the last
dose of nivolumab/relatlimab.

Contraindications There are no contraindications listed
in the manufacturer's labeling.

Warnings/Precautions
Nivolumab/relatlimab potentially breaks peripheral toler-
ance and induces immune-mediated adverse reactions.
Severe and fatal immune-mediated adverse reactions
may occur in any organ system or tissue. Reactions
generally occur during treatment (may occur at any time
after nivolumab/relatlimab initiation); reactions may also
occur after nivolumab/relatlimab discontinuation. Early
identification and management of immune-mediated
adverse reactions are necessary to ensure safe use of
nivolumab/relatlimab. If suspected immune-mediated
reactions occur, initiate appropriate workup to exclude
alternative causes (including infection). Medically manage
immune-mediated adverse reactions promptly and refer
for specialty consultation as appropriate.

Nivolumab/relatlimab can cause immune-mediated pneu-
monitis, which may be fatal. Grades 2 and 3 events have
been reported. All patients experiencing pneumonitis
required management with systemic corticosteroids.
Pneumonitis resolved in a majority of the affected patients.
In cases where nivolumab/relatlimab was withheld for
pneumonitis, all patients reinitiated nivolumab/relatlimab
after symptom improvement and there were no recur-
rences of pneumonitis. In patients treated with other
anti-PD-1/PD-L1 monoclonal antibodies, the incidence of
pneumonitis was higher in patients with a history of prior
thoracic radiation.

Nivolumab/relatlimab can cause immune-mediated colitis
(which is defined as requiring the use of systemic cortico-
steroids and the absence of another clear etiology; with
diarrhea as a common symptom). Cases of grades 2 and
3 colitis were reported. Systemic corticosteroids were
administered to all patients for immune-mediated colitis.
Most patients with colitis experienced resolution. In cases
where nivolumab/relatlimab was withheld for colitis, most
reinitiated treatment after symptom improvement; colitis
recurred in over two-thirds of patients. Cytomegalovirus
infection/reactivation has been observed in patients with
corticosteroid-refractory immune-mediated colitis. Pan-
creatitis (including increased serum amylase and lipase
levels), gastritis, and duodenitis have also been reported.

Nivolumab/relatlimab can cause immune-mediated hepa-
titis (which is defined as requiring the use of systemic
corticosteroids and the absence of another clear etiology).
Grades 2 to 4 events have been reported. Systemic
corticosteroids were used in all patients experiencing
immune-mediated hepatitis. Hepatitis resolved in over
two-thirds of patients. In cases where nivolumab/relatli-
mab was withheld for hepatitis, some patients reinitiated
treatment after symptom improvement; hepatitis recurred
in 50% of these patients.
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