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WARNING: IMMUNE -RELATED ADVERSE REACTIONS WITH OPDIVO
AND IPILIMUMAB COMBINATION THERAPY

Immune-related adverse reactions are seen more frequently, and are more severe, w
OPDIVO and ipilimumab combination therapy than with OPDIVO or ipilimumab
monotherapy.

Immune-related adverse reactions can involve any organ system. The majority of the
initially manifest during treatment; however, a minority can occur weeks to months
after discontinuation. Some immunerelated adverse reactions can be permanent (suq
as thyroid dysfunction and diabetes mellitus). Lifethreatening or fatal immune-related

adverse reactions that have occurred include colitis, intestinal perforation, hepatitig
pneumonitis, hypophysitis, adrenal insufficiency, toxic epidermal necrolysis
myocarditis, encephalitis and myasthenia gravis (see Sections 4.4 Special warnings

precautions for use and 4.8 Adverse Effects).

Early diagnosis and appropriate management are essential to minimise ktareatening
complications (see Section 4.2 Dose and method of administration). Monitoring at led
prior to each dose issecommended. Advise patients of the importance of immediatel
reporting possible symptoms.

Physicians should consult thapilimumab product information prior to initiation of
OPDIVO in combination with ipilimumab. The combination of OPDIVO and
ipilimumab should be administered and monitored under the supervision of physician
experienced with the use of immunotherapy in the treatment of cancer.

1. NAME OF THE MEDICINE

Nivolumab

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
10 mg/mL concentrate solution fanfusion

Eachl mL of concentrate contains i)y of nivolumab.

One 10 mL vial contains 4f@g of nivolumab in 4mL.

One 10mL vial contains 100ng of nivolumab in 10nL.

One 25 mL vial contains 240 mg of nivolumab in 24 mL.

OPDIVO (nivolumab (rch)) is a fly human antPD-1 monoclonal antibody (IgG4) produced in
mammalian (Chinese hamster ovary) cells by recombinant DNA technology.

Excipient with known effect
Each 1 mL of concentrate contaiid mmol (or2.5mg) sodium.

For the full list of excipients, sexection6.1 List of excipients
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3. PHARMACEUTICAL FORM

Concentrate for solution for infusion.

Clear to opalescentplourlessto pale yellow liquid that may contain few light particles. The solution
has a pH of approximatet/0 and an osmolarity of approximat&$0mOsm/kg.

4. CLINICAL PARTICULARS
4.1. THERAPEUTIC INDICATIONS

Melanoma

OPDIVO, as monotherapys indicated for the adyant treatment of patients with melanoma with
involvement of lymph nodes or metastatic disease who have undergone complete resection.

OPDIVO, as monotherapys indicated for the treatment of patients with unresectable or metastatic
melanoma.

OPDIVO, in combination witlipilimumab, is indicated for the treatment of patients witiresectable
or metastatic melanomdhe approval of this indication is based apre-specifiedcomparisonto
ipilimumab monotherapy. All analysescomparing nivolumab monotherapy with the
nivolumab/ipilimumab combination are descriptive.

Non-Small Cell Lung Cancer (NSCLC)

OPDIVO, in combination witlipilimumaband 2 cycles of platinurdoubletchemotherapy, isdicated
for the firstline treatment of patients with metastaircrecurrennonsmall cell lung canceiNSCLC)
with no EGFR or ALK genomitumaur aberrations.

OPDIVO, as monotherapys indicated for the treatment of locally advanced or metastaticrsmisa
nortsmall cell lung cancer (NSCLC) with progression on or after prior chemotherapy.

OPDIVO, as monotherapys indicated for the treatment of locally advanced or metastatie non
squamous nesmall cell lung cancer (NSCLC) with progression on or afterghemotherapy. In
patients with tumour EGFR or ALK genomic aberrations, OPDIVO should be used after progression
on or after targeted therapy.

Malignant Pleural Mesothelioma(MPM)

OPDIVO, in combination with ipilimumab, is indicated for the filige treatment of patients with
unresectable malignant pleural mesothelioma.

Renal Cell Carcinoma (RCC)

OPDIVO, in combination with ipilimumabis indicated for the treatment of patients with
intermediate/poerisk, previously untreateddvanced renal cell carcinoma.

OPDIVO, in combination with cabozantinib, is indicated for theirst treatment of patients with
advanced renal cell carcinoma.

OPDIVO, as monotherapys indicated for the treatment of patients with advanced clear cell renal cell
carcinoma after prior aréingiogenic therapy.

Classical HodgkinL ymphoma (cHL)

OPDIVO, as monotherapig indicated for the treatment of patients wittapsed or refractory classical
Hodgkin lymphoma (cHL) after autologous stem cell transplant and treatment with brentuximab
vedotin. The approval of this indication is based on objective response aasengle arm study
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Sguamous Cell Carcinoma of tle Head and Neck (SCCHN)

OPDIVO, as monotherapys indicated for the treatment of recurrent or metastatic squamous cell cancer
of the head and neck patientsprogressing on or after platinum based therapy.

Urothelial Carcinoma (UC)

OPDIVO, as monotherapis indicated for the treatment of patients with locally advanced unresectable
or metastatic urothelial carcinoma after prior platinconmtaining therapy. The approval of this
indication is based on objective response rate and duration of regpang®gle arm study

Hepatocellular Carcinoma(HCC)

OPDIVO, as monotherapis indicated for the treatment of patients with hepatocellular carcinoma after
prior sorafenib therapylhis indication is approved based on objective response rate and duration of
response in a single arm study. An improvement in survival or disela$ed symptoms has not been
established.

Oesophageal Squamous Cell Carcinoma (OSCC)

OPDIVO, as monotherapy, is indicated for the treatmenpatients with unresectable advanced,
recurent or metastatic oesophageal squamous cell carcinoma aftédhymiopyrimidineandplatinum
based chemotherapy

Adjuvant Oesophageal Cancer (OC) or GastréDesophageal Junction Cancer (GOJC)

OPDIVO, as monotherapy, is indicated for the adjuvant tredtoferesected oesophageal or gastro
oesophageal junction cancer in patients who have received neoadjuvant chemoradiotherapy

Gastric Cancer (GC), Gastreoesophageal Junction Cancer (GOJC), or Oesophageal
Adenocarcinoma (OAC)

OPDIVO, in combination with fluoropyrimidineand platinurdbased combination chemotherapy, is
indicated for the firstine treatment of patients with HER2 negative advanced or metastatic gastric or
gastreoesophageal junction or oesophageal adenocarcinoma.

4.2. DOSE AND METHOD OF ADMINISTRATION

Treatment must be initiated and supervised by specialist physicians experienced in the treatment of
cancer.

OPDIVO infusion must not be administered as an intravenous push or bolus injection.

Dose escalation or reduction is not necpended. Guidelines for permanent discontinuation or
withholding of doses are describedTiable 3 . Detailed guidelines for the management of immune
related adverse reammns are described iBection 4.45pecial warnings and pradions for use

Nivolumab was originally developed using an evevp-weeks monotherapy dosing regimen (see
Section 5.1 Pharmacodynamic ProperiieSlinical Trials). Subsequent approval of theeswfour-
weeks monotherapy dosing regimen was based on pharmacokinetic and erpgsomse modelling

and simulations, with supporting clinical safety data. Data from randomised controlled trials ef every
two-weeks versus eveifpur-weeks dosing of nivolmab, with sufficient sample size to demonstrate
norrinferiority using clinical endpoint data (such as PFS or OS), is not available.

Recommended Doses

The recommended doses of OPDIVO as a single agent are presehabteih
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Table 1 Recommended Doses for OPDIVO as Monotherapy

Indication”

RecanmendedOPDIVO Dosage

Duration of Therapy

Unresectable or metastatic
melanoma

Locally advanced or metastatic
squamous nosmall cell lung
cancer

Locally advanced or metastatic
nonsquamousionsmall cell
lung cancer

Advanced renal cell carcinoma

Relapsed/refractory classical
Hodgkin lymphoma

Recurrent or metastatic
squamous cell carcinoma of the
head and neck

Unresectable or metastatic
urothelial carcinoma

Hepatocellular carcinoma

3 mg/kg even? weeks
(30-minute intravenous infusion)
or
240 mg every 2 weeks
(30-minute intravenous infusion)
or
480 mg every 4 weeks
(30-minute intravenoummfusion)

Treatment should be
continued as long as clinica
benefit is observed or until
treatment is no longer
tolerated.

Oesophageal Squamous Cell
Carcinoma

240 mg every 2 weeks
(30-minute intravenous infusion)
or
480 mg every 4 weeks
(30-minute intravenous infusion)

Treatment should be
continued as long as clinica
benefit is observed amtil
treatment is no longer
tolerated.

Adjuvant treatment of
melanoma

3 mg/kg even?2 weeks
(30-minute intravenous infusion)
or
240 mg every 2 weeks
(30-minute intravenous infusion)
or
480 mg every 4 weeks
(30-minute intravenous infusion)

Treatment should be
continued as long as clinica
benefit is observed or until
treatment is no longer
tolerated to maximum
duration of 12 months.

Adjuvant treatment of resected
oesophageal or gastro
oesophageal junction cancer

240 mg every 2 weeks
(30-minute intravenous infusion)
or
480 mg every 4 weeks

(30-minute intravenous infusion)

After completing 16veeks of
therapy, administer as 480 nj
every 4 weeks until disease
progression or unacceptablg
toxicity for a total treatment
duration of lyear

~ As per monotherapy indications in Section 4.1 Therapeutic Indications.

The recommended doses of OPDIVO in combination with other therapeutic agents are presented in
Table 2. Refer to the respective Product Information for each therapeutic agent administered in
combination with OPDIVO for the recommended dose information, as appropriate.
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Agents

Table 2 Recommended Doses of OPDIVO in Combination wht Other Therapeutic

Indication”

Recommended OPDIVO Dosage

Duration of Therapy

1 mg/kg every 3veeks
(30-minute intravenous infusion)
with ipilimumab 3 mg/kg intravenously
over90 minutes

In combination with ipilimumab
for 4 doses

Unresectable or
metastatic melanomsa

3 mg/kg even? weeks
(30-minute intravenous infusion)
or
240 mg every 2 weeks
(30-minute intravenous infusion)
or
480 mg every 4 weeks
(80-minute intravenous infusion)

After completing 4 doses of
combination therapy, administer as
single agent as long as clinical bene
is observed or until treatment is no
longer tolerated by the patient.

Metastatic or
recurrent norsmall
cell lung cancer

360 mg every 3 weeks
(830-minute intravenous infusion)
with ipilimumab 1 mg/kg every &eeks
(80-minute intravenous infusion)
and platinum chemotherapy every 3
weeks

After completion of 2 cycles of
chemotherapy, treatment is continue
with 360 mg OPDIVO administered &
an intavenous infusion every 3 week
in combination with 1 mg/kg
ipilimumab every 6 weeks until
disease progressiois, no longer
tolerated or up to2 yearsn patients
without disease progression.

Malignant pleural
mesothelioma

3 mg/kg every 2veeks
(30-minute intravenous infusion)
or
360 mg every 3 weeks
(30-minute intravenous infusion)

Administer OPDIVO n combination
with ipilimumab 1mg/kg every 6nveeks
(30-minute intravenous infusion)

Treatment should be continued unti
disease progressiois, no longer
tolerated or up to2 yearsn patients
without disease progression.

Gastric cancer,
Gastreoesophageal
junction cancer, or
Oesophageal
adenocarcinoma

360 mg every 3 weeks
(80-minute ntravenous infusion)
with fluoropyrimidine and
platinumcontaining chemotherapy
every 3 weeks

or

240 mg every 2 weeks
(30-minute intravenous infusion)
with fluoropyrimidine and
platinumcontaining chemotherapy
every 2 weeks

Treatment should beontinued until
disease progression, is no longer
tolerated or up to 2 years in patient
without disease progression.

Advanced renal cell
carcinoma

3 mg/kg every 3 weeks
(30-minute intravenous infusion)

or
240 mg every 2 weeks*
(30-minute intravenous infsion)
or

In combination with ipilimumab
for 4 doses
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Indication” Recommended OPDIVO Dosage Duration of Therapy

480 mg every 4 weeks*
(30-minute intravenous infusion)

Administer OPDIVO in combination
with ipilimumab 1 mg/kg (3@ninute
intravenous infusion)

3 mg/kg even? weeks*
(30-minuteintravenous infusion)
or
240 mg every 2 weeks*
(30-minute intravenous infusion)
or
480 mg every 4 weeks*
(830-minute intravenous infusion)

After completing 4 doses of

combination therapy, administer as

single agent as long as clinical bene|
is observed ountil treatment is no
longer tolerated by the patient.

240 mg every 2 weeks

(80-minute intravenous infusion)
or OPDIVO: Treatment should be

480 mg eVery 4 weeks continued as long as clinical berie$
(30-minute intravenous infusion) observed, until treatment is no longe

tolerated by the patient, or tp 2years
Administer OPDIVO in combination in patients without disease

with cabozantinib 40 mg orally once progression.
daily. Patients should be instructed t
not eat anything for at least 2 hours
before and 1 hour after taking
cabozantinib.

Cabozantinib: Until disease
progression or unacceptable toxicity

*Following the last dose of the combination ohivolumab and ipilimumab, the first dose of nivolumab monotherapy
should be administered after 3 weeks when using 3 mg/kg or 240 mg or 6 weeks when using 480 mg
~ As per combination indications in Section 4.1 Therapeutic Indications.

Recommendedireatment modifications for OPDIVO as monotherapy and OPDIVO in
combination with other therapeutic agents

Dose escalation or reduction is not recommeride@PDIVO as monotherapy or in combination with
other therapeutic agent®osing delay or discontinuation mag required based on individual safety
and tolerability When nivolumab is administered in combination, refer to the Product Information of
the other combination therapy agents regarding dosing.

When OPDIVO is administered in combination wipilimumab, if either agent is withheld, the other
agent should also be withhel#itypical 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
recommendedtb continue treatment with nivolumab for clinically stable patients with initial evidence
of disease progression until disease progression is confirmed.

When OPDIVO is administered in combination with chemotherapy, refer to the Product Information of
the other combination therapy agents regarding dosiDgse escalation or reduction is not
recommended for OPDIVOT &ny agents are withheld, the other agents may be continued. If dosing is
resumed after a delay, either the combination treatment, OPBiM®@therapy or chemotherapy alone
could be resumed based on the evaluation of the individual patient.
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Table 3 Recommended treatment modifications for OPDIVO as monotherapy or
OPDIVO in combination with other therapeutic agents

Immune-related
adverse reaction

Severity of Adverse Reactiof

Treatment modification

Immunerelated
pneumonitis

Grade2 pneumonitis

Withhold dose(s) until symptoms
resolve, radiographic abnormalities
improve, and management with
corticosteroids is complete.

Grade3 or 4 pneumonitis

Permanently discontinue treatment.

Immunerelated colitis

Grade2 diarrhoea or colitis

Withhold dose(s) until symptoms
resolve and management with
corticosteroids, if needed, is complete

Grade3 diarrhoea or colitis
- OPDIVO monotherapy

Withhold dose(s) until symptoms
resolve and management with
corticosterdds is complete.

Grade3 diarrhoea or colitis
- OPDIVO+ipilimumab

Grade4 diarrhoea or colitis

Permanently discontinue treatment.

Immunerelated
hepatitis

Patients with normal AST/ALT/bilirubin
at baseline:

Grade2 elevation in aspartate
aminotransferase (AST), alanine

aminotransferase (ALT), or total bilirubii

Withhold dose(s) until laboratory
values return to baseline and
management with corticosteroids, if
needed, is complete.

Grade3 or 4 elevation in AST, ALT, or
total bilirubin

Permanently discontinue treatment.

HCC patients with elevated AST/ALT at

baseline:

Grade 1 elevation in AST/ALT at
baseline (>1 to 3 times upper limit of
normal [ULN]) and ortreatment
AST/ALT elevation at >E10 times the
ULN.

Grade 2 elevation in AST/ALT at
baseline (>3 to 5 times ULN) and
on-treatment AST/ALT elevation at
>8-10 times ULN.

Withhold dose(s) until laboratory
values return to baseline and
management with corticosteroids,
needed, is complete.

AST/ALT >10 time ULN or Grade 3 or 4

elevation in total bilirubin.

Permanently discontinue treatment.

Immunerelated
nephritis and renal
dysfunction
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returns to baseline and management
with corticosteroids is complete.




Table 3 Recommended treatment modifications for OPDIVO as monotherapy or
OPDIVO in combination with other therapeutic agents

Immune-related
adverse reaction

Severity of Adverse Reactiof

Treatment modification

Grade4 creatinine elevation

Permanently discontinue treatment.

Immunerelated
endocrinopathies

Symptomatic Grad2 or 3
hypothyroidism, hyperthyroidism,
hypophysitis

Grade 2 adrenal insufficiency
Grade 3 diabetes

Withhold dose(s) until symptoms
resolve and management with
corticosteroids (if needed for
symptoms of acute inflammation) is
complete. OPDIVO should be
continued in the presence of hormont
replacement thergp as long as no
symptoms are present.

Grade 4 hypothyroidism

Grade 4 hyperthyroidism

Grade4 hypophysitis

Grade3 or 4 adrenal insufficiency
Grade 4 diabetes

Permanently discontinue treatment.

Immunerelated skin
adverse reactions

Grade3 rash

Withhold dose(s) until symptoms
resolve and management with
corticosteroids is complete.

Suspected Steverd®hnson syndrome
(SJS) or toxic epidermal necrolysis
(TEN)

Withhold dose(s).

Grade4 rash
Confirmed SJS/TEN

Permanently discontinue treatment.

Immunerelated
neurological adverse
reactions

New onset moderate or severe neuroloi

signs or symptoms

Withhold dose(s) until symptoms
resolve and management with
corticosteroids is complete.

Immunerelated encephalitis

Immunerelated myasthenic
syndrome/myasthenia gravis

Permanently discontinue treatment.

Immunerelated
myocarditis

Grade 2 myocarditis

Withhold dose(s) until symptoms
resolveandmanagement with
corticosteroids isomplete.
Retreatment may beonsidered after
recovery.

Grade 3 myocarditis

Permanently discontinue treatment.

Other immuneelated
adverse reactions
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Other Grade 3 adverse reaction
First occurrence

Recurrence of same Grade 3 adver

reaction

Withhold dose(s) until symptoms
resolve and management with
corticosteroids is complete.

Permanently discontinue treatment.

Grade 3 myotoxicity

Permanently discontinue treatment.




Table 3 Recommended treatment modifications for OPDIVO as monotherapy or
OPDIVO in combination with other therapeutic agents

Immune-related Severity of Adverse Reactiof Treatment modification
adverse reaction

Life-threatening or Grade 4 adverse
reaction

Inability to reduce corticosteroid dose tc
10 mg prednisone or equivalent per day
Persistent Grade 2 or 3 adverse reactio
despite treatment modification

aNote: Toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria for Adverse Events
Version4.0 (NCI-CTCAE v4).
b Recommendation for the use of hormone replacement therapy is provided in Section 4.4 Precautions.

Permanently discontinue treatment.

OPDIVO in combination with cabozantinib in RCC

For RCC patients treated with OPDIVO in combination with cabozantinib, see the Product Information
regarding treatment modifications of cabozantinib.

For liver enzyme elevations, in patients with RCC being treated with @@ combination with
cabozantinib:

I f ALT or AST > 3 times ULN but O10 times ULN wi
both OPDIVO and cabozantinib should be withheld until these adverse reactions recover to Grades 0

1. Corticosteroid therapyay be considered. Rechallenge with a single medicine or rechallenge with

both medicines after recovery may be considered. If rechallenging with cabozantinib, refer to
cabozantinib Product Information.

If ALT or AST > 10 times ULN or > 3times ULNwitheoc ur r ent t ot al bilirubin
OPDIVO and cabozantinib should be permanently discontinued and corticosteroid therapy may be
considered.

SPECIAL POPULATIONS

Paediatric patients

The safety and efficacy of OPDIVO in children below 18 years eftaye not been established. No
data are available. OPDIVO should not be used in children below 18 years of age.

Elderly patients

No overall di fferences in saf et y65years)and yfoingeacy we
patients (65years)Nod ose adj ustment is requirec®ection32 el der |
Pharmacokinetigs

Patients with renal impairment

Based on the population pharmacokinetic (PK) results, no dose adjustment is required in patients with
mild or moderate renampairment (se&ection 5.2PharmacokinetigsOPDIVO has not been studied
in patients with severe renal impairment.

Patients with hepatic impairment

Based on the population PK results, no dose adjustment is required in patients with milderate
hepatic impairmentalthough data in moderate hepatic impairment are limisee Section 5.2
Pharmacokinetigs OPDIVO has not been studied in patients with severe hepatic impairment or
cirrhosis of ChildPugh B or C severitand OPDIVO must be administed with caution inthese
patients(see Section 4.4 Special warnings and precautions far use)
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METHOD OF ADMINISTRATION

OPDIVO infusion must not be administered as an intravenous push or bolus injection.

Administer the OPDIVO infusion intravenously overexipd of30 minutes.

OPDIVO infusion should not be infused at the same time in the same intravenous line with other agents.
Use a separate infusion line for the infusion.

Administer OPDIVOor OPDIVOin combination with other therapeutic agents as follows:

1 With ipilimumah administer OPDIVO first followed by ipilimumab on the same.dise
separate infusion bags and filters for ecah infusion.

1 With platinumdoublet chemotherappdminister OPDIVO first followed by
platinumdoublet chemotheramyn the same day

1 With ipilimumab and platinurtloublet chemotherapy: administer OPDIVO first followed by
ipilimumab and then platinurdoublet chemotherapy on the same day.

1 With fluoropyrimidine and platinuracontaining chemotherapy: administer OPDIVO first
followed by fluoropyrimidine and platinumcontaining chemotherapy on the same day.

Use separate infusion bags and filters for each infusion. Administer OPDIVO first followed by
ipilimumab, no earlier than 30 minutes after completion of the OPDIVO infusion.

Use an infugin set and an itine, sterile,nofpy r ogeni c, | ow protein bindin;q
to 1.2 &em).

OPDIVO infusion is compatible with:
91 PVC or norPVC containers
1 Polyolefin containers
1 Glass bottles
91 PVC infusion sets
1 In-line filters with polyethersdfbneme mbr anes wi th pore sizes of 0

After administration of dose, flush the line with sodium chloride 9 mg/mL (0.9%) solution for injection
or 50 mg/mL (5%) glucose solution for injection.

Calculating the dose
More than one vial 0®PDIVO concentrate may be needed to give the total dose for the patient.

When the prescribed dose for the patient is 240366 mgor 480 mg, it is given regardless of body
weight.

When the prescribed dose for the patient is 3 mg/kg or 1 mg/kg, calihdateal dose to be given.

1 Each 4 mL vial of OPDIVO concentrate contains 40 mg of nivolumab; each 10 mL vial of
OPDIVO contains 100 mg of nivolumab.

The total nivolumab dose in mg = the patient ¢

The volume ofOPDIVO concentrate to prepare the dose (mL) = the total dose in mg, divided
by 10 (the OPDIVO concentrate strength is 10 mg/mL).

Preparing the infusion

Preparation should be performed by trained personnel in accordance with good practices rules,
especiallywith respect to asepsis.

OPDIVO canbeusedfor intravenousadministratiorwithout dilution, aftertransferto aninfusion
containerusinganappropriatesterilesyringe.
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OPDIVO canalsobeusedfor intravenousadministratiorafterdiluting with eithersodiumchloride

9 mg/mL (0.9%) solutionfor injection or 50 mg/mL (5%) glucosesolutionfor injection. For 3
mg/kgor 1 mg/kgdose,thefinal infusion concentratiorshouldrangebetweenl and10 mg/mL.

For 240 mg, 360 mgor 480 mg, theconcentrate may be dilutedd not exceeda total infusion
volume of160 mL. For patients with body weight less than 40 kg, the total volume of infusion must
not exceed 4 mL/kg of body weight.

STEP 1

1 Inspect the OPDIVO concentrate for particullaigtter or discoloration. Do not shake.
OPDIVO concentrate is a clear to opalescent, colourless to pale yellow liquid that may
contain a few light particle®iscard the vial if the solution is cloudy, is discoloured, or
contains particulate matter otheatha few translucesto-white particles.

1 Withdraw the required volume of OPDIVO concentrate using an appropriate sterile syringe.
STEP 2

91 Transfer the concentrate into a sterile, evacuated glass bottle or IV container (PAR¥,@on
or polyolefin).

1 If applicable, dilute with the required volume of sodium chloride 9 mg/mL (0.9%) solution
for injection or 50 mg/mL (5%) glucose solution for injection. For ease of preparation, the
concentrate can also be transferred directly into 4ilped bag containing theppropriate
volume of sodium chloride 9 mg/mL (0.9%) solution for injection or 50 mg/mL (5%) glucose
solution for injection.

1 Gently mix the infusion by manual rotation. Do not shake.

4.3. CONTRAINDICATIONS

Hypersensitivity to the active substance or to any @ftkcipientdisted in section 6.1

4.4. SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Early identification of adverse reactions aqpropriaténtervention are an important part of the safe
use of OPDIVO with or without ipilimumab.

OPDIVO monotherapy is associated with immuelkated adverse reactions. In clinical trials, almost

all immunerelated adverse reactions have occurred at higher fieigse when OPDIVO was
administered in combination with ipilimumab compared with OPDIVO as a monothevigs!.
immunerelated adverse reactions improved or resolved with appropriate management, including
initiation of corticosteroids and dose modifications.

Patients should be monitored continuouslgy animmunerelatedadverse reaction with OPDIVO
monotherapy or OPDIVO in combination with ipilimumab may occur at any time during or after
discontinuation of therapylhe majority of these initially manifesteturing treatment; however, a
minority occurred weeks to months after discontinuation.

Clinicians should consider immuielated adverse reactions for all unexplained ilinesses. Adequate
evaluation should be performed to confirm aetiology or exclude ocfuses.

Based on the severity of the adverse reaction, OPDIVO monotherapy or OPDIVO in combination with
ipilimumab should be withheld (s&ection 4.Dose and method of administratj@nd corticosteroids
administered.

If immunosuppression with cortic@sbids is used to treat an adverse reaction, a taper of at least one
month duration should be initiated upon improvement. Rapid tapering may lead to worsening or
recurrence of the adverse reaction.

Non-corticosteroid immunosuppressive therapy should bdecdif there is worsening or no
improvement despite corticosteroid use.
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OPDIVO monotherapy or OPDIVO in combination with ipilimumab should not be resumed while the
patient is receiving immunosuppressive doses of corticosteroids or other immunosuppressye

Prophylactic antibiotics should be used to prevent opportunistic infections in patients receiving
immunosuppressive therapy.

OPDIVO monotherapy or OPDIVO in combination with ipilimumab must be permanently discontinued
for any severe immune redat adverse reaction that recurs and for any life threatening immune related
adverse reaction (s&ection 4.2Dose and method of administratjon

Immune-related pneumonitis

Severe pneumonitis or interstitial lung disease, including fatal cases, has beemdhbvith OPDIVO
monotherapy or OPDIVO in combination with ipilimumab.

Patients should be monitored for signs and symptoms of pneumonitis such as radiographic changes
(e.g., focal ground glass opacities, patchy filtrates), dyspnoea, and hypoxiaou¥emtid disease
related aetiologies should be ruled out.

For Grade 3 or 4 pneumonitis, OPDIVO monotherapy or OPDIVO in combination with ipilimumab
must be permanently discontinued and corticosteroids should be initiated at a dose of 2 to 4 mg/kg/day
methybrednisolone equivalents.

For Grade 2 (symptomatic) pneumonitis, OPDIVO monotherapy or OPDIVO in combination with
ipilimumab should be withheld and corticosteroids initiated at a dose of 1 mg/kg/day
methylprednisolone equivalents. Updmprovement, OPDIVO monotherapy or OPDIVO in
combination with ipilimumab maybe resumed(after corticosteroid tapgr If worsening or no
improvement occurs despite initiation of corticosteroids, corticosteroid dose should be increased to 2 to
4 mg/kg/day mthylprednisolone equivalents and OPDIVO monotherapy or OPDIVO in combination
with ipilimumab must be permanently discontinued.

Immune-related colitis

Severe diarrhoea or colitis has been observed with OPDIVO monotherapy or OPDIVO in combination
with ipilimumab. Patients should be monitored for diarrhoea and additional symptoms of colitis, such
as abdominal pain and mucus or blood in stool. Infectious and disdata aetiologies should be
ruled out. Cytomegalovirus (CMV)infection/reactivation has been reported in patients with
corticosteroid refractory immupelated colitis. Stool infections woikp (including CMV, other viral
aetiology, culture, Clostridium difficile, ova, and parasite) should be performed upon pieseoita
diarrhoea or colitis to exclude infectious or other alternate aetiologies.

For Grade 4 diarrhoea or colitis, OPDIVO monotherapy or OPDIVO in combination with ipilimumab
must be permanently discontinued and corticosteroids should be initiatedsat afd to 2 mg/kg/day
methylprednisolone equivalents.

For Grade 3 diarrhoea or colitis observed with OPDIVO in combination with ipilimumab, permanently
discontinue both agents and follow the management guideline for Grade 4 diarrhoea or colitis above.

OPDIVO monotherapy should be withheld for Grade 3 diarrhoea or colitis and corticosteroids initiated
at a dose ofto2mg/kg/day methylprednisolone equivalents. Upon improvement, OPDIVO
monotherapy may be resuméafter corticosteroid tapgrIf worseningor no improvement occurs
despite initiation of corticosteroids, OPDIVO monotherapy must be permanently discontinued.

For Grade 2 diarrhoea or colitis, OPDIVO monotherapy or OPDIVO in combination with ipilimumab
should be withheld. Persistent diarrhoeaditis should be managed with corticosteroids at a dose of
0.5 to 1 mg/kg/day methylprednisolone equivalents. Upon improvement, OPDIVO monotherapy or
OPDIVO in combination with ipilimumab may be resunfatter corticosteroid tapgrlf worsening or

no imgrovement occurs despite initiation of corticosteroids, corticosteroid dose should be increased to
1 to 2 mg/kg/day methylprednisolone equivalents and OPDIVO monotherapy or OPDIVO in
combination with ipilimumab must be permanently discontinued.
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The experiece from clinical trials on the management of corticosterefthctory diarrhoea or colitis

is limited. Addition of an alternative immunosuppressive agent to the corticosteroid therapy, or
replacement of the corticosteroid therapy, should be consideticosteroigrefractory immune
related colitis if other causes are excluded (including CMV infection/reactivation evaluated with viral
PCR on biopsy, and other viral, bacterial, and parasitic aetiology).

Immune-related hepatitis

Severe hepatitis has beebserved with OPDIVO monotherapy or OPDIVO in combination with
ipilimumab. Infectious and diseaselated aetiologies should be ruled out.

Elevations in liver function tests may develop in the absence of clinical sympitamisor patients for
abnormaliler tests prior to and periodically during treatment as indicated based on clinical evaluation.

For Grade 3 or 4 transaminase or total bilirubin elevation, OPDIVO monotherapy or OPDIVO in
combination with ipilimumab must be permanently discontinued artttosteroids should be initiated
at a dose of 1 to 2 mg/kg/day methylprednisolone equivalents.

For Grade 2 transaminase or total bilirubin elevation, OPDIVO monotherapy or OPDIVO in
combination with ipilimumab should be withheld. Persistent elevatiornthaese laboratory values
should be managed with corticosteroids at a dose of 0.5 to 1 mg/kg/day methylprednisolone equivalents.
Upon improvementOPDIVO monotherapy or OPDIVO in combination with ipilimumab may be
resumedafter corticosteroid tapger

If worsening or no improvement occurs despite initiation of corticosteroids, corticosteroid dose should
be increased to 1 to 2 mg/kg/day methylprednisolone equivalents and OPDIVO monotherapy or
OPDIVO in combination with ipilimumab must be permanently disooed.

Management of transaminase elevation in patients with K§€€ als&ection 4.2 Dose and method of
admiristratior).

In patients with HCC, nivolumab monotherapy should be withheld or permanently discontinued based
on the following criteria andorticosteroids initiated at a dose of 1 to 2 mg/kg methylprednisolone
equivalent.

A For Gradel transaminase levels at baseline {oB times ULN) and orireatment transaminase
elevation at5to 10times ULN, nivolumab should be withheld

A For Grade transaminase levels at baseline3to 5 times ULN) and ofireatment transaminase
elevation at8to 10times ULN, nivolumab should be withheld

A Regardless of baseline transaminase levels, nivolumab must be permanently discontinued for on
treatment transaminagecreases 10times ULN or Grade 3 or 4 total bilirubin increases.

Immune-related nephritis and renal dysfunction

Severe nephritis and renal dysfunction have been observed with OPDIVO monotherapy or OPDIVO in
combination with ipilimumab. Diseaselatedaetiologies should be ruled out.

Creatinine elevations may develop in the absence of clinical symptoms. Monitor patients for elevated
serum creatinine prior to and periodically during treatment as indicated based on clinical evaluation.

For Grade 4 serum creatinine elevation, OPDIVO aotleerapy or OPDIVO in combination with
ipilimumab must be permanently discontinued and corticosteroids should be initiated at a dose of 1 to
2 mg/kg/day methylprednisolone equivalents.

For Grade 2 or 3 serum creatinine elevation, OPDIVO monotherapy oNMORD combination with
ipilimumab should be withheld and corticosteroids should be initiated at a dose of 0.5 to 1 mg/kg/day
methylprednisolone equivalents. Upon improvement, OPDIVO monotherapy or OPDIVO in
combination with ipilimumab may be resumédfter corticosteroid tapér If worsening or no
improvement occurs despite initiation of corticosteroids, corticosteroid dose should be increased to 1 to
2 mg/kg/day methylprednisolone equivalents and OPDIVO monotherapy or OPDIVO in combination
with ipilimumabmust be permanently discontinued.
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Immune-related endocrinopathies

Severe endocrinopathies, including hypothyroidism, hyperthyroidism, adrenal insufficiency (including
secondary adrenocortical insufficiency), hypophysitis (including hypopituitarism),
hypoparathyroidism diabetes mellitus, and diabieketoacidosis have been observed with OPDIVO
monotherapy or OPDIVO in combination with ipilimumab.

Patients should be monitored for clinical signs and symptoms of endocrinopathies and for changes in
thyroid function (at the start of treatment, periodically during treatment, and as indicated based on
clinical evaluation).

Patients may present with fatigue, headache, mental status changes, abdominal pain, unusual bowel
habits, hypotension, athernonspecific gmptoms which mayesemble thosassociated witlother

causes such as brain metastasis or underlying disease. Unless an alternate aetiology has been identified,
signs or symptoms of endocrinopathies should be considered inmelated.

For symptomatic hygyroidism, OPDIVO monotherapy or OPDIVO in combination with ipilimumab
should be withheld, and thyroid hormone replacement should be initiated as needed. For symptomatic
hyperthyroidism, OPDIVO monotherapy or OPDIVO in combination with ipilimumab shoeld b
withheld and an antithyroid medicinghould be initiated as neede@orticosteroids at a dose

of 1to 2 mg/kg/day methylprednisolone equivalents should also be considered if acute inflammation of
the thyroid is suspected. Upon improvement, OPDIVO momagtyeor OPDIVO in combination with
ipilimumab may be resumddfter corticosteroid tapermMonitoring of thyroid function should continue

to ensure appropriate hormone replacement is utilised. OPDIVO monotherapy or OPDIVO in
combination with ipilimumab should be permanently discontinued fortHifeatening (Grade 4)
hypothyroidism or hyperthgidism.

For symptomatic Grade 2 adrenal insufficiency, OPDIVO monotherapy or OPDIVO in combination
with ipilimumab should be withheld, and physiologic corticosteroid replacement should be initiated as
needed. OPDIVO monotherapy or OPDIVO in combinatiath wpilimumab must be permanently
discontinued for severe (Grade 3) or Hifgeatening (Grade 4) adrenal insufficiency. Monitoring of
adrenal function and hormone levels should continue to ensure appropriate corticosteroid replacement
is utilised.

For synptomatic Grade 2 or 3 hypophysitis, OPDIVO monotherapy or OPDIVO in combination with
ipilimumab should be withheld, and hormone replacement should be initiated as needed. Corticosteroids
at a dose of 1 to 2 mg/kg/day methylprednisolone equivalents shtsddbe considered if acute
inflammation of the pituitary gland is suspected. Upon improvement, OPDIVO monotherapy or
OPDIVO in combination with ipilimumab may be resumdter corticosteroid tapger OPDIVO
monotherapy or OPDIVO in combination with ipiliinab must be permanently discontinued for life
threatening (Grade 4) hypophysitis. Monitoring of pituitary function and hormone levels should
continue to ensure appropriate hormone replacement is utilised.

For symptomatic diabetes, OPDIVO monotherapy ob®™® in combination with ipilimumab should

be withheld, and insulin replacement should be initiated as needed. Monitoring of blood sugar should
continue to ensure appropriate insulin replacement is utilised. OPDIVO monotherapy or OPDIVO in
combination withipilimumab should be permanently discontinued for-iifeeatening (Grade 4)
diabetes.

Immune-related skin adverse reactions

Patients should be monitored for rash. Severe rash has been observed with OPDIVO in combination
with ipilimumab and less commonlyith OPDIVO monotherapy. OPDIVO monotherapy or OPDIVO

in combination with ipilimumab should be withheld for Grade 3 rash and permanently discontinued for
Grade 4 rash. Severe rash should be managed withdbigh corticosteroids at a dose of 1 to 2
mg/kg/cay methylprednisolonequivalents.

Rare cases of Stevedsehnson syndrome (SJS) and toxic epidermal necrolysis (TEN), some with fatal
outcome, have been observed. If symptoms or signs of SJS or TEN d@ppedy,0 or OPDIVO in
combination with ipilimumab siuld be withheld and the patient referred for specialist assessment and
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treatment. If the patient has confirmed SJS or TEN, permanent discontinu@iBBbfO or OPDIVO
in combination with ipilimumab is recommended.

Caution should be used when considerthg use ofOPDIVO in a patient who has previously
experienced a severe or lifiereatening skin adverse reaction on prior treatment with other
immunostimulatory anticancer agents.

Immune-related neurological adverse reactions

The following adverse eventsmave been observed across clinical trialSO8fDIVO or OPDIVO in
combination with ipilimumab: demyelination, autoimmune neuropathy (including facial and abducens
nerve paresis), GuillaiBarré syndrome, myasthenic syndrome/myasthenia gravis and encephaliti

Withhold OPDIVO in patients with nexwnset moderate to severe neurologic signs or symptoms and
evaluate to rule out infectious or other causes of moderaty&seneurologic deterioration. Evaluation

may include consultation with a neurologist, brisiRI, and lumbar punctur&Vhile other aetiologies

are being ruled out, administer corticosteroids at a dose of 1 to 2 mg/kg/day methylprednisolone
equivalents, followed by corticosteroid taper.

Permanently discontinue OPDIVO for immureddated encephal@i and myasthenic
syndrome/myasthenia gravis.

Complications of allogeneic Haematopoietic Stem Cell Transplant (HSCT) in classical
Hodgkin Lymphoma

PD-1/PD-L1 inhibitors including nivolumahyhenadministered before allogeneiagdmatopoietic stem
cell transpant (HSCT), may be associated with an increased risk of transplateéd complications,
including GVHD. Fatal cases have been reported in clinical studies.

Until further data become available, careful consideration to the potential benefits of HS@iE and
possible increased risk of transplant related complications should be made case by Sasti¢set 8
Adverse effects Selected immuneelated adverse reactignRatients should be monitored closely for
early evidence dfransplantrelated complications.

Other immune-related adverse reactions

Other clinically significant immuneelated adverse reactions, including some with fatal outcome, have
been observed across clinical trials of OPDIVO or OPDIVO in combination witimipnab
investigating various doses across tumour typesSeetion 4.8Adverse effects

For suspected immursrelated adverse reactions, adequate evaluation should be performed to confirm
aetiology or exclude other causes. Based on the severity aitbesa reaction, OPDIVO monotherapy

or OPDIVO in combination with ipilimumab should be withheld and corticosteroids administered.
Upon improvement, OPDIVO monotherapy or OPDIVO in combination with ipilimumab bbeay
resumed after corticosteroid taper. OPDIYhonotherapy or OPDIVO in combination with ipilimumab
must be permanently discontinued for any severe immelaéed adverse reaction that recurs and for
any life-threatening immuneelated adverse reaction.

Cases of myotoxicity (myositis, myocarditis carabdomyolysis)some with fatal outcombave been
reported with nivolumab or nivolumab in combination with ipilimumab.

If a patient develops signs and symptoms of myotoxicity, close monitoring should be implemented, and
the patient referred to a spalist for assessment and treatment without delay. Based on the severity of
myotoxicity, nivolumab or nivolumab in combination with ipilimumab should be withheld or
discontinued (seBection 4.2Dose and method of administratipahd appropriate treatmdnstituted.

Some cases of myocarditis can be asymptomatic, so a diagnosis of myocarditis requires a high index of
suspicion. Therefore, patients with cardiac or caplitmonary symptoms should undergo a prompt
diagnostic workup to evaluate for myocarditis with clasenitoring. Troponin is a sensitive but not
diagnostic marker of myocarditis. If myocarditis is suspected, prompt initiation of a high dose of
steroids (prednisone 1 to 2 mg/kg/day or methylprednisolone 1 to 2 mg/kg/day), and prompt cardiology
consultatiorwith diagnostic workup including electrocardiogram, troponin, and echocardiogram should
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be initiated. Additional testing may be warranted, as guided by the cardiologist, and may include cardiac
magnetic resonance imaging. Once a diagnosis is establshedymab or nivolumab in combination

with ipilimumab should be withheld. For grade 3 myocarditis, nivolumab or nivolumab in combination
with ipilimumab therapy should be permanently discontin{se@ Section 4.2 Dose and method of
administration)

Cases bVogt-KoyanagiHarada syndrome have been reported during post approval use of nivolumab
or nivolumab in combination with ipilimumab (s&kection 4.8Adverse effects Postmarketing
Experience).

Solid organ transplant rejection has been reported in th&pmoketing setting in patients treated with
PDZ/PD-L1 inhibitors. Treatment with nivolumab may increase the risk of rejection in solid organ
transplant recipients. Consider the benefit of treatment with nivolumab versus the risk of possible organ
rejecton in these patients.

Rapidonset and severe graférsushost disease (GVHD), some with fatal outcome, has been reported
in the postmarketing setting in patients who had undergone prior allogeneic stem cell transplant and
subsequently received PDPD-L1 inhibitors.

Infusion reaction

Severe infusion reactions have been reported in clinical trials of OPDIVO monotherapy or OPDIVO in
combination with ipilimumab (seBection 4.8Adverse effects In case of a severe or lifareatening
infusion reaction, thénfusion must be discontinued and appropriate medical therapy administered.
Patients with mild or moderate infusion reaction neaptinue toreceive OPDIVO monotherapy or
OPDIVO in combination with ipilimumab with close monitoring and usereimedication according

to local treatment guidelines for prophylaxis of infusion reactions.

Opdivo in combination with ipilimumab

Review the full prescribing information for ipilimumab prior to initiation of the OPDIVO in
combination with ipilimumab. Bt agents are associated with immuakted adverse reactions and

may require immunosuppression. In clinical triglse immunerelated adverse reactiortkat are
described in the PRECAUTIONS section occurred at higher frequencies when OPDIVO was
administeed in combination with ipilimumab compared with OPDIVO as a monotherapy. Most
immunerelated adverse reactions (except for endocrinopathies) improved or resolved with appropriate
management, including initiation of corticosteroids and treatment modfsati

Patients receiving OPDIVO in combination wiglimumab should be monitored for immusrelated
adverse reactions clinically and with appropriate investigations prior to each dose during the
combination phase.

Opdivo in combination with cabozantinib

When nivolumabis given with cabozantinib, higher frequencies of Grades 3aAdT and AST
elevations have been reported in patients with advanced RCC (see 4&taiverse effects). Liver
enzymes should be monitored before initiation of and perithgittaroughout treatment. Medical
management guidelines for both medicines should be followed (see sk2tibnse and method of
administration and refer to the Product Information for cabozantinib).

Opdivo and EGFR TKIs in NSCLC

OPDIVO is not approvedof combination withepidermal growth factor receptor tyrosine kinase
inhibitor EGFR TKI) use in NSCLC. Serious adverse events, including deaths (one case of pneumonitis
and one case of toxic epidermal necrolysis), have been reported in a Phasedhdomised trial of
nivolumab in combination with an investigational 3rd generation TKI.

In patients transitioning from an EGFR TKI to OPDIVO monotherapgufficient waskout period
should be observed to minimise the risk of adverse events occurring from the combination. Clinical
judgement should be used to determine if any serious or clinifedévant adverse events occurring
from an EGFR TKI are resolved prior to initiation of OPDIVO.
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Increased mortality in patients with multiple myeloma (not an approved indication) when
a PD-1 blocking antibody is added to a thalidomide analogue and dexatm@asone

In randomised clinical trials in patients with multiple myeloma, the addition of 4 PB@cking
antibody, including nivolumab, to a thalidomide analogue plus dexamethasone, a use for whieh no PD
1 blocking antibody is indicated, resulted in ina®@ mortality. Treatment of patients with multiple
myeloma with a PEL blocking antibody in combination with a thalidomide analogue plus
dexamethasone is not recommended outside of controlled clinical trials.

Patient counsellinginformation

Patients shodlbe advised to report immediately any signs or symptoms suggestive of adverse reactions
(as described iBection 4.45pecial warnings and precautions for u3de importance of reporting any
worsening of symptoms or severity should be emphasised. Batlemild be strongly advised not to

treat any of these symptoms with odke-counter medications without consultation with a health care
provider.

Patient Alert Card

All prescribers of OPDIVO must be familiar with the immene¢ated adverse reactions. Tfrescriber
must discuss the risks of OPDIVO therapy with the patient. Each patient must be provided with the
OPDIVO patient alert card.

Special pppulations

Populationsexcluded fromregistrational clinical trials

Populations excluded from clinical studies &PDIVO or OPDIVO in combination withother
therapeutic agentwe listedn Table4 according to studied indicatiolm theabsence of data, OPDIVO
should be used with caution in these populations after careful consideration of the potentiatiblenefit
on an individual basiéseealsoSection 5.1 Pharmacodynamic properti€inical Trials)
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Table 4 Populations excluded from registrational clinical trials

Indication Excluded populations
All Patients with autoimmune disease
Patients with active brain metastases (or leptomeningeal metastases)
Patients with Eastern Cooperative Oncology Group (ECOG) performanceamre
Karnofsky performance score (KPS) <70%
Patients receiving systemic immunosuppressants prior to study entry
Adjuvant Patients with prior therapy for melanoma excepgsty, adjuvant radiotherapy after
melanoma neurosurgical resection for lesions of the central nervous system, and prior adjuvan
interferon completed O 6 months prior
Melanoma Patients with ocular/uveal melanoma
CA209037 only: patients who hadzade 4 adverse reaction related to-&T%LA-4
therapy (except for resolved nausea, fatigue, infusion reaction or endocrinopathy
controlled by hormone replacement)
NSCLC Patients with symptomatic interstitial lung disease
Previously Patients with sensiing EGFR mutations or ALK translocations
untreated
NSCLC
MPM Patients with primitive peritoneal, pericardial, testis, or tunica vaginalis mesotheliom
interstitial lung disease
cHL Patients with symptomatic interstitial lung disease
SCCHN Patients with carcinoma of the nasopharynx or salivary gland as the primary tumour
HCC Patients with a ChildPugh score other than A, any history of hepatic encephalopathy
clinically significant ascites on physical exam, infection with HIV, activ@fection with
HBV/HCV or HBV/HDV, or history of concurrent brain metastases.
OoscCcC 1 Patients with apparent tumour invasion on organs located adjacent to the
oesophageal disease (eg the aorta or respiratory tract).
Adjuvant 1 Patients who dichot receive concurrent chemoradiotherapy (CRT) prior to surge
OC, GOJC stage IV resectable disease, autoimmune disease, any condition requiring syst
treatment with either corticosteroids (>10 mg daily prednisone or equivalent) or
other immunosuppressive meditions.
GC, GOJC 1 Patients positive for human epidermal growth factor receptor 2 (HER2)
or OAC

Use inrenalimpairment

The safety and efficacy of OPDIVO have not been studied in patients with severe renal impairment.
See Section 4.2 Dose and method of administrétremal impairment

Use inhepaticimpairment

The safety and efficacy of OPDIVO have not been studiedtiemts with severe hepatic impairment
or with cirrhosis ofChild-Pugh Bor C severity OPDIVO must be administered with caution in these
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patients. Datain patients with moderate hepatic impairmeate limited (see Section 5.2
Pharmacokinetic propertied.2 Dose and method of administratierhepatic impairmenand 4.7
Adverse effects (undesirable effectsPescription of selected immunrelated adverse reactioiis
Immunerelated hepatitis

Patients on controlled sodium diet

Each mL of this medicinaproduct contains 0.1 mmol (or 2#g) sodium. To be taken into
consideration when treating patients on a controlled sodium diet.

Use inthe dderly

See Section 4.2 Dose and method of administration
Paediatric use

The safety and efficacy of OPDIVO ahildren below 18 years have not been established. The use of
OPDIVO in children or adolescents is not recommended.

4.5. INTERACTIONS WITH OTHER MEDICINES AND OTHER
FORMS OF INTERACTIONS

Pharmacokinetic interaction studies have not been conducted. Nivolunaahusian monoclonal
antibody. As monoclonal antibodies are not metabolised by cytochrome P450 (CYP) enzymes or other
drug metabolizing enzymes, inhibition or induction of these enzymes -agromistered medicinal
products is not anticipated to affect tHeapmacokinetics of nivolumab. Nivolumab is not expected to
have an effect on CYP or other drug metabolizing enzymes in terms of inhibition or induction.

Other forms of interaction

Systemic immunosuppression

The use of systemic corticosteroids and othmamunosuppressants at baseline, before starting
nivolumab, should be avoided because of their potential interference with the pharmacodynamic
activity. However, systemic corticosteroids and other immunosuppressants can be used after starting
nivolumab to teat immuneelated adverse reactions. The use of systemic immunosuppression after
starting nivolumab treatment does not appear to impair the efficacy of nivolumab.

4.6. FERTILITY, PREGNANCY AND LACTATION
Effects on fertility

Studies to evaluate the effect oPDIVO on fertility have not been performed. Thus, the effect of
OPDIVO on male and female fertility is unknown.

Use in pregnancy(Cateqgory D)

OPDIVO is not recommended during pregnancy or in women of childbearing potential not using
effective contraceptignunless the clinical benefit outweighs the potential risk. Advise females of
reproductive potential to use effective contraception during treatment with OPDIVO for at least 5
months following the last dose of OPDIVO.

There are no data on the use of OPDIWMOpregnant women. Human 1gG4 is known to cross the
placental barrier and OPDIVO is an 1gG4; therefore OPDIVO has the potential to be transmitted from
the mother to the developirigetus It is not known whether nivolumab can causetél harm when
adminitered to a pregnant womgBee 5.3 Preclinical safety data).

Use in lactation

It is not known whether OPDIVO is secreted in human breast Bdkause many drugs, including
antibodies, can be secreted in human milkisk to newborns/infants cannot beckided. Clinical
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judgement is required to determine whether to discontinue Hiesating or to discontinue OPDIVO
therapy, taking into account the benefit of brdasting for the child and the benefit of therapy for the
mother.

4.7. EFFECTS ON ABILITY TO DRI VE AND USE MACHINES

No studies on the effects on the ability to drive and use machines have been performed. Based on its
pharmacodynamic properties, OPDIVO is unlikely to affect this ability. Because of potential adverse
reactions such as fatigue (seecton 4.8 Adverse effecfs patients should be advised to use caution
when driving or operating machinery until they are certain that OPDIVO does not adversely affect them.

4.8. ADVERSE EFFECTS (UNDESIRABLE EFFECTS)

Nivolumab monotherapy across tumour types

Nivolumab is most commonly associated with immuelated adverse reactions. Most of these,
including severe reactions, resolved following initiation of appropriate medical therapy or withdrawal
of nivolumab (se&ection 4.8Adverse effects- Selected immuneelated adverse reactions)

The overall safety profil®f nivolumab 3 mg/kgwo weeklyas monotherapwas assessed from a
pooled dataset (183319 which excluded studies CA209238 and CA20904 most frequent adverse
reactionsn the pooled datas€tO 1 0 %)  w B8 rash @ 7%), grurieud 8%), diarrhoeal3%)
and nausedl(%). The majority of adverse reactions were mild to moderate (Grade 1 or 2).

Adverse reactions reported in the pooled dataset for patients treatediwgithmab monotherapy
(n=3319 are presented iffable 5. These reactions are presented by system organ class and by
frequency. Frequencies are defined as: very com(m@i0); commor( @/100to < 1/10);
uncommon( @/1,000to < 1/100); rargl @/10,000to < 1/1,000); very raré< 1/10,000).

Table 5 Adverse reactionsfrom a pooled dataset ohivolumab monotherapy clinical
trials

Infections and infestations

Common upper respiratory tract infectippneumonia

Uncommon bronchitis

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Rare histiocytic necrotising lymphadenitis (Kikuchi lymphadenitis)

Blood and lymphatic system disorders

- Common neutropenia’

Uncommon eosinophilia

Immune system disorders

Common infusion related reactidphypersensitivity

Rare anaphylactic reactidn

Endocrine disorders

Common hypothyroidism, hyperthyroidism

Uncommon adrenal insufficiency hypopituitarism, hypophysitis, diabetes mellituiabetic
ketoacidosisthyroiditis

Metabolism and nutrition disorders

Common decreased appetite

Uncommon dehydration, metabolic acidosis

Hepatobiliary disorders

Uncommon | hepatiti
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Table 5 Adverse reactionsfrom a pooled dataset ohivolumab monotherapy clinical
trials

Rare | cholestasis

Nervous system disorders

Common peripheral neuropathy, headache, dizziness

Uncommon polyneuropathy, autoimmune neuropathy (including facial and abducens nerve p

Rare Guillain-Barré syndrome, demyelination, myasthenic syndrome, encepfidlitis

Eye disorders

Uncommon uveitis, blurred vision, dry eye

Cardiac disorders

Uncommon tachycardiapericardial disorde#s atrial fibrillation

Rare arrhythmia (including ventricular arrhythmia), myocarditfs

Vascular disorders

Common hypertension

Rare vasculitis

Respiratory, thoracic and mediastinal disorders

Common pneumonitid®, dyspnoed, cough

Uncommon pleural effusion

Rare lung infiltration

Gastrointestinal disorders

Very common diarrhoea, nausea

Common colitis?, stomatitis, vomiting, abdominal pain, constipation, dry mouth

Uncommon pancreatitis, gastritis

Rare duodenal ulcer

Skin and subcutaneous tissue disorders

Very common rasH, pruritus

Common vitiligo, dry skin, erythema, alopecia

Uncommon erythema multiforme, psoriasis, urticaria

Rare rosaceatoxic epidermal necrolysi$
StevensJohnson syndronié

Musculoskeletal and connective tissue disorders

Common musculoskeletal pafparthralgia

Uncommon polymyalgia rheumatica, arthritis

Rare myopathy, myositis (including polymyositis) rhabdomyolysis® , Sj o
syndrome

Renal and urinary disorders

Uncommon tubulointerstitial nephritis, renal failure (including acute kidney injéPy)

General disorders and administration site conditions

Very common fatigue

Common pyrexia, oedema (including peripheral oedema)

Uncommon pain, chespain

Investigations

Very common increased AST, increased ALT, increased alkaline phosphatase, increased
increased amylase,hypocalcaemia, increased creatinine, hyperglycaefi
lymphopaenia, leucopoenia, thrombocytopaenia, andemigypercalcaemia
hyperkalaemia, hypokalaemia, hypomagnesaemia, hyponatraemia

Common increased total bilirubin, hypoglycaemia, hypermagnesaemia, hypernatrg
weight decreased

aFatal cases have been reported in completed or ongoing clinical studies
b Life-threatening cases have been reported in completed or ongoing clinical studies.
¢ Including those reported in studies outside the pooled dataset. The frequency is based on thevidegraposure.
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dRash is a composite term which includes maculopapular rash, rash erythematous, rash pruritic, rash

follicular, rash macular, rash morifibrm, rash papular, rash pustular, rash papulosquamous, rash

vesicular, rash generalised, exfoliative rash, dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis atopic,
dermatitis bullous, dermatitis exfoliative, dermatitis psoriasiformg @muptionand pemphigoid

® Musculoskeletal pain is a composite term which includes back pain, bone pain, musculoskeletal chest

pain, musculoskeletal discomfort, myalgia, neck pain, pain in extremity, and spinal pain.

f Frequencies of laboratory termsleet the proportion of patients who experienced a worsening from baseline in laboratory
measurements. Seel so fALabor at delow. abnor mal i tieso

9Pericardial disorders is a composite term which includes pericarditis, pericardial effusion, tamj@nade, and
Dresslerf6s syndr ome.

PAnaemia is a composite term which includes, among other causes, haemolytic anaemia and autoimmune anaemia.

" Includes adrenal insufficiency and secondary adrenocortical insufficiency.

I'Includes encephalitis and limbic encephalitis

Adjuvant melanoma

In the dataset of nivolumabrBg/kg as monotherapy for the adjuvant treatment of melanom4%a),

the most frequent adverse reaction@0%) were fatigue (46%), rash (29%), diarrhoe®4®, pruritus

(23%), nausea (15%), arthralgia (13%), musculoskeletal pain (11%), and hypothyroidism (11%). The
majority of adverse reactions were mild to moderate (Glame).

The overall safety profile of OPDIVOrg/kg for the treatment of adjuvant la@oma was consistent
with that established across tumour types for nivolumab monotherapy.

Classical Hodgkin Lymphoma

The safety of OPDIVO 3 mg/kg every 2 weeks as monotherapy was evaluated in 266 adult patients
with cHL post highdose chemotherapy and 8% (243 patients in study CA209205 and 23 patients in
CA209039). The median number of doses was higher in the cHL nivolumab monotherapy population
compared with the pooled nivolumab monotherapy population across tumours (N=1991) (23 versus 10,
respectively. The median duration of study therapy was longer in the cHL nivolumab monotherapy
population compared with the pooled nivolumab monotherapy population across tumours (18.6 months
versus 5.3 months, respectively). Some adverse reactions (all gradesjepaited at a higher
frequency in the cHL nivolumab monotherapy population compared with the pooled nivolumab
monotherapy population across tumounsfusion related reaction (13.2%), lipase increased (7.1%),
neutropenia (6.8%) artirombocytopenia (6.4% Grade 3 or 4 adverse reactions of lipase increased
(3.8%) and neutropenia (3.8%) were also reported at a higher frequency in the cHL nivolumab
monotherapy populationAll other adverse reactions (all grades and Grade 3 or 4) were similar to the
poolednivolumab monotherapy population across tumours.

Hepatocellular Carcinoma

The safety of OPDIVO was evaluated in a J&ient subgroup of patients with HCC and CiRlagh

A cirrhosis who progressed on or were intolerant to sorafenib enrbilegh openlabel trial
(CA209040) Patients were required to have an AST and ALT of no more than five times the upper
limit of normal and total bilirubin of less than 3 mg/dL. The median duration of exposure to OPDIVO
was 6 months.

The toxicity profile observed in patits with advanced HCC was generally similar to that observed in
patients with other cancers, with the exception of a higher incidence of elevations in transaminases and
bilirubin levels. Treatment with OPDIVO resulted in treatremiergent Grade 3 or 4 ASn 27 (18%)

patients, Grade 3 or 4 ALT in 16 (11%) patients, and Grade Bitwubin in 11 (7%) patientdmmune

mediated hepatitis requiring systemic corticosteroids occurred in 8 (5%) patients.

Nivolumab in combination with ipilimumab across tumourtypes

The overall safety profile of nivolumab in combination with ipilimumab was assessed from a pooled
datasefor 448 patients treated with nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg for
melanoma(studiesCA209067 [combination group], CA2089, and CA209004ohort 8)and 547
patientstreated with nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg for R&Gdy
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CA209214)and300patients treated with nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg
for MPM (study CA20943).

Adverse reactions reported in the pooled dataset for patients treatediwsitimab in combination

with ipilimumab (n=1,293 are presented iflable 6. These reactions are presented by system organ
class and by frequency. Frequencies are defined
1/10); uncommon (O 1/1,000 to < 1/100); rare (O

Melanoma

In the pwled dataset of nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg in melanoma
(CA209067 [combination group], CA209069, and CA2090640rt 8), the most frequent adverse
reactions ( O 520 taiguewen), eiarrhoeas4B), (ruritus 86%), nausea6%),
pyrexia (19%), decreased appetits%), hypothyroidism 16%), colitis (15%), vomiting (14%),
abdominal pain (13%), arthralgid3%), headache (11%nd dyspnoea (10%)he majority of adverse
reactions were mild to moderate (Grade 1 or 2)

Among the313 patients treated with nivolumabmg/kgin combination with ipilimumal8mg/kgin
CA209067,154313 @49%) had the first onset of Grade 3 or 4 adverse reactions during the initial
combination phase. Among the 147 patients in this group who continued treatment in thaggngle
phased7 (32%) experienced at least one Grade 3 or 4 adverse reaction dersigdleagent phase.

RCC

In the CA209214 dataset of nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg in RCC
(n=547), with a minimumfollomu p of 17.5 months, the most freque
fatigue (48%), rash (34%), pruritus @8, diarrhoea (27%), nausea (20%), hypothyroidism (16%),
musculoskeletal pain (15%), arthralgia (14%), decreased appetite (14%), pyrexia (14%), vomiting
(11%), hyperthyroidism (11%). The majority of adverse reactions were mild to moderate (Grade 1 or

2).

Among the patients treated with nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg in
CA209214, 169/547 (31%) had the first onset of Grade 3 or 4 adverse reactions during the initial
combination phase. Among the 382 patients in this group who cedtineatment in the singkgent

phase, 144 (38%) experienced at least one Grade 3 or 4 adverse reaction during thgesihglease.

The majority of drugrelated adverse reactions observed in patients in CA209214 were generally lower

in frequency and serity compared to the pooled nivolumalzombination withipilimumabdatafrom

melanoma studies, which uséid a higher ipilimumab dose and regimen (nivolumab 1 mg/kg +
ipilimumab 3 mg/kg Q3W).

Malignant Pleural Mesothelioma

In the dataset of nivoluma® mg/kg in combination with ipilimumab 1 mg/kg in malignant pleural
mesothelioma (n=300), the most frequent adverse
diarrhea (21%), pruritus (16%), hypothyroidism (11%), and nausea (10%). The majorityecdeadv

reactions were mild to moderate (Grade 1 or 2). Median duration of therapy was 5.55 months (range:
0-26.2 months) for nivolumab in combination with ipilimumab
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Table 6 Adverse reactions with nivolumab in combination with ipilimumab in clinical

trials

Nivolumab 1mg/kg in
combination with
ipilimumab 3 mg/kg in

melanoma (n=448)

Nivolumab 3mg/kg in
combination with ipilimumab
1 mg/kg in RCC (n=547)

Nivolumab 3 mg/kg in
combination with
ipilimumab 1 mg/kg in MPM
(n=300)

Infections and infestations

Common pneumonia, upper pneumonia, upper respiratory
respiratory tract infection | tract infection

Uncommon Bronchitis bronchitis, aseptic meningitis

Blood and lymphatic system disorders

Common Eosinophilia

Uncommon eosinophilia

Immune system disorders

Common infusion related reaction infusionrelated reaction| infusionrelated reaction
hypersensitivity hypersensitivity hypersensitivity

Uncommon Sarcoidosis

Endocrine disorders

Very common Hypothyroidism hypothyroidism, hypothyroidism

hyperthyroidism

Common adrenal insufficiency, adrenal insufficiency hyperthyroidism, adreng
hypopituitarism, hypophysiti8, thyroiditis, insufficiency, hypophysitis
hypophysitis, diabetes mellitus hypopituitarism
hyperthyroidism,
thyroiditis

Uncommon diabetic ketoacidos?s diabetic ketoacidosis thyroiditis

diabetes mellitus

hypopituitarism

Metabolism and nutrition disorders

Very common

decreased appetite

decreased appetite

Common Dehydration Dehydration decreased appetite
Uncommon metabolic acidosis
Hepatobiliary disorders
Common | hepatitié | hepatiti$ hepatitis
Nervous system disorders
Very common | Headache
Common peripheral neuropathy, headacheperipheral neuropathy
dizziness dizziness
Uncommon Guillain-Barré syndrome, polyneuropathyautoimmune encephalitis
polyneuropathy, neuritis, neuropathy (includindacial and
peroneal nerve palsy, abducens nerve paresis),
autoimmune neuropathy myasthenia gravis
(includingfacial and
abducens nerve paresis),
encephaliti
Eye disorders
Common uveitis, blurred vision blurred vision
Uncommon Uveitis
Cardiac disorders
Common Tachycardia Tachycardia
Uncommon arrhythmia (including arrhythmia (including ventricula| myocarditis
ventricular arrhythmi)©, arrhythmia), myocarditfs
atrial fibrillation,
myocarditi§-©
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Vascular disorders

Common hypertension Hypertension

Uncommon

Respiratory, thoracic and mediastinal disorders

Very Common Dyspnoea

Common pneumoniti&®, pulmonary | pneumonitis, dyspnoea, pleur| pneumonitis
embolisnf: cough effusion, cough

Uncommon pleural effusion

Gastrointestinal disorders

Very common

abdominal pain

colitis?, diarrhoea,
vomiting, nausea,

diarrhoea, vomiting, nhausea

diarrhoea, nausea

Common stomatitis, pancreatitis, colitis, stomatitis, pancreatitig constipation, colitis,
constipation, dry mouth abdominal pain, constipation, df pancreatitis
mouth
Uncommon intestinal perforatiof Gastritis

gastritis, duoden

itis

Skin and subcutaneous tissue disorders

Very common rasH, pruritus

rasH, pruritus

rashd, pruritus

Common vitiligo, dry skin, erythema, dry skin,erythema, urticaria
alopecia, urticaria
Uncommon psoriasis StevensJohnson syndrome,
vitiligo, erythema multiforme,
alopeciapsoriasis
Rare toxic epidermal

necrolysi§€ Stevens
Johnson syndronfe

Musculoskeletal and connective tissue disorders

Very common arthralgia musculoskeletal painarthralgia

Common musculoskeletal pain arthritis, muscle spasm, muscul{ musculoskeletal pain, arthriti
weakness

Uncommon spondyloarthropathy, polymyalgia rheumatica, myositis

polymyositis}-€
rhabdomyolysis®

Sjogrenos
arthritis, myopathy,
myositis (including

sy

myositis (including
polymyositis), rhabdomyolysis

Renal and urinary disorders

Common renal failure

(including

acute kidney injurnpP®

renal failure (including acutq
kidneyinjury)®

acute kidney injury

Uncommon tubulointerstitial nephritis | tubulointerstitial nephritis renal failure
General disorders and administration site conditions
Very common fatigue, pyrexia fatigue, pyrexia fatigue

Common oedema (including oedema (including peripher:
peripheral oedema), pain | oedema), pain, chest paichills

Uncommon chest pain

Investigations’

AU_PI_OPDIVO_V30.0

25




Very common

increased AST, increass
ALT, increased tota
bilirubin, increased alkaling
phosphatase, increas
lipase, increased amylasg
increased creatining
hyperglycaemi

hypoglycaemia,
lymphopaenia, leucopoeni
neutropaenia,
thrombocytopaenia,
anaemia  hypocalcaemia
hyperkalaemia,
hypokalaemia,
hypomagnesaemia,
hyponatraemia

increased AST, increased AL
increasd total bilirubin, increasec

alkaline phosphatase, increas
lipase, increased amylas
increased creatining

hyperglycaemig hypoglycaemia,

lymphopaenia, leucopoenii
neutropaenfy

thrombocytopaenia, anaemii
hypercalcaemia, hypocalcaemi

hyperkalaena, hypokalaemia
hypomagnesaemia,
hyponatraemia

increased AST, increased AL]
increased alkaline phosphata
increased lipase, increas
amylase, increased creatinin
hyperglycaemi
lymphopaenia,
hypercalcaemia,
hypocalcaemia,
hyperkalaemia, hypokalaemi
hyponatraemia,
hypomagnesaemia

anaenid

Common hypercalcaemia, hypercalcaemia, increased  total  bilirubin
hypermagnesaemia, hypermagnesaemia, hypoglycaemia, leucopoeni
hypernatraemiaveight hypernatraemia, weight | neutropaenia
decreased decreased thrombocytopaenia,

hypernatraemia,
hypermagnesaemia

a Fatal cases have been reported in completed or ongoing chidis

b Life-threatening cases have been reported in completed or ongoing clinical studies.

¢ The frequency of adverse events in the cardiac disorders system organ class regardless of causality was higher in the

nivolumab group than in the chemotherapgup in postCTLA4/BRAF inhibitor metastatic melanoma population.
Incidence rates per 1@@rsonyears of exposure were 98.0; serious cardiac events were reported by $atients
in the nivolumab groups. 0 in the investigator’s choice group. Theduency of cardiac adverse events was lower in
the nivolumab group than in the dacarbazine group in the metastatic melanoma without prior treatment population. All
were considered not related to nivolumab by investigators except arrhythmia (atrialtifibrilachycardia and
ventricular arrhythmia).
d Rash is a composite term which includes maculopapular rash, rash erythematous, rash pruritic, rash follicular, rash
macular, rash morbilliform, rash papular, rash pustular, rash papulosquamous, rashryveastulgeneralised,
exfoliative rash, dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis atopic, dermatitis bullous, dermatitis
exfoliative, dermatitis psoriasiform, drug eruption and pemphigoid.
e Reported also in studies outside the pdalataset. The frequency is based on the progviia exposure.
f Musculoskeletal pain is a composite term which includes back pain, bone pain, musculoskeletal chest pain,
musculoskeletal discomfort, myalgia, neck pain, pain in extremity, and spinal pain.
9 Pericardial disorders is a composite term which includes pericarditis, pericardial effusion, cardiac tamponade, and

Dressl er 6s

syndr ome.

h Frequencies of laboratory terms reflect the proportion of patients who experienced a worsening from baseline in

labor at ory

measurements.

See al so

ifLaboratory

i Anaemia is a composite term which includes, among other causes, haemolytic anaemia and autoimmune anaemia.

Nivolumab in combination with other therapeutic agents

NSCLC

In the dataset afivolumab 0 mg in combination with ipilimumab 1 mg/kand platinurrdoublet
chemotherapyn NSCLC (n =358), the most frequent adverse reactichd Q%) werefatigue (36%),
nausea (26%), rash (25%), diarrhoea (20%), pruritus (18%), deceggsside (16%), hypothyroidism
(15%) and vomiting (13%). The majority of adverse reactions were mild to moderate (Grade 1 or 2).
Median duration of therapy was @Grionths (95%CI 4.93, 7.06) fo nivolumab in combination with
ipilimumab and2.4 months (95%CI 2.30, 2.83 for platinumbasedchemotherapy.

Gastric Cancer, Gastraoesophageal junction cancer or Oesophageal Adenocarcinoma

In the dataset of nivolumab 240y every 2veeks or 360Gng every 3veeks in combination with
FOLFOX or XELOX chemotherapy in gdric cancer, gastroesophageal junction cancer or
oesophageal adenocarcinoma={#82), with a minimum followup of 12.1months, the most frequent

adverse

reactions were peripheral

neuropathy (50%),

neutropaenia (43%),

nausea (41%),

thrombocytopaenia (36pdfatigue (33%), diarrhoea (32%), anaemia (28%), vomiting (25%), decreased
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appetite (20%), transaminases increased (18%), rash (Pp&tharplantar erythrodysaesthaesia
syndrome (12%) and lipase increased (11%Median duration of therapy was 6rtnths
(95%Cl16.11,7.36) for nivolumab in combination with chemotherapy and ndo8ths
(95%Cl 4.47,5.29) for chemotherapy.

Adverse reactions reported in the dataset for patients treated with nivolumab in combination with
ipilimumab and platinuabased chemothapy (nh = 358)and nivolumab in combination with
fluropyrimidine and platinum based combination chemotherapy (n =af83)resented imable7 by

systen organ class and by frequendrequencies are defined aser y common (O01/ 10) ;
( 01 /td<0/10); uncommoif 01/ 10<D10®; rard O1/ 1t6<1/2,000); very
rare(<1/10,000).
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Table 7 Adverse reactions withnivolumab in combination with other therapeutic

agents

Nivolumab 360 mg in combination with
ipilimumab 1 mg/kg and platinum-doublet
chemotherapy in NSCLC

Nivolumab 240 mg Q2W or 360 mg Q3W
in combination with FOLFOX or XELOX
chemotherapy ingastric, gastro
oesophageal junction or oesophageal
adenocarcinoma

Infections and infestations

Very common

upper respiratory tract infection

Common Conjunctivitis, pneumonia, respiratory trac] pneumonia
infection
Uncommon Bronchitis, sepsis

Blood and lymphatic system disorders

Common Febrile neutropenia febrile neutropaenia,
Uncommon Eosinophilia eosinophilia
Immune system disorders

Common

Infusion-related reaction, hypersensitivity

infusion related reactiomypersensitivity

Endocrine disorders

Very common

Hypothyroidism

Common Hyperthyroidism, adrenal insufficiency, hypothyroidism, hyperthyroidism
hypophysitis, thyroiditis
Uncommon Hypopituitarism, hypoparathyroidism hypopituitarism, adrenal insufficiency,

hypophysitisdiabetes mellitus

Metabolism and nutritio

n disorders

Very common

Decreased appetite

decreased appetite

Common

Dehydration, hypoalbunaemia,
hypophosphatemia

Nervous system disorders

(including facial and abducens nerve
paresis), encephalitis

Very common peripheral neuropathy
Common Peripheral neuropathy, dizziness, headach paraesthesia, headache, dizziness
Uncommon Polyneuropathy,autoimmune neuropathy | Guillain-Barrésyndrome

Eye disorders

Common Dry eye dry eye, blurred vision
Uncommon Blurred vision,episcleritis uveitis

Cardiac disorders

Uncommon tachycardia, atrial fibrillation, bradycardia | tachycardia, myocarditis
Vascular disorders

Common thrombosishypertension
Uncommon Hypertension, hypotension

Respiratory, thoracic and mediastinal disorders

Common

Pneumonitis, dyspnoea, cough

pneumonitis, dyspnoea, cough

Uncommon

Pleural effusion

Gastrointestinal disorders

Very common

Nauseagdiarrhoea, vomiting

nausea, diarrhoea, vomiting, stomatitis

Common Constipation, stomatitis, abdominal pain, | constipation, abdominal pain, colitis, dry
colitis, dry mouth, pancreatitis mouth
Uncommon pancreatitis
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Hepatobiliary disorders

Common

Hepatitis

Uncommon

hepatitis

Skin and subcutaneous

tissue disorders

Very common

RasH, pruritus

rash, palmarplantar erythrodysaesthaesia
syndrome

Common

Alopecia, dry skin, erythema, urticaria

pruritus, skin hyperpigmentation, alopecia
dry skin, erythema

Uncommon

Psoriasis, Stevenr¥hnson syndrome, vitlig

Musculoskeletal and co

nnective tissue disorders

Common

Musculoskeletal pafparthralgia, arthritis

musculoskeletal pafparthralgia, muscular
weakness

Uncommon

Muscularweakness, muscle spasms,
polymyalgia rheumatica

Renal and urinary disor

ders

Common

Renal failure (including acute kidney injury|

Uncommon

Nephritis

renal failure, nephritis

General disorders and administration site conditions

Very common

Fatigue

fatigue

Common Pyrexia, oedema (including peripheral pyrexia, oedema (including peripheral
oedema) oedema)
Uncommon Chills, chest pain

Investigations’

Very common

anaemi&® thrombocytopaenfa
leucopoenid, lymphopaeni$ neutropaeni@
increased alkaline phophataescreased
transaminasésincreased creatinifie
increased amyla&gincreased lipade
hypokalaemi8, hypomagnesaenfia
hyponatraemié

anaemi&®, thrombocytopaenfa
leucopoeni8, lymphopaeni$ neutropaerat,
increased transaminademcreased total
bilirubin?, increased creatinifie
hypernatraemfi hyponatraemfa
hyperkalaemi$ hypokalaemi%
hypocalcaemiy hypoglycaemi
hyperglycaemi increasedipase

Common increased total bilirubfh increased thyroid | hypercalcaemi increased alkaline
stimulating hormone phosphatase, increased amylase
Uncommon increased gammglutamyltransferase
a

Hepatitis as a composite term which includes hepatitis and hepatotoxicity

Rash is acomposite term which includes maculopapular rash, rash erythematous, rash pruritic, rash macular, rash
morbilliform, rash papular, rash generalised, dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis atopic,
dermatitis bullous, drug eruptipand exfoliative rash, nodular rash, rash vesicular.

neck pain, pain in extremity, spinal pand musculoskeletal discomfort

laboratory measurements.

Nivolumab in combination with cabozantinib

RCC

Musculoskeletal pain is a composite term which includes back pain, bone pain, musculoskeletal chest pain, myalgia,

Frequenas of laboratory terms reflect the proportion of patients who experienced a worsening from baseline in

Anaemia is a composite term which includes iron deficiency anaemia and haemoglobin decreased.

When nivolumab is administered in combination with cabozantinib, refer to the Product Information
for cabozantinib prior to initiation of treatment. For additional information on the safety profile of
cabozantinib monotherapy, pleaséer to the cabozantinib Product Information.
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In the dataset of nivolumab 24Qg in combination with cabozantinib 4@y in RCC (n=320), with a
minimum follow-up of 10.6months, the most frequent adverse reactio®%) were diarrhoea
(56.9%), fatigue 42.5%), palmaplantar erythrodysaesthesia syndrome (38.1%), hypothyroidism
(33.4%), rash (32.8%), stomatitis (32.8%), hypertension (31.3%), dysgeusia (21.6%), nausea (21.3%),
decreased appetite (20.3%), pruritus (16.3%), abdominal pain (11.9%), dys(io6ia), vomiting
(11.3%) and dyspepsia (10.0%). The majority of adverse reactions were mild to moderate
(Gradel or 2).

Adverse reactions reported in the dataset for patients treated with nivolumaly2d4@ombination
with cabozantinib 4@ng (n = 320) are presented ifable8. These reactions are presented by system
organ class and by frequency. Frequencies are defined as: very cén@ib);
common( @/100to < 1/10); uncommor @/1,000to < 1/100).

AU_PI_OPDIVO_V30.0 30



Table 8 Adverse reactions with nivolumab in combination with cabozantinib

Infections and infestations

Common upper respiratory tract infection

Uncommon pneumonia

Blood and lymphatic system disorders

Uncommon eosinophilia

Immune system disorders

Common hypersensitivity (including anaphylactic reaction)
Uncommon infusion related hypersensitivity reaction

Endocrine disorders

Very common hypothyroidism

Common hyperthyroidism, adrenal insufficiency

Uncommon hypophysitis, thyroiditis

Metabolism and nutrition disorders

Very common decreased appetite

Common dehydration

Nervous system disorders

Very common dysgeusia

Common headache, dizziness, peripheral neuropathy

Uncommon encephalitis autoimmune, GuillaiBarré syndrome, myasthenic syndrome
Ear and labyrinth disorders

Uncommon tinnitus

Eye disorders

Common dry eye

Uncommon uveitis, blurred vision

Cardiac disorders

Uncommon atrial fibrillation, tachycardia, myocarditis

Vascular disorders

Very common hypertension

Common thrombosisa

Respiratory, thoracic and mediastinal disorders

Very common dysphonia

Common pneumonitis, dyspnoea, pulmonambolism, cough, epistaxis
Uncommon pleural effusion

Gastrointestinal disorders

Very common diarrhoea, nausea, stomatitis, vomiting, abdominal pain, dyspepsia
Common dry mouth, constipation, gastritis, oral pain

Uncommon colitis, pancreatitis, small intestine perforatiprglossodynia, haemorrhoids
Hepatobiliary disorders

Common hepatitis

Skin and subcutaneous tissue disorders

Very common palmarplantar erythrodysaesthesia syndrome, rashc, pruritus
Common dry skin,alopecia, erythema, hair colour change

Uncommon psoriasis, urticaria

Musculoskeletal and connective tissue disorders

Common arthralgia, muscle spasm, musculoskeletal paind, arthritis
Uncommon myopathy, osteonecrosis of the jaw, fistula

Renal andurinary disorders
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Common

proteinuria, renal failure, acute kidney injury

Uncommon nephritis

General disorders and administration site conditions
Very common fatigue

Common oedema, pyrexia, pain
Uncommon chest pain

Investigations®

Very common

increased ALT, increased AST, increased alkaline phosphatase, increased total b
hypocalcaemia, increased creatinine, hypoglycaemia, hyperglycaemia, hyperka
hypokalaemia, hypomagnesaemia, hypermagnesaemia, hyponatraemia, hyperng
hypophosphataemia, lymphopaenia, leucopoenia, thrombocytopaenia, anaemia, neutr

Common hypercalcaemia, weight decreased

a Thrombosis is a composite term which includes portal vein thrombosis, pulmonary vein thrombosis, pulmonary
thrombosis, aortic thrombosis, arterial thrombosis, deep vein thrombosis, pelvic vein thrombosis, vena cava

thrombosis, venous thrombosis, venous thrombosis limb
b Fatal cases have been reported

¢ Rash is a composite term which includksmatitis, dermatitis anceiforrdermatitis allergic, dermaititis atopic,
dermatitis bullous, exfoliative rash, rash erythematous, rash follicular, rash macular, rash-papaldo, rash

papularrash morbilliform, rash pruritic, and drug eruption

musculoskeletal discomfort, myalgia, neck pain, pain in extremity, spinal pain

Musculoskeletal pain is a composite term which includes kzaik, bone pain, musculoskeletal chest pain,

e Frequencies of laboratory terms reflect the proportion of patients werienced a worsening from baseline in

|l aboratory measurements. See also fiLaboratory

Elevated liver enzymes when nivolumab is combined with cabozantinib in RCC

abnor mal |

In a clinical study of previously untreated patients with RCC recenivgumab in combination with
cabozantinib, a higher incidence of Gra8emnd 4 ALT increased (9.8%) and AST increased (7.9%)

were observed. In patients with Grad® i ncreased ALT or

(n=83):

2.3months (range2.0 to 88.3veeks), 28% received corticosteroids for median duration ofvéeks
(range: 0.9 to 52.3veeks), and resolution to Grade4 occurred in 89% with median time to resolution
of 2.1weeks (range0.4 to 83.6 weeks). Among the 44atients who were rechafiged with either

nivolumab (n=11) or cabozantinib (n=9) monotherapy or with both (n€24)a d e

ncreased

AST was observed in 2 patients receiving OPDIVO, 2 patients receiving cabozantinib, and 7 patients

receiving both OPDIVO and cabozantinithere were no Gradetepatic events.

Laboratory abnormalities

In patients treated with nivolumab monotherapy, the proportion of patients who experienced a shift
from baseline to a Gradeor 4 laboratory abnormality was as followls7% for anaemia (all Grada),

0.9%for thrombocytopaenia, 1.0% for leucopoeriid,6%for lymphopaenia, 1.1%er neutropaenia,
2.1%for increased alkaline phosphata8&% for increased AST2.4%for increased ALT 1.1%or
increased total bilirubin,0.7%for increased creatinine2.7% for hyperglycaemia,1.4% for
hypoglycaemia,3.6%or increased amylas&.5% for increased lipase5.9%for hyponatraemia,

1.6%or hyperkalaemia, 1.5% for hypokalaemial.6%or hypercalcaemia, 0.7% for
hypermagnesaemia, 0.5% forygomagnesaemia,0.6%for hypocalcaemia, and 0.1% for

hypernatraemia.

In patients treated with nivolumalnig/kg in combination with ipilimumab Big/kg in melanoma, the
proportion of patients who experienced a worsening from baseline to a Eoadelaboradory
abnormality was as follows: 2.8f6r anaemia (all Grad®), 1.2% for thrombocytopaenia, 0.5% for
leucopoenia, 6.7%or lymphopaenia, 0.7%0r neutropaenia, 4.3%r increased alkaline phosphatase,
12.4%for increased AST, 15.3%6r increased ALT, 1.2%or increased total bilirubin, 2.4%6r
increased creatinine, 5.3% for hyperglycaemia, §dt%ncreased amylase, 19.5% increased lipase,
1.2%for hypocalcaemia, 0.2% each foypernatraemia and hypercalcaemia, 0.5% for hyperkalemia,
0.3% for hypermgnesaemia, 4.8%6r hypokalaemia, and 9.5%r hyponatraemia.
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In patients treated with nivolumabn®/kg in combination with ipilimumab thg/kg in RCC, the
proportion of patients who experienced a worsening from baseline to a &wadelaboratory
abnornality was as follows: 3.0%or anaemia (all Grad®), 0.7% for thrombocytopaenia, 0.6% for
leucopoenia, 5.1%or lymphopaenia, 1.1%or neutropaenia, 2.096r increased alkaline phosphatase,

4 .8%for increased AST, 6.5%r increased ALT, 1.1%or increasd total bilirubin, 2.1%or increased
creatinine, 7.2% for hyperglycaemia, 1.8% for hypoglycemia, 12a2%creased amylase, 20. 1o
increased lipase, 0.4%r hypocalcaemia, 1.3% for hypercalcaemia, 2.4% for hyperkalemia, 1.1% for
hypermagnesaemia A9 for hypomagnesaemia 1.9% hypokalaemia, and 9.9%r hyponatraemia.

In patients treated with nivolumab 360 mg in combination with ipilimumab 1 mg/kg and chemotherapy
in NSCLC, the proportion of patients who experienced a worsening from baselireraole 3 or 4
laboratory abnormality was as follows: 9.2% for anaemia, 4.3% for thrombocytopaenia, 9.8% for
leucopoenia, 5.8% for lymphopaenia, 14.7% for neutropaenia, 1.2% for increased alkaline phosphatase,
3.5% for increased AST, 4.3% for increased AD%, for increased total bilirubin, 1.2% for increased
creatinine, 7.1% for hyperglycaemia, 0% for hypoglycaemia, 6.7% for increased amylase, 11.9% for
increased lipase, 1.4% for hypocalcaemia, 1.2% for hypercalcaemia, 1.7% for hyperkalaemia, 0.3% for
hypermagnesaemia, 1.2% for hypomagnesaemia 3.5% for hypokalaemia, 1&amdo for
hyponatraemia.

In patients treated with nivolumab 2d4@y in combination with cabozantinib 4@ in RCC, the
proportion of patients who experienced a worsening from baseline to & %oad laboratory
abnormality was as follows: 2.8f6r anaemia (all Grad®), 0.3% for thrombocytopaenia, 0.3% for
leucopoenia, 6.6%0r lymphopaenia, 3.2%0r neutropaenia, 2.8%r increased alkaline phosphatase,
7.9%for increased AST, 9.8%6r increased ALT, 0.9%for increased total bilirubin, 1.3%6r increased
creatinine, 3.5% for hyperglycaemia, 0.8% for hypoglycemia, 9.8% for amylase, 13.6% for lipase,
1.9%for hypocalcaemia, 0.3% for hypercalcaemia, 4.7% for hyperkalemia, 3.2% for
hypermagnesaemi 1.6% for hypomagnesaemia 3.B%hypokalaemia, and 11.7%6r
hyponatraemia.

In patients treated with nivolumab 24® and 360ng in combination with chemotherapy (FOLFOX

or XELOX) in gastric, gastreesophageal junction or oesophageal adenocarcinbenpraportion of
patients who experienced a worsening from baseline to a Gradé laboratory abnormality was as
follows: 13.9% for anaemia, 6.8% for thrombocytopaenia, 11.8% leukopaenia, 12.2% for
lymphopaenia, 29.3% neutropaenia, 4.6% for increasetl, 831% for increased ALT, 3.0% for
increased bilirubin, 1.0% for increased creatinine, 0.5% for hypernatraemia, 6.3% for hyponatraemia,
1.4% for hyperkalaemia, 6.5% for hypokalaemia, 0.3% for hypercalcaemia, 1.6% for hypocalcaemia,
4.2% for hyperglycaemjand 0.7% for hypoglycaemia.

Description of selected immuneelated adverse reactions

Both OPDIVO andOPDIVOin combination withother therapeutic agerdaseassociated with immure
related adverse reactions. With appropriate medical thetlaggeresolved in most cases.

The management guidelines for these adverse reactions are descBeetdn 4.2D0se and method
of administratiorand 4.4 warnings and precautions for use.

Note: Time to resolution may include censored observations.
Immune-related pneumonitis

OPDIVO monotherapy

In the pooled analysi® patients treated with nivolumab monotherapy, the incidence of pneumonitis,
including interstitial lung disease and lung infiltration, v&a&4% (122/3319. The majority of cases
were Gradd or 2 in severity reported i8.9%(31/3319 and1.8%(61/3319 of patients respectively.
Grade3 and 4 cases were reportediB%(27/3319 and <0.1 (13319 of patients respectivelysrade

5 casesvere reported ir0.1%(2/3319. One patient with Grade 3 pulmonary embolism and Grade 3
pneumonitis died in the SCCHainical trial. Median time to onset was3 months (range: @-19.6).
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Fifty-two patients {.6%), required permanemtiscontinuation of nivolumalkighty patients received
high-dose corticosteroids (at lea€dmg prednisone equivalents). Resolution ocedirin 83 patients
(68%) with a median time to resolution 6f6 weeks (range0.1-96.7).

OPDIVO in combination with ipilimumab

In patients treated withivolumab 1mg/kgn combination with ipilimumal3mg/kg in melanomahe
incidence of pneumonitis incluaj interstitial lung disease, was8%(35448). Grade, Grade 3, and
Grade 4 cases were reported ifi%(21/448), 1.1% (5/448), and 0.2% (1/448) of patients, respectively.
One of the Grade 3 pneumonitiaseswvorsened over 11 days with a fatal outcodMedian time to
onset wa2.6 monthgrange:0.7-12.6. Nine patients (2.0%) required permanent discontinuation of
nivolumab in combination with ipfhumab . Twenty-one patients received higlose corticosteroids (at
least40 mg prednisone equivalent§esdution occurred in 2atients (87.9%) with a median time to
resolution of 6..weeks (range: 0-36.9).

In patients treated with nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg in RCC, the
incidence of pneumonitis includirigterstitial lung disease was 6.2% (34/547). Grade 2 and Grade 3
cases were reported in 3.1% (17/547) and 1.1% (6/547), of patients, respectively. No Grade 4 or 5 cases
were reported in this study. Median time to onset was 2.6 months (rang&00623 welve patients

(2.2%) required permanent discontinuation of nivolumab in combination with ipilimufrifap-nine

patients received higtiose corticosteroids (at leaimg prednisone equivalentsResolution

occurred i3l patients (91.2%) with a mediami# to resolution of 6.veeks (range4.3-11.4).

In patients treated with nivolumabn®y/kg in combination with ipilimumab thg/kg in malignant
pleural mesothelioma, the incidence of pneumonitis including interstitial lung disease was
6.7%(20/300). Grad® and Grad@& cases were reported in 5.3% (16/300) and 0.7% (2/300) of patients,
respectivelyNo Grade 4 or 5 cases were reported in this stMdylian time to onset was In&nths
(range: 0.20.8) Seven patientq2.3%) required permanent discontinuatiaof nivolumab in
combination with ipilimumabFourteen patients received high dose corticosteroids (at least 40 mg
prednisolone equivalentdResolution occurred in Jgatients (80%) with a median time to resolution

of 6.1weeks (range: 1:113.1+).

OPDIVO in combination with ipilimumaband platinumbased chemotherapy

In patients treated with nivolum&®s0mg in combinatiomwith ipilimumabl1 mg/kg and chemotherapy

in NSCLC, the incidence of pneumonitis including interstitial lung disease way5%8%68).Grade2,

Grade3, and Grade 4 cases were reported in 2.2% (8/358), 1.1% (4/358), 0.6% (2/358) and of patients,
respectively. No Grade 5 cases were reported. Median time to onset wagé&Bsl(range: 0-62.4).
Resolution occurred in lgatients (74%) wh a median time to resolution of d\&eks (range: 0-7

27.9).

OPDIVO in combination with cabozantinib

In patients treated with nivolumab 24y in combination with cabozantinib 40 in RCC the
incidence of pneumonitis including interstitial lung diseass 5.3%(17/320). Grad® and Grad&
cases were reported in 1.9% (6/320) and 1.6% (5/320), of patients, respectively. Nd @radases
were reported in this study. Median time to onset waweé®ks (rangel2.3- 74.3 weeks). Three
patients (0.9%)required permanent discontinuation of nivolumab in combination with cabozantinib.
Eight patients received higlose corticosteroids (at leai mg prednisone equivalents). Resolution
occurred in 12atients (70.6%) with a median time to resolution o66&v8eks (ranged.1- 36.9
weeks).

OPDIVO in combination with chemotherapy

In patients treated with nivolumab 24t or 360mg in combination with chemotherapy (FOLFOX or
XELOX) in gastric, gastraesophageal junction or oesophageal adenocarcinoma,dherioe of
pneumonitis including interstitial lung disease was 5.1% (40/782). Grg@mde3, and Gradd cases

were reported in 2.3% (18/782), 1.4% (11/782), and 0.4% (3/782), of patients, respectively. Median
time to onset was 23\Weeks (range: 1:66.9). Fifteen patients (1.9%) required permanent
discontinuation of nivolumab in combination with chemotherapy. Twsixtyatients received high
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dose corticosteroids (at lea mg prednisone equivalents). Resolution occurred ipa2ignts (70%)
with a median time to resolution of 10vteeks (range: 043121.3+).

Immune-related colitis

OPDIVO monotherapy

In the pooled analysis ipatients treated with nivolumab monotherapy, the incidence of diarrhoea,
colitis or frequent bowel movements wkE36% (4523319. The majority of cases were Grade 1 or 2
in severity reported i8.78% (2903319 and3.5% (1153319 of patients respectively. Grade 3 cases
were reported irl. 4% (47/3319 of patients. No Gradé or 5 cases were reported. Median time to
onsetwas 1.8 months (rangelday26.6 month3. Twentyfive patients ((8%) required permanent
discontinuation of nivolumal-ifty-nine patients received higtiose corticosteroids (at leaimg
prednisone equivalentd}esolution occurred iB94 patients 88%) with a median time to resolution of

2.3 weeks (range: 0:124.4.

OPDIVO in combination with ipilimumab

In patients treated withivolumab 1mg/kgn combination with ipilimumal®3mg/kg in melanomahe
incidence of diarrhoea or colitis wd8.7% (209448). Grade2, Grade3, and Grade dases were
reported inl3.6%(61/448),15.8%(71/448), and 0.4% (2/44&)f patients, respectively. No deaths due
to diarrhoea or colitis were reporteldledian time to onset wds2 monthgrange0.0-22.6]). Seventy

one pdents (15.8%) required permanent discontinuation of nivolumab in combination with
ipilimumab. Ninetysix patients received higthose corticosteroids (at lea€img prednisone
equivalents)Resolution occurred in 18datients (90.6%) with a median timerésolution of 3.Qveeks
(range: 0.178.7).

In patients treated with nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg in RCC, the
incidence of diarrhoea or colitis was 28.2% (154/547). Grade 2 and Grade 3 cases were reported in
10.4% (57/547) and.g% (27/547) of patients, respectively. No Grade 4 or 5 cases were reported.
Median time to onset was 1.2 months (range2@.0). Twenty-two patients 4.0%) required permanent
discontinuation of nivolumab in combination with ipilimumalwenty-six patiers received higiuose
corticosteroids (at leadDmg prednisone equivalent®}esolution occurred id40patients 91.5%)

with a median time to resolution Bf4 weeks (ranged1-103.7).

In patients treated with nivolumabn®y/kg in combination with ipithumab Img/kg in malignant
pleural mesotheliomahe incidence ofliarrhoea or colitisvas22.0% (66/300). Grade2 andGrade3
cases were reported 3% (22/300 and5.3% (16/300) of patientsrespectivelyMedian time to onset
was 3.9months (range: 0-21.7). Fifteen patients(5.0%) required permanent discontinuation of
nivolumab in combination with ipilimumaBwenty-two patients received higlose corticosteroids (at
least40 mg prednisone equivalent§esolution occurred i62 patients 93.96) with a median time to
resolution of3.1weeks (ranged.1-100.04).

OPDIVO in combination with ipilimumaband platinumbased chemotherapy

In patients treated with nivolum&®s0mg in combinatiomwith ipilimumabl1 mg/kg and chemotherapy
in NSCLC, the incidence of diarrhoea or colitis W#2s3% (80/358). Grade, Grade3, Grade 4, and
Grade 5 cases were reported % (25/358), 5% (18/358), ¥ (1/358), and 0.3% (1/358j patients,
respectively. Median time to onset was Wdeks (range: 0-53.6). Resolution occurred in patients
(87.5%) with a median time to resolution of Wdeks (ranged.1-76.9).

OPDIVO in combination with cabozantii

In patients treated with nivolumab 2d@y in combination with cabozantinib 4@y in RCC, the
incidence of diarrhoea, colitis, frequent bowel movements or enteriti®a% (184/320). Grade

and Grade cases were reported28% (80/320) and 5.3% (4320)of patients, respectively. Grade

were reported in 0.6% (2/320). No Gradedses were reported. Median time to onset was 12.36 weeks
(range:0.3- 75.7 weeks). Three patients (0.9%), required permanent discontinuation of nivolumab in
combination wih cabozantinib. Fifteen patients received higise corticosteroids (at lea€img
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prednisone equivalents). Resolution occurred indaiénts (69.4%) with a median time to resolution
of 11.14weeks (ranged.1- 109.T weeks).

OPDIVO in combination wih chemotherapy

In patients treated with nivolumab 24®) and 360ng in combination with chemotherapy (FOLFOX

or XELOX) in gastric, gastrmesophageal junction or oesophageal adenocarcinoma, the incidence of
diarrhoea or colitis wa33.5%(262/782). Grad@, Grade3, and Gradd cases were reported10.2%
(80/782), 4.9% (38/262), and 0.6% (5/782) of patients, respectively. Median time to onset was
4.3weeks (range: 0-23.6). Twentytwo patients (2.8%) required permanent discontinuatibn o
nivolumab in combination with chemotherapy. Tweahe patients received higlose corticosteroids

(at leasOmg prednisone equivalents). Resolution occurred inp22@nts (87.4%) with a median

time to resolution of 1.@&veeks (ranged.1-117.6t).

Immune-related hepatitis

OPDIVO monotherapy

In the pooled analysis ipatients treated with nivolumab monotherapy, the incidence of liver function
test abnormalities was. 1% (2363319. The majority of cases were Grade 1 or 2 in severity reported
in 3.9% (1293319 and1.5% (50/3319 of patients respectively. Grade 3 and 4 cases were reported in
14% (483319 and 0.3% (98319 of patients, respectively. No deaths due to liver function
abnormalities were reported. Median time to onset 2@sonths (range.0 - 27.6). Thirty (0.9%)
required permangn discontinuation of nivolumab.Fourtythree patients received higkdose
corticosteroids (at least 40g prednisone equivaleni$}esolution occurred ih79 patients 77.2%)

with a median time to resolution 6flweeks (range: 0:126.4.

Safety datdor the HCC indicationarelimited to a cohort of 154 patients with ChiRlgh A disease
and WHO PS 4. Close monitoring is recommendeadatients with cirrhosis, in cagamure-related
hepatitis might precipitate decompensation.

OPDIVO in combination with ipilimumab

In patients treated withivolumab 1 mg/kgn combination with ipilimumal3mg/kg in melanoméhe
incidence of liver function test abnormalities wa85% (132448). Grade2, Grade3, and Gradd
cases were reported n7% (30/448),15.4%(69448), and 1.8% (8/448) of patients, respectively. No
deaths due to liver function abnormalities were reporkdedian time to onset wa%.5 months
(range:0.0-30.1). Forty-one patients (9.2%) required permanent discontinuation of nivolumab
combination with ipilimumabFifty-eight patients received higlose corticosteroids (at least @@
prednisone equivalentdResolution occurred in 1Jgatients (92.8%) with a median tirteeresolution

of 5.0weeks (range: 0-53.1).

In patients treated with nivolumabn®/kg in combination with ipilimumab thg/kg in RCC, the
incidence of liver function test abnormalities was 18.5% (101/547). GraGeade3, and Gradd
cases were repordn 4.8% (26/547), 6.6% (36/547), and 1.6% (9/547) of patients, respectively. No
Gradeb cases were reported. Median time to onset wam@rths (range: 0-26.8). Twenty-four
patients 4.4%) required permanent discontinuation of nivolumatcdmbination with ipilimumab.
Thirty-five patients received higlose corticosteroids (at lea®img prednisone equivalents).
Resolution occurred i86 patients 85.1%) with a median time to resolution 6f1 weeks (range0.1-

82.9.

In patients treated Wi nivolumab 3ng/kg in combination with ipilimumab hg/kg in malignant
pleural mesothelioma, the incidencdigér function test abnormalitiesas12.0% (36/300). Grade2,
Grade3, and Grade 4ases were reported1n/s (5/300), 4.3% (13300, ard 1.0%(3/300) of patients
respectivelyMedian time to onset wak8 months (range: 0-20.3. Eleven patient$3.7%6) required
permanent discontinuation of nivolumab in combination with ipilimuniéfieen patients received
high-dose corticosteroids (at lea® mg prednisone equivalent$}esolution occurred iB1 patients
(86.1%) with a median time to resolution 4f1 weeks (rangel.0-78.34).
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OPDIVO in combination with ipilimumab and platinurrbased chemotherapy

In patients treated withivolumab360mg in combination with ipilimumab fhg/kg and chemotherapy
in NSCLC, the incidence of liver function test abnormalities was 13.4% (48/358). &r&tades,
and Gradel cases were reported in 3.1% (11/358), 3.4% (12/358), and 1.1% (4/3p8}ienfts,
respectively. No Grade 5 cases were reported. Median time to onset wagé&ksgrange: 1-68.3).
Resolution occurred in 3ratients (80.4%) with a median time to resolution @feeks (ranged.3'-
45.0).

OPDIVO in combination with cabozaimib

In patients treated with nivolumab 2d@y in combination with cabozantinib 4@ in RCC, the
incidence of liver function test abnormalities was 40% (128/320). @a@eade3, and Gradd cases

were reported in 15% (48/320), 9.7% (31/320), and 0B%B20) of patients, respectively. No Grdgle
cases were reported. Median time to onset was 8.14 weeks (@ahg&8.3 weeks). Ten patients
(3.1%), required permanent discontinuation of nivolumab in combination with cabozantinib. Thirty
patients receivechigh-dose corticosteroids (at leaimg prednisone equivalents). Resolution
occurred in 9%atients (77.3%) with a median time to resolution of vééks (ranged.l - 65.7
weeks).

OPDIVO in combination with chemotherapy

In patients treated withivolumab 240mg and 360ng in combination with chemotherapy (FOLFOX

or XELOX) in gastric, gastrmesophageal junction or oesophageal adenocarcinoma, the incidence of
liver function test abnormalities was 26% (203/782). Giadad Grad@® cases were refed in 9.0%
(70/782) and 3.7% (29/782) of patients, respectively. Median time to onset wasek® (range: 0-1

61.3 Nine patients (1.2%) required permanent discontinuation of nivolumab in combination with
chemotherapy. Eighteen patients received Hdig&e corticosteroids (at lea40mg prednisone
equivalents).Resolution occurred in IE@ients (78%) with a median time to resolution of 1@ekks
(range:0.4-150.6+).

Immune-related nephritis and renal dysfunction

OPDIVO monotherapy

In the pooled analysiin patients treated with nivolumab monotherapy, the incidence of nephritis and
renal dysfunction wa2. 4% (81/3319. The majority of cases were Grade 1 or 2 in severity reported in
1.4% (45/3319 and 0.7%22/3319 of patients respectively. Grade 3 ahcases were reported in 0.4%
(13/3319 and <0.1% (13319 of patients, respectively. No Grade 5 nephritis or renal dysfunction was
reported in these studiedvledian time to onset was 2.3 months (rar@éi - 18.2 monthg. Seven
patients 0.2%), required permanemfiscontinuation of nivolumall:.wenty-onepatients received high
dose corticosteroids (at lea¥img prednisone equivalentdResolution occurred bl patients {
66.24) with a median time to resolution 8f6 weeks (ranged.3-79.1).

OPDIVO in combination with ipilimumab

In patients treated withivolumab 1 mg/kdgn combination with ipilimumal3mg/kg in melanomehe
incidence of nephriti®r renal dysfunction was.1%(23/448). Grad&, Grade3, and Grade 4 cases
were reported in.6%(7/448), 0.9% (4/448), and 0.7% (3/448) of patients, respectively. No deaths due
to nephritis or renal dysfunctiomere reportedvedian time to onset w&s6 monthgrange:0.5-21.8).

Four patients (0.9%) required permanent discontinuation of nivolumalboinbination with
ipilimumab. Four patients received higlose corticosteroids (at lea mg prednisone equivalents)
Resolution occurred in JFatients (89.5%) with a median time to resolution of 1.9 weeks (range: 0.4
42.6).

In patients treated with ndlumab 3mg/kg in combination with ipilimumab hg/kg in RCC, the
incidence of nephritis or renal dysfunction was 8(@%/547). Grad@, Grade3, and Gradd cases
were reported in 4.4% (24/547), 0.7% (4/547), and 0.5% (3/547) of patients, respectivElisadés
cases were reported. Median time to onset was@riths (range: 0-:06.1). Sevenpatients {.3%)
required permanent discontinuation of nivolumab in combination with ipilimurialenty-seven
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patients received higtilose corticosteroids (at leaimg prednisone equivalentsResolution
occurred in37 patients {7.1%) with a median time to resolution b8.2weeks (range4.1-21.7).

In patients treated with nivolumabnd/kg in combination with ipilimumab hg/kg in malignant
pleural mesothelioma, the incidenceafial dysfunctionvas5.0% (15300). Grade2 andGrade3 cases
were reported ir2.0% (6/300) and 1.3% (4/300 of patients respectively Median time to onset was
3.6months (range: 0-34.4). Fourpatienty1.3%) required permanent discontinuation of nivolumab in
combination with ipilimumab.Six patients received higtose corticosteroids (at leakimg
prednisone equivalesit Resolution occurred ih2 patients 80.0%) with a median time to resolution
of 6.1weeks (ranged.9-126.44).

OPDIVO in combination with ipilimumaband platinumbased chemotherapy

In patients treated with nivolum&s0mg in combinatiomwith ipilimumab1 mg/kg and chemotherapy
in NSCLC, the incidence of nephritis or renal dysfunction was(2%358). Grad@, Grade3, and
Grade4 cases were reported in 2.2% (8/358), 1.7% (6/358) 0ath (2/358) of patients, respectively.
No Grade 5 cases were reported. Median time to onset was 10.6 weeks (rabde3)0Resolution
occurred in 14atients (56%) with a median time to resolution of@e&ks (ranged.1"-82.9).

OPDIVO in combination with cabozantinib

In patients treated with nivolumab 2d4@y in combination with cabozantinib 4@ in RCC, the
incidence of nephritis, immune mediated nephritis, renal failure, acute kidney injury, blood creatinin
increased or blood urea increased wag/®31/320). Grad®, Grade3, and Gradd cases were
reported in 3.4% (11/320), and 1.3% (4/320), respectively. No Grade @ases were reported. Median
time to onset was 14.14 weeks (rargd:- 86 weeks.). One patient (0.3%), required permanent
disoontinuation of nivolumab in combination with cabozantinib. Three patients receivedidsgh
corticosteroids (at leadD mg prednisone equivalents). Resolution occurred ipaZients (70%) with

a median time to resolution of 3Meeks (ranged.6- 83.9" weeks).

OPDIVO in combination with chemotherapy

In patients treated with nivolumab 24® and 360ng in combination with chemotherapy (FOLFOX

or XELOX) in gastric, gastrmesophageal junction or oesophageal adenocarcinoma, the incidence of
nephritis or enal dysfunction was 3.3¢26/782). Grad®, Grade3, and Gradd cases were reported

in 1% (8/782), 0.6%(5/782), and 0.1%1/782) of patients, respectively. Median time to onset was
12.4weeks (range: 1-39.4). Nine patients (1.2%) required permanestaltinuation of nivolumab

in combination with chemotherapy. Four patients received-thigde corticosteroids (at lea€img
prednisone equivalents). Resolution occurred ipdttents (73.1%) with a median time to resolution

of 3.1weeks (ranged.1-42.4+).

Immune-related endocrinopathies

OPDIVO monotherapy

In the pooled analysis ipatients treated with nivolumab monotherapy, the incidence of thyroid
disorders including hypothyroidism or hypentbigism wasl0.8%6 (3593319. The majority of cases
were Gade 1 or 2 in severity reported }1% (1703319 and 5.64% (1853319 of patients
respectively. Grade 3 thyroid disorders were reportetDii% @/3319 of patients. Hypophysitis (1
Grade 1;2 Grade 2,5 Grade 3 and 1 Grade 4), hypopituitarissnGrade 2 and 1 Grade 3), adrenal
insufficiency (1 Grade 111 Grade 2; an® Grade 3), diabetes mellitu8 Grade Zand2 Grade 3, and
diabetic ketoacidosis (2 Grade 3) weso reported. No Grade 5 endocrindpats were reported.
Median time to onset of these endocrinopathies was 2.8 months @$88:1). Five patients required
permanentiscontinuation of nivolumablwenty-four patients received high dose corticosteroids (at
least40 mg prednisone equivalts). Resolution occurred i85 patients 47.6%). Time to resolution
ranged fronD.4 to150weeks.

OPDIVO in combination with ipilimumab
In patients treated withivolumab 1mg/kgn combination with ipilimumal8mg/kg in melanomahe
incidence of thyroid dorders wa25.2%(113448). Grad® and Grad@& thyroid disorders were
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reported in14.5% (65/448) and 1.3% (6/448) of patients, respectively. Grade 2 and Grade 3
hypophysitis(including lymphocytic hypophysitispccurred in5.8% (26/448) and2.0% (9/448) of
patients, respectivelgrade 2 and Grade 3 hypopituitarism occurred in 0.4% (2/448) and 0.7% (3/448)
of patients, respectivel\Grade 2 Grade 3 and Grade 4drenal insufficiencyincluding secondary
adrenocortical insufficiencydccurred in1.6% (7/448), 1.3% (6/448)and 0.2% (1/448) of patients
respectivelyGrade 1Grade 2 Grade 3 and Gradedfabetes mellitus and Grade 4 diabetic ketoacidosis
were each reported 2% (1/448 of patients. No deaths due to endocrinopathy were repdittian
time to onset of these endocrinopathies W& months(range:0.0-28.1). Eleven patients (2.5%)
required permanent discontinuation of nivolumalzambination with ipilimumabT hirty-six patients
received high dose corticosteroids (at leiing prednisone equivalentdResolution occurred in
59 patients (45.0%). Time to resolution ranged from 0.4 to 74.4 weeks.

In patients treated with nivolumabn®y/kg in combination with ipilimumab hg/kg in RCC, the
incidence of thyroid disorders wag.2%(149/547). Grad@ and Grad@& thyroid disorders were
reported in 15.7% (86/547) and 1.3% (7/547) of patients, respectively. Hypophysitis occurred in 4.0%
(22/547) of patients. Grade Grade3, ard Grade4 cases were reported in 0.5% (3/547), 2.4% (13/547),
and 0.4% (2/547) of patients, respectively. Gradeypopituitarism occurred in 0.4% (2/547) of
patients. Gradg, Grade3, and Gradd adrenal insufficiency (including secondary adrenocortical
insufficiency) occurred in 2.9% (16/547), 2.2% (12/547) and 0.4% (2/547) of patients, respectively.
Diabetes mellitus including Type 1 diabetes mellitu&(d8de2, 2Grade3, and 3 Grade 4), and diabetic
ketoacidosis (Irade 4) were reported. No Graslendocrinopathy was reported. Median time to onset

of these endocrinopathies was ténths (range: 0-22.3).Threepatients 2.9%) required permanent
discontinuation of nivolumab in combination with ipilimumaklwenty-five patients received higtiose
corticosteroids (at leagt0 mg prednisone equivalent®esolution occurred iRl patients 42.70%) with

a median time to resolution 64 to 130.3veeks

In patients treated with nivolumabn®y/kg in combination with ipilimumab thg/kg in malignant
pleural nmesotheliomathe incidence of thyroid disorders wb&46 (43/300. Grade2 and Grade3
thyroid disorders were reported 3% (28/30Q0 and 1.36 (4/300) of patients, respectively.
Hypophysitis occurred 2% (6/300) of patients. Grad2 cases were reported 3% (4/300 of
patients Grade2 and Grade3 hypopituitarism occurred ith.(0% (3/300 and 1.06 (3/300 of patients
respectively. Grad2 and Grade adrenal insufficiency occurred in7% (5/300 and0.3% (1/300) of
patients, resmively. No cases of immuneelated diabetes mellitus were reportbtedian time to
onset of these endocrinopathies w8 months (range0.520.8. One paient (0.3%) required
permanent discontinuation of nivolumab in combination with ipilimunfale patients received high
dose corticosteroids (at leaImg prednisone equivalentsiResolution occurred irl7 patients
(32.0%6). Time to resolution ranged fro3to 144.1+weeks.

OPDIVO in combination with ipilimumaband platinumbasedchemotherapy

In patients treated with nivolumab 360 mg in combination with ipilimumab 1 mg/kg and chemotherapy
in NSCLC , the incidence of thyroid disorders was 24% (86/358). Grade 2 and Grade 3 thyroid disorders
were reported in 12.3% (44/358) and 0.3¥3%8) of patients, respectively. Hypophysitis occurred in
1.4% (5/358) of patients. Grade 2 and Grade 3 cases were reported in 0.6% (2/358) and 0.8% (3/358)
of patients, respectively. Grade 2 hypopituitarism occurred in 0.3% (1/358) of patients. Gratle 2 an
Grade 3 adrenal insufficiency occurred in 1.7% (6/358) and 1.4% (5/358) of patients, respectively.
Diabetes mellitus including Type 1 diabetes mellitus was not reported. No Grade 5 endocrinopathy was
reported Median time to onset of these endocrinopatiwasl?2.1 weeks (range:1-%8.3).Resolution

occured in 30 patients (35.3%)me to resolutionanged from 1.4 to 72.4+ weeks.

OPDIVO in combination with cabozantinib

In patients treated with nivolumab 2d4@y in combination with cabozantinib #0g in RCC,the
incidence ofthyroid disorders wag2.2%(135/320). Grad@ and Grad@& thyroid disorders were
reported in 21.9% (70/320) and 0.9% (3/320) of patients, respgctivgbophysitis occurred in 0.6%
(2/320) of patients. Gradgs and Grad& cases were reported in 0.3% (1/320), and 0.3% (1/320) of
patients, respectively. Gra@eand Grade adrenal insufficiency (including secondary adrenocortical
insufficiency) occured in 1.6% (5/320) and 1.9% (6/320) of patients, respectively. No @Grade
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Grade5 endocrinopathies were reported. Median time to onset of these endocrinopathies was 12.4
weeks (range: 2:84.7 weeks). Five patients (1.6%), required permanent discotind nivolumab

in combination with cabozantinib. Six patients received Huigbe corticosteroids (at lea€img
prednisone equivalents). Resolution occurred impaients (34.3%). Time to resolution ranged
from 0.9to0 101.4+ weeks.

OPDIVO in combinatbn with chemotherapy

In patients treated with nivolumab 24®) and 360ng in combination with chemotherapy ( FOLFOX

or XELOX) in gastric, gastrmesophageal junction or oesophageal adenocarcinoma, the incidence of
thyroid disorders wa$2.3%(96/782). Grad 2 thyroid disorder was reported in 6% (47/782) patients.
Grade3 hypophysitis occurred in 0.1% (1/782) of patients. Geadmd Grade 3 hypopituitarism
occurred in 0.3% (2/782) and 0.3% (2/782) of patients, respectively. @radd Grad@ adrenal
insufficiency occurred in 0.4% (3/782) and 0.1% (1/782) of patients, respectively. GeaeGrad&
diabetes mellitus including Tydediabetesnellitus were reported in 0.3% (2/782) of patients. Median
time to onset of these endocrinopathies was Wadks (range: 2.6124.3). Three patients (0.4%)
required permanent discontinuation of nivolumab in combination with chemotherapy. Six patients
received higkdose corticosteroids (at legg&lmg prednisone equivalents). Resolution occurred in
46 patients (43%). ime to resolution ranged froMh4 to 139.% weeks.

Immune-related skin adverse reactions

OPDIVO monotherapy

In the pooled analysis ipatients treated with nivolumab monotherapy, the incidence of rast6.286
(8683319. The majority of cases were Gratlén severity reported ih19.46 (6453319 of patients.
Grade2 and Grad@ cases were reported 5144% (1783319 and 1.4% (453319 of patients,
respectively. No Gradéor 5 cases were reportellledian time to onset wds4 months (range.0 -
279 mamthg. Nineteenpatients 0.6%) required permanemliscontinuation of nivolumalXhirty-five
patients received higtiose corticosteroids (at leaimg prednisone equivalentsResolution
occurred irb43 patients §3.3%) with a median time to resolution ®7 9 weeks (0.1163).

OPDIVO in combination with ipilimumab

In patients treated withivolumab 1 mg/kgn combination with ipilimumal3mg/kg in melanomahe
incidence of rash wab%(291/448). Grade and Grad@& caes were reported 20.3%(91/448) and
7.6% (34/448) of patients, respectively. No Gradler 5 cases were reporteiedian time to onset
was0.5 months (range: 0.09.4). Three patients (0.7%) required permanent discontinuation of
nivolumab n combinatiorwith ipilimumab. Twenty patients received higlose corticosteroids (at
least40mg prednisone equivalent$jesolution occurred in 19#atients (67.6%) with a median time
to resolution of 10.4veeks (range: 0-14.0).

In patients treated with nivoluma® mg/kg in combination with ipilimumab 1 mg/kg in RCC, the
incidence of rash was 48.8% (267/547). Grade 2 and Grade 3 cases were reported in 13.7% (75/547)
and 3.7% (20/547) of patients, respectively. No Grade 4 or 5 cases were reported. Median tiate to ons
was 0.9 months (range: 017.9). Eight patients {.5%) required permanent discontinuation of
nivolumab in combination with ipilimumalSevenpatients received higtiose corticosteroids (at
least40 mg prednisone equivalent$jesolution occurred it92 patients 72.26) with a median time

to resolution ofL1.6weeks (range8.7-17.1).

In patients treated with nivolumabn®y/kg in combination with ipilimumab hg/kg in malignant
pleural mesothelioma, the incidencerahwas 36.0% (108300). Grade2 and Grade3 cases were
reported in10.3% (31/300 and 3.0% (9/300 of patients respectivelyMedian time to onset was
1.6months (range: 0-82.3. Two patientg0.7%) required permanent discontinuation of nivolumab in
combination with ipilimumab.Nine patients received higtiose corticosteroids (at lea€img
prednisone equivalentdResolution occurred il patients 66.4%6) with a median time to resolution
of 12.1weeks (range0.4-146.44).
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OPDIVO in combination with ipilimumaband platinumbased chemotherapy

In patients treated with nivolum&s0mg in combinatiomwith ipilimumab1 mg/kg and chemotherapy

in NSCLC, the incidence of rash was 37.7% (135/358). GRaderade 3, and Gradecases were
reported in 11.5% (41/358), 4.2¢24/358), and 0.3% (1/358) of patients, respectively. No Grade 5
cases were reported. Median time to onset 3W@sveeks (range: 0:83.1). Resolution occurred in
96 patients (71.6%) with a median time to resolution ofv@eéks (ranged.1-84.1").

OPDIVO in combination with chemotherapy

In patients treated with nivolumab 24@) and 360ng in combination with chemotherapy (FOLFOX

or XELOX) in gastric, gastr@esophageal junction or oesophageal adenocarcinoma, the incidence of
rash was 27.4% (214/782). Geszland Grad@ cases were reported in 7% (55/782), and 3.3% (26/782)
of patients, respectively. Median time to onset wasv@éks (range: 0-27.4). Eleven patients (1.4%)
required permanent discontinuation of nivolumab in combination with chemothEBmpyeen patients
received higkdose corticosteroids (at leg€&img prednisone equivalents). Resolution occurred in
124 patients (57.9%) with a median time to resolution of 284ks (ranged.1-153.6t).

OPDIVO in combination with cabozantinib

In patiens treated with nivolumab 24@g in combination with cabozantinib #@y in RCC the
incidence of rash was 62.2499/320).Grade2 andGrade3 cases were reported in 22.5% (72/320)
and 10.6% (34/320) of patients, respectively. No G#aoleb cases were ported Median time to onset
was6.14 weeks (range: 0-:192.3 weeks)Four patients (1.3%), required permanent discontinuation of
nivolumab in combination with cabozantinib. Fifteen patients receiveddugh corticosteroids (at
least40 mg prednisone egyvalents).Resolution occurred in 13atients (65.8%) with a median time
to resolution of 17.7Weeks(range:0.1- 106.6 weeks).

Infusion reactions

OPDIVO monotherapy

In the pooled analysis in patients treated with nivolumab monotherapy, the incidence of
hypersensitivity/infusion reactions, including anaphylactic reaction4w@% (1333319, including6
Grade 3 and 2 Grade 4 cases. No deaths due to infusion meaetice reported.

OPDIVO in combination with ipilimumab

In patients treated with nivolumab 1 mg/kg in combination with ipilimumab 3mg/kg in melanoma, the
incidence of hypersensitivity/infusion reactions was 3.8% (17/448); all were Grade 1 or 2 in severity.
Grade 2 cases were reported in 2.2% (10/448) of patients. No GEadas@s were reported.

In patients treated with nivolumabn®/kg in combination with ipilimumab 1 mg//kg in RCC, the
incidence of hypersensitivity/infusion reactions was 4.0% (22/%dii\yere Gradd. or 2 in severity.
Grade2 cases were reported in 2.4% (13/547) of patients. No Gradases were reported.

In patients treated with nivolumabn®y/kg in combination with ipilimumab hg/kg in malignant
pleural mesotheliomahe incidene of hypersensitivity/infusion reactions we®6 (36/300); Grade2
and Grade 8ases were reported in 5.0% (15/300) and 1.3% (4/300) of patients, respectively

OPDIVO in combination with ipilimumaband platinumbased chemotherapy

In patients treated with nivolum&®s0mg in combinatiomwith ipilimumab1 mg/kg and chemotherapy
in NSCLC, the incidence of hypersensitivity/infusion reactions was 4.7% (17/358). @r&tade 3,
and Grade 4 cases were reported in 2.2% (8/358), 0.38568)1/and 0.3% (1/358) of patients,
respectively. No Grade 5 cases were reported.

OPDIVO in combination with cabozantinib

In patients treated with nivolumab 24y in combination with cabozantinib 40y in RCC the
incidence ohypersensitivity/infusion @ctions was 2.5% (8/320); All @atients were Gradkor 2 in

severity. Grad@ cases were reported in 0.3% (1/320) of patients. No Gradmses were reported.
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OPDIVO in combination with chemotherapy

In patients treated with nivolumab 24y and 360ng in combination with chemotherapy in (FOLFOX

or XELOX) gastric cancer, gastaesophageal junction cancer or oesophageal adenocarcinoma, the
incidence of hypersensitivity/infusion reactions was 14.2% (111/782). Grdémde3, and Gradd

cases were r@pted in 8.8% (69/782), 1.9% (15/782) and 0.3% (2/782) of patients, respectively.

Immune-related neurological adverse reactions

The following adverse events observed across clinical trials of nivolumab or nivalig@hbination

with ipilimumab were repaed in less than 1% of patients: demyelination, autoimmune neuropathy
(including facial and abducens nerve paresis), Guilkdmé syndrome, myasthenic
syndrome/myasthenia gravis, and encephalitis.

Complications of allogeneic HSCT in classical Hodgkin Lmphoma

In 49 evaluated patients from two cHL studies who underwent allogeneic HSCT after discontinuing
nivolumab monotherapy, Grade 3 or 4 acute GVHD was reporie#f patients £6.53%). Hyperacute
GVHD, defined as acute GVHD occurring within 14 dafgersstem cell infusion, was reportedtihmee
patients 6%). A steroidrequiring febrile syndrome, without an identified infectious cause, was reported
in six patients 12%) within the first 6 weeks postansplantation, with five patients responding to
steroids. Hepatic venocclusive disease occurred in one patient, who died of GVHD andongéth
failure. Nine of 49 patients {8.4%) died from complications of allogeneic HSCT after nivolumab. The
49 patients had a median follewp from subsequent allogeic HSCT of5.6 months (range: -9
months).

Other immune-related adverse reactions

Other clinically significant immuneelated adverse reactions have been observed. Some of these have
had fatal outcome. Across clinical trials of nivolumab or nivolumab in combination with ipilimumab
investigating various doses and tumour types, the fallgummunerelated adverse reactions were
reported in less than 1% of patients: pancreatitis, uveitis, gastritis, sarcoidosis, ducateesyiti,
meningitis,myositis, myocarditis, and rhabdomyolysis.

Postmarketing experience

The following events have beddentified during post approval use of nivolumab or nivolumab in
combination with ipilimumab. Because reports are voluntary from a population of unknown size, an
estimate of frequency cannot be made.

Eye disordersVogt-KoyanagiHarada syndrome

Immunesystem disordersolid organ transplant rejection, grafirsushostdiseasehaemophagocytic
lymphohistiogtosis

Endocrinesystem disorder hypoparathyroidism
Blood and lymphatic disorderautoimmune anaemia, haelyt@ anaemia

Reporting suspected adverse reactions

Reporting suspected adverse reactions after registration of the medicinal product is important. It allows
continued monitoring of the benefisk balance of the medicinal product. Healthcare profedsiana
asked to report any suspected adverse reactions at http://www.tga.gov.au/rggottiams.

4.9. OVERDOSE
There is no information on overdosage with OPDIVO.

In case of overdosage, patients must be closely monitored for signs or symptaiasreé reactions,
and appropriate symptomatic treatment instituted.
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For information on the management of overdose, contact the Poison Information Centre on 131126
(Australia).

5. PHARMACOLOGICAL PROPERTIES
5.1. PHARMACODYNAMIC PROPERTIES

Mechanism of action

Nivolumab is a fully human immunoglobulin G4 (IgG4) monoclonal antibody (HUMADb) which binds

to programmed death (PD-1) receptor and blocks its interaction with the ligandsLRand PDL2.

The PD1 receptor is a negative regulator e€dll activity. Engagemnt of PD1 with PDL1 and PD

L2, which are expressed in antigen presenting cells and may be expressed by tumours or other cells in
the tumour microenvironment, results in inhibition ofcdll proliferation and cytokine secretion.
Nivolumab potentiates -Cell responses, including afttimour responses, through blockade of PD1
binding to PBL1 and PDL2 ligands. In syngeneic mouse models, blockingIP&rtivity resulted in
decreased tumour growth.

Combined nivolumab (anfPD-1) and ipilimumab (atCTLA-4) mediated inhibition results in
enhanced Tell functionthat is greater than the effects of either antibody alone, and results in improved
antitumour responses in metastatic melanoma. In murine syngeneic tumour models, dual blockade of
PD-1 and CTLA4 resited in synergistic ariumour activity.

Clinical trials
MELANOMA
Adjuvant melanoma OPDIVO monotherapy

Randomised phase 3 study of nivolumab vs ipilimumab 10 f@Aa09238)

The safety and efficacy of nivolumab 3 mg/kg as a monotherapy for the tréatfrgatients with

completely resected melanoma were evaluated in a phase 3, randomised;bliodibudy
(CA209238). The protocol allowed for the inclusion of patients (15 years or,olMer)had an ECOG
performance status score of 0 owith Stage IB/C or Stage IV American Joint Committee on Cancer

(AJCC), 7th edition histologically confirmed melanoma that is completely surgically resePerthe

AJCC 8th edition, this corresponds to patients with lymph node involvement (Stagentiétastases

(Stage V). Patients were enrolled regardless of their tumourLRDstatus. Patients with prior
aut oi mmune di sease, and any condition requiring
mg daily prednisone or equivalent) or other inmosuppressive medications, as well as patients with

prior therapy for melanoma except surgery, adjuvant radiotherapy after neurosurgical resection for

|l esions of the central nervous system, and pric
randomsation were excluded from the study.

A total of 906 patients were randomised to receive either nivolumab 3 mg/kg (n = 453) administered
every 2 weeks or ipilimumab 10 mg/kg (n = 453) administered every 3 weeks for 4 doses then every 12
weeks beginning atreek 24 for up to 1 yealpilimumab (10mg/kg) was chosen as the comparator as

it has demonstrated a superior overall survival (OS) compared to standard of care after complete
resection of highiisk stage Il patients with melanoma (HR=0.72 95.1% CI. 00583; p=0.0013).
Randomisation was stratified by tumourfDL expressi on (O 5% vs. < 5%/
of disease per the AJCC staging system. Tumour assessments were conducted every 12 weeks for the
first 2 years then every 6 months thereafter

The primaryendpointwas recurrencéree survival (RFS). Key secondary endpoint were OS and QoL.

RFS, assessed by investigator, was defined as the time between the date of randomisation and the date
of first recurrence (local, regional, or distant metastasis), new primary melanoma, or death due to any
cause, whichever occurred first.

Baseline charaetistics were generally balanced between the two groups. The median age was 55 years
(range: 1836), 58% were men, and 95% were white. Baseline ECOG performance status score was 0
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(90%) or 1 (10%). The majority of patients had AJCC Stage lll disease (8hé0),9% had Stage IV.
Forty-two percent of patients were BRAF V600 mutation positive, 45% were BRAF wild type; and for
13% BRAF status was unknown. Among patients with quantifiable tumotrlP&Epression (>5%),

the distribution of patients was balancedass the treatment groups. Tumour-PDexpression was
determined using the RDL IHC 288 pharmDx assay.

Minimum follow-up was approximately 18 monthBhe trial demonstrated a statistically significant
improvement in RFS for patients randomised to tiwelamab arm compared with the ipilimumab
10mg/kg armbased on are-specifiedinterim analysis At the time the study reached its primary
endpoint of RFS, the secondary endpoint of OS was noawagtableand subjects continue to be
monitored RFS resuk are shown ifrigurel andTable9 (all randomised population).

Figure 1 Recurrencefree survival (CA209238)
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Recurrencdree survival (Months)

Number of Subjects at Risk

Nivolumab

453 399 353 332 311 291 249 71 5 0
Ipilimumab

453 364 314 269 252 225 184 56 2 0

bbabbbNi v o}-dmra Ipilimumab
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Table 9 Efficacy results (CA209238)

nivolumab ipilimumab 10 mg/kg®
(n =453) (n=453)
Recurrencefree Survival
Events 154 (34.0%) 206 (45.5%)
Hazardratic® 0.65
97.56% ClI (0.51, 0.83)
p-value p<0.0001
Median (95% CI) months Not Reached Not Reached
(16.56, NR)
Rate (95% ClI) at 1thonths 70.5 (66.1, 74.5) 60.8 (56.0, 65.2)
Rate (95% CI) at 1&onths 66.4 (61.8, 70.6) 52.7 (47.857.4)

aDerived from a stratified proportional hazards model.

b P-value is derived from a legank test stratified by tumour POL expression and stage of disease; the corresponding
O 6 B r-Rleming efficacy boundary significance level is 0.0244.

¢ Not registered in Australia

RFS benefit was consistently demonstraaedoss subgroups, including tumour -BD expression,
BRAF status, and stage of disease.

Quality of life (QoL),was assessed by the European Organization for Research and Treatment of Cancer
(EORTC) QLQC30, the EQ5D utility index and visuahnalogscale YAS). QoL with nivolumab
remained stable and closeltaseline values during treatment.

Previously untreated nresectable or metastatic melanom@®PDIVO monotherapy

Randomised phase 3 study vs. dacarbaf{®&209066)

The safety and efficacy of nivolum&bmg/kg as monotherapy for the treatment of advanced
(unresectable or metastatic) melanoma were evaluated in alaselomised, doublelind study
(CA209066). The study included adult patients ¥&8rs or older) with confirmed, treatmendive,

Stage Il or IV BRAF wild-type melanoma and an ECOG performastzus score of 0 or 1. Patients

with active autoimmune disease, ocular melanoma, or active brain or leptomeningeal metastases were
excluded from the study.

A total of4l18patients were randomised teeceive either nivolumab @210) administered
intravenously over 6finutes aB mg/kg every 2 weeks or dacarbaz{ne= 208) at1000mg/nt every

3 weeks.Randomisation was stratified by tumour D status and M stage (M0O/M1a/M1b versus
M1c). Treatment was continued as long as clinical benefit was observed or until treatment was no longer
tolerated. Treatment after disease progression was permittediémtgatho had a clinical benefit and

did not have substantial adverse effects with the study drug, as determined by the investigator. Tumour
assessments, according to the Response Evaluation Criteria in Solid Tumours (RECIST) 1 \ersion
were conducte8 weeks after randomisation and continued eGameeks for the first year and then
everyl2weeks thereafter. The primary efficacy outcome measure was overall survival (OS). Key
secondary efficacy outcome measures were investigagassed progressiondrsurvival (PFS) and
objective response rate (ORR).

Baseline characteristics were balanced between the two groups. The median #&fe/eaes
(range:18-87), 59% were men, and 99.5% were white. Most patients had ECOG performance score of
0 (64%) or 1 (34% Sixty-one percent of patients had M1c stage disease at study entry. Seuenty
percent of patients had cutaneous melanoma, and 11% had mucosal melanoma; 35% of patients had
PD-L1 positive melanoma>6% tumour cell membrane expression). Sixteen peiaiepatients had
received prior adjuvant therapy; the most common adjuvant treatment was interferon (9%). Four percent
of patients had a history of brain metastasis, and 37% of patients had a baseline LDH level greater than
ULN at study entry.
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The observedDS igure 2, Table 10) benefit was consistently demonstrated across subgroups of
patients including baseline ECOG performance status, M stage, history of brain metastases, and baseline
LDH level. Survival benefit was observed regardless of whethdrP&pression was above or below

a PDL1 tumour membrane expression-cdt of 5% or 10%.

Figure 2 Overall survival (CA209066)
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Table 10 Efficacy results (CA209066)

nivolumab dacarbazine
(n=210) (n=208)
Overall survival
Events 50 (23.8%) 96 (46.2%)
Hazard ratio 0.42
99.79% CI (0.25, 0.73)
95% ClI (0.30, 0.60)
p-value <0.0001
Median (95%Cl) Not reached 10.8 (9.33, 12.09)
Rate % (95% ClI)
At 6 months 84.1(78.3, 88.5) 71.8 (64.9, 77.6)
At 12 months 72.9 (65.5, 78.9) 42.1 (33.0, 50.9)
Progressionfree survival
Events 108 (51.4%) 163 (78.4%)
Hazard ratio 0.43
95% Cl (0.34, 0.56)
p-value <0.0001

Median (95% ClI)

Rate % (95% ClI)
At 6 months
At 12 months

Objective response
(95% ClI)

Odds ratio (95% CI)
p-value

Complete response (CR)
Partial response (PR)
Stable disease (SD)

Median duration of response

5.1 (3.48, 10.81)

48.0 (40.8, 54.9)
41.8 (34.0, 49.3)

84 (40.0%)
(33.3, 47.0)

16 (7.6%)
68 (32.4%)
35 (16.7%)

2.2 (2.10, 2.40)

18.5 (13.1, 24.6)

NA
29 (13.9%)
(9.5, 19.4)
4.06 (2.52, 6.54)
<0.0001
2 (1.0%)

27 (13.0%)
46 (22.1%)

Months (range) Not reached (0*-12.5) 6.0 (1.1-10.0)
Median time to response
Months (range) 21 (1.2-7.6) 21 (1.83.6)

Previously untreated mresectable or metastatic melanoma OPDIVO in combination with
ipilimumab

Randomised phase 3 study of nivolumab in combination with ipilimumab or nivolumamatherapy

vs. ipilimumab as monotherap@A209067)

The safety and efficacy aivolumab in combination with ipilimumab and nivolumaonotherapy for

the treatment of advanced (unresectable or metastatic) melanoma were evaluated in3a phase
randomised, doublblind study (CA209067). The study included adult patientyy€E8s or aler) with
confirmed unresectable Stage Il or Stage IV melanoma, regardlessldf @Xpression. Patients were

to have ECOG performance status score of 0 or 1. Patients who had not received prior systemic
anticancer therapy for unresectable or metastatedanoma were enrolled. Prior adjuvant or
neoadjuvant therapy was allowed if it was completed at least 6 weeks prior to randomisation. Patients
with active autoimmune disease, ocular/uveal melanoma, or active brain or leptomeningeal metastases
were excludd from the study.
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A total of945patients were randomised to receive nivolumab in combination with ipilimumab
(n=314), nivolumab as monotherapy<1816), or ipilimumabas monotherapgn = 315). Patients in

the combination arm received nivolumalmgy/kg over 60 minutes and ipilimumab 3 mg/kg over 90
minutes administered intravenously every 3 weeks for the first 4 doses, followed by nivolomiy 3

as monotherapy every 2 weeks. Patien the nivolumab monotherapy arm received nivolumab 3
mg/kg every 2 weeks. Patients in the comparator arm received ipilimumaikd and nivolumab
matched placebo intravenously every 3 weeks for 4 doses followed by placebo every 2 weeks.
Randomisationwas stratified by PR 1 expression (O5% vs. <5% tumour
BRAF status, and M stage per the American Joint Committee on Cancer (AJCC) staging system.
Treatment was continued as long as clinical benefit was observed or until treai@sent longer
tolerated. Tumour assessments were conducteee&Rs after randomisation then every 6 weeks for

the first year, and every 1feeks thereafter. The guimary outcome measures were PFS and OS.
ORR and the duration of response were also ssdeshis study evaluated whether-EDexpression

was a predictive biomarker for the-pdmary endpoints. The efficacy of nivolumab in combination
with ipilimumab and nivolumab monotherapy was each compared with that of ipilimumab. In addition,
the differences between the two OPDIMONtaining groups were evaluated descriptively, but not
included in formal hypothesis testing.

Baseline characteristics were balanced across the three treatment groups. The mediaGlageanas

(range: 18 to 9Qears), 6% of patients were men, and 97% were white. ECOG performance status

score was 0 (73%) or 1 (27%). The majority of the patients had AJCC Stage IV disease (93%); 58%

had M1c disease at study entry. Twetmyp percent of patients had received prior adjuvheatapy.

Thirty-two percent of patients had BRAF mutatipositive melanoma; 26.5% of patients had-IPD

O5% tumour cell membrane expression. Four percer
36% of patients had a baseline LDH level greatanttlLN at study entryBaseline tumour tissue

specimens were systematically collected prior to randomisation in order to conduct planned analyses of
efficacy according to PI1 expressionQuantifiable tumour PEL1 expression was measured in 89%
(278/314)0f patients randomised to nivolumab in combination with ipilimumab, 91% (288/316) of
patients randomised to nivolumab monotherapy, and 88% (277/315) of patients randomised to
ipilimumab alone. Among patients with quantifiable-BDexpression, the distrilion of patients was

balanced across the three treatment groups at the predefined tumbut PDe x pr essi on | eve
(24% in the nivolumab in combination with ipilimumab arm, 28% in the nivolumab monotherapy arm,

and 27% in the ipilimumab arm). Tumour B expression was determined using thelBOHC 28

8 pharmDx assay.

Both nivolumabcontaining arms demonstrated a significant PFS and OS benefit and greater ORR
compared with ipilimumab monotherapy.

Efficacy resultsfor all randomised patientsre shavn in Table 11 and Figure 3 (PFS), andrigure 4
(OS)

Among 128 patients who discontinued nivolumab in combination with ipilimumab due to adverse
reaction after 18 months of folleup, median PFS was 16.7 months (95% CI: 10.2, NA). Among 131
patients whb discontinued the combination due to adverse reaction after 28 months ofuplldiae

ORR was 71% (93/131) with 20% (26/131) achieving a complete response and median OS was not
reached
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Table 11 Efficacy results (CA209067)

nivolumab+
ipilimumab nivolumab ipilimumab
(n=314) (n=316) (n=315)
Progressionfree survival
Events, n (%) 161 (51.3%) 183 (57.9%) 245 (77.8%)
Hazard ratio (vs. ipilimumab) 0.42
(99.5% CI) (0.32, 0.56) 0.55(0.42,0.73)
p-value p<0.0001 p<0.0001
Hazard ratio (vs. nivolumal
monotherapy) 0.76
(95% CI)¢ (0.62, 0.95)
Median months 11.5 6.9 2.9
(95% CI) (8.9, 22.18) (4.3,9.5) (2.8, 3.4)
Rate % (95% ClI)
At 6 months 62 (56, 67) 52 (46, 57) 29 (24, 34)
At 9 months 49 (44, 56) 42 (36, 47) 18 (14, 23)
At 18 months 46 (41, 52) 39 (34, 45) 14 (10, 18)
Overall survival®
Events (%) 128 (41%) 142 (45%) 197 (63%)
Hazard ratio (vs ipilimumab) 0.55 0.63
(98% CI) (0.42,0.72) (0.48, 0.81)
p-value p<0.0001 p<0.0001
Hazard ratio (vs nivolumab
0.88
monotherapy)
(95% ClI)° (0.69, 1.12)
Median months Not reached Not reached 20.0
(95% CI) (29.1, NE) (17.1, 24.6)

Rate (95% CI)
At 12 months
At 24 months

73% (68, 78)
64% (59, 69)

74% (69, 79)
59% (53, 64)

67% (61, 72)
45% (39, 50)

Objective response rate
(95% ClI)
Odds ratio (vs ipilimumab)
(95% ClI)

Complete response (CR)

Partial response (PR)

Stable disease (SD)
Duration of Response

Median (range), months

Proportion O I
duration
Proportion O &
duration

185 (59%)
(53.3, 64.4)
6.5
(3.81, 11.08)

54 (17%)
131 (42%)
36 (12%)

Not reached
(0*-33.3)

64%

50%

141 (45%)
(39.1, 50.3)
3.54
(2.1, 5.95)

47 (15%)

94 (30%)
31 (10%)

31.1 (0-32.3)
70%

49%

60 (19%)
(14.9, 23.8)

14 (4%)
46 (15%)
67 (21%)

18.2 (0-31.5)
53%

32%

a Minimum follow up of 18 months .
b Minimum follow up of 28 months.
¢ Unadjusted for multiplicity
NE=not estimable.

A+0 denot eobsergatiomensor ed
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Figure 3 Progressionfree survival (CA209067)
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Mumber of Subjects at Risk
Nivolumab

38 177 148 127 114 104 94 L]
Nivolumab + Ipilimumab

314 9 174 156 133 126 103 48
Ipilimumab

315 137 78 58 46 40 25 15

e Mivolumab (events: 183/316), median and 95% CI: 6.87 (4.34, 9.46)

+ = . MNnolumab + Ipiimumab (events: 161/314), median and 95% CI: 11.50 (8.90, 22.18)

— = — |pilimumab (events: 245/315), median and 95% CI: 2.89 (2,79, 3.42)

Mivolumab vs Ipilimumab - hazard ratio and 99.5% CI: 0.55 (0.42, 0.73); p-value: <0.0001

24 27

Mivolumab + Iplimumab vs Ipilimumab - hazard ratio and 99.5% CI: 0.42 (0,32, 0.56); p-value: <0.0001

Mivolumab + Ipilimumab vs Nivolumab - hazard ratio and 95% CI: 0.76 (0.62, 0,95)
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Figure 4 Overall survival(CA209067)
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Overall Survival (Months)

Number of Subjects at Risk
OPDIVO + Ipilimumab

314 292 265 247 226 221 209 200 198 192 170 49 7 0
OPDIVO

316 292 265 244 230 213 2001 191 181 175 157 55 3 0
Ipilimumab

315 285 254 228 205 182 164 149 136 129 104 34 4 0

—=— Nivolumab (events: 142/316), median and 95% CI: N.A. (29.08, N.A.)
- == - Nivolumab + Ipilimumab (events: 128/314), median and 95% CI: N.A.
— = — Ipilimumab (events: 197/315), median and 95% CI: 19.98 (17.08, 24.61)

Nivolumab vs Ipilimumab - hazard ratio and 98% Cl: 0.63 (0.48, 0.81); p-value: <0.0001
Nivolumab + Ipilimumab vs Ipilimumab - hazard ratio and 98% CI: 0.55 (0.42, 0.72); p-value: <0.0001
Nivolumab + Ipilimumab vs Nivolumab - hazard ratio and 95% CI: 0.88 (0.69, 1.12)

The improvements in PFS, OS, ORR and DOR that were seen in both nivatomtaming arms
compared to ipilimumab monotherapyaple 11) were consistent across patient subgroups including
baseline ECOG performance status, BRAF status, M stage (7th EditiadCaf lelanoma of the skin
staging classification system), age, history of brain metastases, baseline LDH level andPib+bbur
expression levels

Greater objective response rates were demonstrated for nivolumab in combination with ipilimumab
relative to nivolumab monotherapy across tumowlR[2xpression levelsvith a best overall response
of complete response correlating to an improved survival rate.

Analyses comparing nivolumab monotherapy to nivolumab in combination with ipilimumab Mvere a
descriptive. KaplaiMeier plots of these exploratory subgroup analysesparing PFS and OS in
patients withtumourPR 1 expression of <1% v eFigueSandbiglhe ar e
6.

No clear cuioff for PD-L1 expression can reliably be established when considering the relevant
endpoints of tumour response, PFS and OS.

AU_PI_OPDIVO_V30.0 51



Figure 5 Progressionfree survival by tumour PD-L1 expression level (CA209067) at 18
months of follow~up
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117 50 42 34 13 2 0 0 171 115 97 83 34 7 1 0
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~*~OPDIVO + Ipilimumab (events : 59/123), median and 95% Cl : 11.17 (6.93, N.A.) * T~ OPDIVO + Ipilimumab (events : 72/155), median and 95% Cl : 12.35 (8.51, N.A.}
~—=—OPDIVO (events : 76/117), median and 95% Cl : 2.83 (2.76, 5.13) ——OPDIVO (events : 79/171), median and 95% Cl : 12.39 (8.11, N.A.)
=%~ Ipilimumab (events : 85/113), median and 95% CI : 2.79 (2.66, 2.96) ~ 9~ Ipilimumab (events : 122/164), median and 95% CI : 3.91 (2.83, 4.17)
OPDIVO + Ipilimumab vs. Ipilimumab - hazard ratio and 95% C\ 0.38 (0.27, 0.53) OPDIVO + Ipilimumab vs. Ipilimumab - hazard ratio and 95% C\ 0 44 (0.32, 0.58)
OPDIVO vs. Ipilimumab - hazard ratio and 95% Cl: 0.67 (0. 92) OPDIVO vs. Ipilimumab - hazard ratio and 95% CI: 0.46 (0. 61)
‘OPDIVO + Ipilimumab vs. OPDIVO - hazard ratio and 95% CI 0 56 (0.40, 0.79) OPDIVO + Ipilimumab vs. OPDIVO - hazard ratio and 95% CI 0 95 (0.69, 1.31)

Figure 6 Overall survival by tumour PD-L1 expression level (CA209067) at 2 years of
follow-up
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OPDIVO OPDIVO
117 103 86 76 73 65 62 59 57 55 50 16 2 1] 171 165 158 148 139 131 122 117 112 109 98 36 1 0
Ipilimumab Ipilimumab
113 96 87 79 71 61 57 50 44 43 32 10 1 o 164 155 138 126 115 102 89 83 77 74 64 21 2 0
- =+ * Nivolumab + Iplimumab (events: 56/123), median and 95% CI: N.A. (26.45, N.A.) © 7" " Nivolumab + Ipilimumab {events: 56/155), median and 95% CI: N.A.
Nivolumab (events: 64/117), median and 95% Cl: 23.46 (13.01, N.A) — Nivolumab (events: 63/171), median and 95% CI: N.A.
=== Ipiimumab (events: 74/113), median and 95% Cl: 18.56 (13.67, 23.20) — = ~ Ipilimumab (events: 98/164), median and 95% CI: 22.11 (17.08, 29.67)
Nivolumab + Ipilimumab vs Ipilimumab - hazard ratio and 95% Cl: 0.60 (0.42, 0.84) Nivolumab + Ipilimumab vs Ipilimumab - hazard ratio and 95% Cl: 0.53 (0.38. 0.74)
Nivolumab vs Ipilimumab - hazard ratio and 95% Cl: 0.80 (0.57, 1.12) Nivolumab vs Ipilimumab - hazard ratio and 95% Cl: 0.52 (0.38. 0.71)
Nivolumab + Ipilimumab vs Nivolumab - hazard ratio and 95% Cl: 0.74 (0.52, 1.06) Nivolumab + Ipilimumab vs Nivelumab - hazard ratio and 95% ClI: 1.03 (0.72, 1.48)

The safety of the combination of nivolumab and ipilimumab in patients across-défimed subgroups
was consistent with that in all randomised patients.
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Randomised phase 2 study of nivolumab in combination with ipilimumab vs ipiliniG#a09069)
Study CA209069 was a randomised, Phasealoubleblind study comparing the combination of
nivolumab and ipilimumab with ipilimumab alone in lg&tients with advanced (unresectable or
metastatic) melanoma with similar inclusion criteria to study CA209067 angdritmary analysis in
patients with BRARwild-type melanoma (77%f patients). Investigator assessed ORR was
61%(95%Cl: 48.9,72.4) in the combination arm (n=72) versus 1®&Cl: 3.0,25.4) for the
ipilimumab arm (n=37). The estimated 42d18 monthOS rates were 79% (95@: 67,87) and 73%
(95%CIl: 61, 82) respectively for the combination and 62% (969644, 75) and 56% (95% CB9, 70)
respectively for ipilimumab.

Previously treated unresectable or metastatic melaner@PDIVO monotherapy

Randomisd phase 3 study vs. chemotherapy (CA209037)

The safety and efficacy of OPDIVO 3 mg/kg as monotherapy for the treatment of advanced
(unresectable or metastatic) melanoma were evaluated in a phase 3, randomistahebstudy
(CA209037). The study incledl adult patients who had progressed on or after ipilimumab and if BRAF
V600 mutation positive had also progressed on or after BRAF kinase inhibitor therapy. Patients with
active autoimmune disease, ocular melanoma, or a known history of prior ipilirmetatdd high

grade (Grade 4 per CTCAE v4.0) adverse reactions except for resolved nausea, fatigue, infusion
reactions, or endocrinopathies were excluded from the study.

A total of 405 patients were randomised to receive either nivolumab (n = 272) admdhister
intravenously over 60 minutes at 3 mg/kg every 2 weeks or chemotherapy (n = 133) which consisted of
the investigatordés choi céevay3 weeks) dor earbopthindAJCBa z i ne
every 3 weeks) and paclitaxel (175 mékwery 3 weeks)Randomisation was stratified by BRAF and

tumour PDL1 status and best response to prior ipilimumab.

The coeprimary efficacy outcome measures were confirmed ORR in the first 120 patients treated with
nivolumab, as measured by independent radiology revieanittee (IRRC) using RECIST 1.1, and
comparison of OS of nivolumab to chemotherapy. Additional outcome measures included duration and
timing of response.

The median age was 60 years (range82p Sixty-four percent of patients were men and 98% were
white. ECOG performance scores were 0 for 61% of patients and 1 for 39% of patients. The majority
(75%) of patients had M1c stage disease at study entry. Sathesdypercent of patients had cutaneous
melanoma and 10% had mucosal melanoma. The number o$ystemic regimen received was 1 for

27% of patients, 2 for 51% of patients, and > 2 for 21% of patients. Tvx@atgercent of patients had
tumours that tested BRAF mutation positive and 50% of patients had tumours that were considered PD
L1 positive. Sixy-four percent of patients had no prior clinical benefit (CR/PR or SD) on ipilimumab.
Baseline characteristics were balanced between groups except for the proportions of patients who had
a history of brain metastasis (19% and 13% in the nivolumab grodpcla@motherapy group,
respectively) and patients with LDH greater than ULN at baseline (51% and 35%, respectively).

At the time of this final ORR analysis, results from 120 nivoluttebted patients and 47
chemotherapyreated patients who had a minimufméanonths of followup were analysed. Efficacy
results are presentedTiable12.

AU_PI_OPDIVO_V30.0 53



Table 12 Efficacy results (CA209037)

nivolumab chemotherapy
(n=120) (n=47)
Confirmed Objective Respons€IRRC) 38 (31.7%) 5 (10.6%)
(95% ClI) (23.5,40.8) (3.5,23.1)

Complete Response (CR) 4 (3.3%) 0

Partial Response (PR) 34 (28.3%) 5 (10.6%)

Stable Disease (SD) 28 (23.3%) 16 (34.0%)
Median Duration of Response

Months (range) Not Reached 3.6 (Not available)
Median Time to Response

Months (range) 2.1(1.67.4) 3.5(2.1-6.1)

Objective responses to nivolumab (according to the definition of theric@ry endpoint) were
observed in patients with or without BRAF mutatioositive melanoma. Of the patients wiegeived
nivolumab, the ORR in the BRAF mutatipositive subgroup (n = 26) was 23% (95% CI: 9.0, 43.6),
and 34% (95% ClI: 24.6, 44.5) in patients whose tumours were BRARyp#d(n = 94). Objective
responses to nivolumab were observed regardless of vtpettients had tumours that were designated
PD-L1 negative or PEL1 positive (tumour membrane expression cut off of 5% or 10%). However, the
role of this biomarker (tumour RD1 expression) has not been fully elucidated.

The OS data were not mature at time of the PFS analysis. There was no statistically significant
difference between nivolumab and chemotherapy in the preliminary OS analysis that was not adjusted
for the potentially confounding effects of subsequent therapy. It is of note that 42 3h6éats in

the chemotherapy arm subsequently received afP&ttitreatment.

PFS numerically favoured the nivolumab group vs. the chemotherapy group in all randomised patients,
BRAF mutation positive patients, and BRAF wilgpbe patients (HRs 0.74 [95%): 0.57, 0.97], 0.98
[95% CI: 0.56, 1.70], and 0.63 [95% CI: 0.47, 0.85], respectively).

Phase 1 dosescalation study (CA209003/MDX1108)

The safety and tolerability of OPDIVO were investigated in a phase 1;lapeidosesscalation study

in varioustumour types, including malignant melanoma. Of the 306 patients enrolled in the study, 107
had melanoma and received OPDIVO at a dose of 0.1 mg/kg, 0.3 mg/kg, 1 mg/kg, 3 mg/kg, or 10 mg/kg
for a maximum of 2 years. In this patient population, objectigparse was reported in 33 patients
(31%) with a median duration of response of 22.9 months (95% CI: 17.0, NR). The median PFS was
3.7 months (95% CI: 1.9, 9.3). The median OS was 17.3 months (95% CI: 12.5, 36.7), and the estimated
OS rates were 63% (95%:@E3, 71) at 1 year, 48% (95% CI: 38, 57) at 2 years, and 41% (95% CI: 31,
51) at 3 years.

NON-SMALL CELL LUNG CANCER (NSCLC)

Previouslyuntreated advanced or metastatic NSCL-COPDIVO in combination with ipilimumab
and chemotherapy

Randomised phase 3 syuds.platinumdoubletchemotherapyCA20DLA)

CA2099LA was a randorsed, operabel trial in patients with metastatic or recurrent NSCLC. The

trial included patients (18 years of age or older) with histologically confirmed Stage IV or recurrent
NSCLC (perthe 7th International Association for the Study of Lung Cancer classification [IASLC]),
ECOG performance status 0 or 1, and no @ystemicanticancer therapy (including EGFR and ALK
inhibitors)for metastatic diseasPatients were enrolled regardle$sheir tumor PBL1 status. Patients

with known EGFR mutations or ALK translocations sensitive to available targeted inhibitor therapy,
untreated brain metastases, carcinomatous meningitis, active autoimmune disease, or medical
conditions requiring systemimmunosuppression were excluded from the study. Patients with treated
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brain metastases were eligible if neurologically returned to baseline at \eeskZ prior to enrollment,
and either off corticosteroids, or on a stable or decreasing dose ofgddily prednisone equivalents.

Patients were randomized 1:1 to receive eitlieolumab360 mg administered intravenously over 30

minutes every 3 weeks in combination with ipilimumab 1 mg/kg administered intravenously over 30
minutes every 6 weeks apthtinumdoublet chemotherapy administered everyegks for 2 cycles;

or platinumdoublet chemotherapy administered every 3 weeks foyckes. Patients with nen
squamous NSCLC in the control arm could receive optional pemetrexed maintenance therapy.
Stratification factors for randorsation were tumorPD-L 1 expressi on | eownedr ( O1%
guantifiablg, histology (squamous versus nasquamous), and gender (male versus female). Platinum
doubletchemotherapy consisted of either:

| carboplatin (AUC 5 b6) and pemetrexed 500 mg/fagr cisplatin 75 mg/fhand pemetrexed
500 mg/n? for nonsquamous NSCLC, or
| carboplatin (AUC 6) and paclitaxel 200 md/for squamous NSCLC.

Study treatment continued until disease progression, unacceptable toxicity, qr for2uyears.
Treatment continued beyond disease progression if a patient was clinically stable and was considered
to be deriving clinical benefit by the investigator. Patients who discontinued combination therapy
because of an adverse event attributgdiionumab were permitted to continmé/olumabas a single
agent.Tumaur assessments were performed every 6 weeks from the first dose of study treatment for
the first 12 months, then every 12 weeks until disease progression or study treatment wasisgiconti

The primary efficacy outcome measure was OS. Additional efficacy outcome measures included PFS,
ORR, and duration of response as assessed by.BICR

A total of 719 patients were randomized to receive eitihedlumabin combination with ipilimumab
andplatinumdoublet chemotherapy (n=361) or platirgimubletchemotherapy (n=358). The median
age was 65 years (range: 26 to 86) with 51% of pattedis/ears and 10%f patient® 75 yearsThe
majority of patients werewhite (89%) andmale (70%). BaselineECOG performance status was 0
(31%) or 1 (68%), 57%f patients had tumourgith PD-L1expressior 1% and 37%ad tumoursvith
PD-L1 expressior<1%, 31%had tumoursvith squamousistologyand 69%had tumoursvith non
squamous histology, 17% had brain metsss and 86% were formmarcurrent smokers.

Efficacy resultsfrom the prespecified interim analysis wh8k1 events were observe87®%6 of the
planned number of events for final analysisinonstrated a statistically significant benefit in OS, PFS,
and ORR, and a clinically meaningful benefit in duration of respQregde13). With an additional 4.6
months of followup, the hazard ratio for overall survival wag®(95% CI: 0.55, 0.80) and median
survival was 15.6 months (95% CI: 13.9, 20.0) and 10.9 months (95% CI: 9.5, 12.5) for patients
receiving nivolumab and ipilimumab and platinurdoublet chemotherapy or platinutoublet
chemotherapy, respectivellyigure?).
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Figure 7: Overall Survival - updated analysis(CA2099LA)

nivolumab in combination with ipilimumab and 2 cycles of platirdoubletchemotherapy/s platinumdoubletchemotherpy

HR 0.66 (95% CI: 0.55, 0.80)

Table 13 Efficacy Results (CA2099LA)

Nivolumab and Ipilimumab Chemothera
and Chemotherapy (n=358) Py
(n=361) -
Overall Survival
Evens (%) 156(43.2) 195 (54.5)
Median (months) 14.1 10.7
(95% CI) (13.2, 162) (95, 125)
Hazard ratio 96.726 CI)? 0.69 (0.55, 0.87)
Stratified Iogtrankp—valué3 0.0006
Rate (95% CI) at 6 months 80.9 (76.4, 84.6) \ 72.3 (67.4,76.7)
Progressionfree Survival per BICR
Events (%) 232(64.3) ] 249(69.6)
Hazard ratio 97.48% CI)? 0.70(0.57, 0.86)
Stratified logrank p-value® 0.0001
Median (months% 6.8 5.0
(95% ClI) (5.6, 7.7) (4.3,5.6)
Rate (95% CI) at 6 months 51.7 (46.256.8) 35.9 (30.5, 41.3)
Overall ResponseRate per BICR (%) 38 25
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