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1. NAME OF THE MEDICINAL PRODUCT OPDIVO 10 mg/mL concentrate for solution for infusion. 2. QUALITATIVE AND QUANTITATIVE COMPOSITION Each mL of concentrate for solution for
infusion contains 10 mg of nivolumab. One vial of 4 m. contains 40 mg of nivolumab. One vial of 10 mL contains 100 mg of nivolumab. One vial of 24 mL contains 240 mg of nivolumab.
Nivolumab s produced in Chinese hamster ovary cells by recombinant DNA technology. Excipient with known effect Each mL of concentrate contains 0.1 mmol (or 2.5 me) sodium. For the full
lst of excipients, see section 6.1. 3. PHARMACEUTICAL FURM Concentrate for solution for nfusion (sterle concentrate). Clear to opalescent, colourlss to pale yellow liquid that may contain
fewhghtpamr\es The solution has a pH of app ly 6.0 and an osmolalty of app | 340m[]sm/kg4[lINIEAI.FARTI[ULAR541Therapeut|t|nd|tat|onsMelanumaUPl]Wﬂas
monatherapy ot in combinaton it \p\hmumah isindcated forte teatmentof advanted (unreset able o metastatlt) melanomain adults. Relatlve tonivolumab monotherapy, an increase
in progression-ree survival (PFS) and overall surviva (0S) for the combination of nivolumab with pil tablished only in p hlow tumour PD-L1 expression (see sections 44
and 5.1). Adjuvant treatment of melanoma OPDIV0 as monotherapy is indicated for the adjuvant treatment of adulsvith melanuma with involvement of Iymph nodes or metastatic disease
who have undergone complete resection (see section 5.1). Non-small cell lung cancer (NSCL) OPDIVO in combination with ipifimumab and 2 cycles of platinum-based chemotherapy is
indicated for the fist-line treatment of metastatic non-smal cell lung cancer in adults whose tumours have no sensitising EGFR mutation or ALK translacation. OPDIVO as monotherapy is
indicated for the treatment of locally advanced or metastatic non-smallcellking cancer after prior chemotherapy in adults Renal cel carcinoma (RCC) OPDIVO as monotherapy is indicated for
the treatment of advanced renal cell carcinomaafter pior therapy in adults. OPDIVO in combinati mnwnhlplhmumah isindicated for the fist-line treatment of adult patients with intermediate/
poor-risk advanced renal cell carcinoma (see section 5.1). OPDIVO in combination with cab indicated for the first-ine treatment of adult patients with advanced renal cell carcinoma
(see section 5.). Classical Hodgkin ymphoma (cHL) OPDIVO as monotherapy s indicated for the treatment of adult patients with relapsed o refractory dlassical Hodgkin lymphoma after
autologous stem cell ransplant (ASCT) and treatment with brentuximab vedotin. Squamous cel cancer of the head and neck (SCCHN) OPDIVO as monatherapy s indicated for the treatment
ofrecurrent or metastatic squamous cellcancer o the head and neck in adults progressing on or after platinum-based therapy (see section 5.1). Urathelal carcinoma OPDIVO as monotherapy
is indicated for the treatment of locally advanced unresectable or metastatic urothelial carcinoma in adults after failure of prior platinum-containing therapy. Oesophageal squamous cell
carcinoma (0SCC) OPDIVO as monotherapy is indicated for the treatment of adult patients with unresectable advanced, recurrent or metastatic oesophageal squamous cell carcinoma after
prior fluoropyrimidine- and platinum-based combination chemotherapy. 4.2 Posology and method of administration Treatment must be initiated and supervised by physicians experienced in
the treatment of cancer. Posology 0PDIVO os monatherapy The recommended dose of OPDIVO is either nivolumab 240 mg every 2 weeks or 480 mg every 4 weeks (see section 51) depending
on the indication, as presented in Table 1. Table 1: Recommended dose and infusion time for inravenous adminisration of nivolumab monotherapy Indication* Melanoma (advanced or
adjuvant treatment), Renalcelcarcinoma Recommended dose and nfusion time: 240 mg every 2 weeks over 30 minutes or 480 mg every 4 weeks over 60 minutes; Non-smalcellung cance,
Clasical Hodgkin ymphoma, Squamous cell cancer of the head and neck, Urothelial carcinoma, Oesophageal squamous cell carcinoma Recommended dose and infusion time : 240 mg every
2 weeks over 30 minutes *As per monotherapy indication in section 4.1, If melanoma or RCC patients need to be switched from the 240 mg every 2 weeks schedule to the 480 mg every 4 weeks
schedule, the first 480 mg dose should be administered two weeks after the last 240 mg dose. Conversely if patients need to be switched from the 480 mg every 4 weeks schedule to the
240 mg every 2 weeks schedule, the first 240 mg dose should be administered four weeks after the last 480 mg dose. OPDIVO i combination with oilimumab Melaroma The recommended
doseis 1 mg/kg nivolumab in combination with 3 mg kg ipilimumab administered intravenously every 3 weeks for the first 4 doses. This i then followed by a second phase in which nivoluma
monotherapy is administered intravenously at either 240 mg every 2 weeks or at 480 mg every 4 weeks, s presented in Table 2. For the monotherapy phase, the fist dose of nivolumab should
be administered; 3 weeks after the last dose of the combination of nivolumab and ipilimumab if using 240 mg every 2 weeks; or 6 weeks after the [ast dose of the combination of nivolumab
and ipilimumab if using 480 mg every 4 weeks. Table 2 Recommended doses and infusion times for intravenous administration of nivolumab in combination with ipilimumab for melanoma
Nivolumab Combination phase, every 3 weeks for 4 dosing cycles : 1 mg/kg over 30 minutes Monatherapy phase : 240 mg every 2 weeks over 30 minutes or 480 mg every 4 weeks over
60 mmutes Ip\hmumab [omhma tion phase every 3 weeks for 4 dosing cycles : 3 mg/kg over 90 minutes - Renal cell carcinoma The recommended dose is 3 mg/kg nivolumab in combination
with 1mg/kg pi i Iy every 3 weeks forthe first 4 doses. Thisis then followed by a second phase in which nivolumab monotherapy is administered intravenously
at either 240 mg every 2 weeks or at 480 mg every 4 weeks, as presented in Table 3. For the monotherapy phase, the first dose of nivolumab should be adrinistered; 3 weels after the fast
dose of the combination of nivolumab and ipilimumab if using 240 mg every 2 weeks; or 6 weeks after the [ast dose of the combination of nivolumab and ipiimumab if using 480 mg every
4 weeks. Table 3: Recommended doses and infusion times for ntravenous administration of nivolumab in combination with ipilimumab for RCC Nivolumab Combination phase, every 3 weeks
for 4 dosing cycles : 3 mg/kg over 30 minutes Monotherapy phase : 240 mg every 2 weeks over 30 minutes or 480 mg every 4 weeks over 60 minutes Ipiimumab Combination phase, every
3weeks for 4 dosing cycles : 1 mg/kg over 30 minutes - APDIVO in combination with cabozontinib Renal el corcinoma The recommended dose is nivolumab administered intravenously at either
240 mg every 2 weeks or 480 mg every 4 weeks in combination with 40 mg cabozantinib administered orally every day. Table 4 Recommended doses and infusion times for intravenous
administration of nivolumab in combination with oral administration of cabozantinib for RCC Nivolumab Combination phase: 240 mg every 2 weeks over 30 minutes or 480 mg every 4 weeks
over 60 minutes Cabozantinib Combination phase: 40 mg once daily. OPDIVO in mmbmatmn with ipilimumab and fhemoth@muy on smaII cell lung cancer The recommended dose is 360 mg
nivolumab administered intravenously over 30 minutes every 3 weeks in combinati 1mg/kgmlhmnmah ) over 30 minutes every 6 weeks, and platinum-based
chemotherapy administered every 3 weeks. After completion of 2 cycls of chemotherapy, treatment is continued with 360 mg nivolumab administered it travenously every 3 weeks in
combination vith 1 mgkg pilimumab every 6 weeks. Treatment is recommended until disease progression, unacceptable toricity, or up to 24 months i patients without disease progression.
Duration of tregtment Treatment with OPDIVO, either as a monotherapy or in combination with ipiimumab, should be continued s long as clinical benefit is observed or unti treatment s no
longer tolerated by the patient (and up to masimum duration of therapy i specified for an indication). For adjuvant therapy, the maximum treatment uration with OPDIVO s 12 months. For
OPDIVO in combination with cabozantinib, OPDIVO should be continued until disease progression, unacceptable toxiciy, or up to 24 months in patients without disease progression.
(abozantinib should be continued unti di r unacceptable tosicty, Refer to the Summary of Product Characteristics (SmPC) for cabozantinib. Atypicalrespanses (i, an ntial
transient ncrease in tumour size or small new lesons withinthe first few months followed by tumour shrinkage) have been observed. I is recommended to continue treatment with nivolumab
or nivolumab in combination with ipiimumab for linically stable patients with iitial evidence of disease progression until disease progression s confirmed. Dose escalation or reduction is not
recommended for OPDIVO as monotherapy or in combination with other therapeutic agents. Dosing delay or discontinuation may be required based on individual safety and tolerabiy.
Cuidefines for permanent discontinuation or withholding of doses are destribed in Table 5. Detailed guidelines for the management of immune-related adverse reactions are described in
section 44, When nivolumab is administered in combination with other therapeutic agents, refer to the SmPC of these other combination therapeutic agents regarding dosing, Table 5:
Recommended treatment modifications for OPDIVO or OPDIVO in combination Immune-elated pneumonitis Severiy : rade 2 peumontis Treatment modifcation Withhold dosel(s) untl
symptoms resolve, radiographic abnormalities improve, and management with cortcosteraids is complete Severity : Crade 3 or 4 pneumonitis Treatment modification : Permanently
discontinue treatment Immune-related colits Severty : Grade 2 diarthoea or colitisTreatment morification : Withhold dose(s) until symptoms resolve and management with corticosteroids,
if needed, is complete Severity :Crade 3 iarthoea or colitis - OPDIVO manotherapy Treatment modification: Withhold dose(s) unti symptoms resalve and management ith cortcosteroids is
complete - OPDIVO+ipilimumab* Treatment modification : Permanently discontinue treatment Severity : Grade 4 diarhoea or colits Treatment modification : Permanently discontinue
treatment Immune-related hepatitis Seveity : Crade 2 elevation in aspartate aminotransferase (AST), alanine aminotransferase (ALT), or total biliubin Treatment moification : Withhold
dose(s) until laboratory values return to baseline and management with cortcosteraids, if needed, is complete Severity : Grade 3 or 4 elevation in AST, ALT, or total bilrubin Treatment
madification : Permanently discontinue treatment. NOTE: for RCC patients treated with OPDIVO in combination with cabozantinib with liver enzyme elevations, see dosing guidelines following
this table. Immune-related nephrits and renal dysfunction Severity : Crade 2 or 3 ceatinine elevation Treatment maification : Withhold dose(s) until cratinine returns to baseline and
management with corticosteroids is complete Severiy : Crade 4 creatinine elevation Treatment mocification : Permanently discontinue treatment Immune-related endotrinopathies Severity :
Symptomatic Crade 2 or 3 hypothyroidism, hyperthyroidism, hypophysits Severity : Grade 2 adhenal insuffiiency Severity : Grade 3 diabetes Treatment macificaton : Withhald dosels) unti
symptoms resalve and management with coticosteroids (if needed for symptoms of acute inflammation) is complete.Treatment shauld be continued in the presence of hormane replacement
therapy’ as long as no symptoms are present Severity: Grade 4 hypothyroidism Severty  Crade 4 hyperthyraidism Severity : Grade 4 hypophysitis Severity : Crade 3 or 4 adrenal insuffiiency
Severtty : Grade 4 diabetes Treatment modification : Permanently discontinue treatment Immune-related skin adverse reactions Severity : Crade 3 rash Treatment modification : Withhold
dose(s) until symptoms resolve and management with corticosteroids is complete Severity : Crade 4 rash Treatment modification : Permanently discontinue treatment Severity :
Stevens-Jofnson syndrome (55) or toxic epidermal necrolysis (TEN) Treatment mocification : Permanently discontinue treatment (see section 44) Immune-elated myocardits Severity :
Crade 2 myocardits Treatment mocification : Withhald dose(s) until symptoms resolve and management with cortcosteroids is complete’ Severity : Grade 3 or 4 myocardits Treatment
modification : Permanently discontinue treatment Other immune-related adverse reactions Severity - rade 3 (first occurrence) Treatment morification : Withhold dose(s) Severity : Grade 4 or
recurrent Crade 3 ; persistent Severity - Grade 2 or 3 despite treatment modification; inability to reduce corticosteroid dose to 10 mg prednisone or equivalent per day Treatment modification :
Permanently discontinue treatment Note: Torcity grades are i accordance with National Cancer Insttute Common Terminology Crieria for Adverse Events Version 4.0 (NCI-CTCAE vA).  During
administration of the second phase of treatment (mvnlumab mnnntherapy) following combination treatment, permanently discontinue treatment if Grade 3 diarhoea or colts occurs. *
Recommendation for the use of h pl therapy sy insection 44, The saf Etynfre initiating nivolumab or nivolumab in combination with ipilimumab therapy in patients
previously experiencing immune-related myocarditis is not known. OPDIVO as monatherapy or in combination with other therapeutic agents should be permanently discontinued for:
Grade 4 or recurrent Crade 3 adverse reactions; Persistent Grade 2 or 3 adverse reactions despite management. Patients treated with OPDIVO must be given the patient alert card and be
informed about the risks of OPDIVO (see also package leaflet). When OPDIVO is administered in combination with ipiimumab, if either agent s withheld, the other agent should also be
withheld. If dosing s resumed after a delay, either the combination treatment or OPDIVO monotherapy could be resumed based on the evaluation of the individual patient. OPDIVD in
combination w»mmbuzunt/mbm RCCWhen OPDIVO s used in combination with cabozantinib, the above treatment modifications in Table 5 lso apply to the OPDIVO component. In addition,
forliver | in patients with RCC being treated with OPDIVO in combination with cabozantinib - I ALT or AST > 3 times ULN but < 10 times ULN without concurrent total biirubin
2 2 times ULN both OPDIVO and cabozantinib should be withheld until these adverse reactions recover to Grades 0-1. Cortcosteroid therapy may be considered. Rechallenge with a single
medicine or rechallenge ith both mediines after recovery may be considered. frechallenging with cabozantinib, refer to cabozantinib SmPC. - If ALT or AST > 10 times ULN or > 3 times ULN
with concurrent total biirubin 2 times ULN, both OPDIVO and cabozantinib should be permanently discontinued and corticosteroid therapy may be considered. Speria populations Poeditric
‘populotion The safety and efficacy of OPDIVO in children below 18 years of age have not been established. No data are available. Eicerly No dose adjustment is required for elderly patients
(> 65 years) (see section 5.2). Rena!impaiment Based on the population pharmacokinetic (PK) results, no dose adjustment i required in patients with mild or moderate renal impairment
(see section 5.2). Data from patients with severe el impairment are too imite to draw conclusions on this population. Hepatic impairment Based on the population PK results, no dose
adjustment isrequired i patients with mild hepatic impairment (see section 5.2). Data from patients with moderate or severe hepatic impairment are too imited to draw conclusions on these
populations. OPDIVO must be administered with caution in patients with moderate (total biliubin > 15 x to 3 x the upper imit of norma [ULN] and any AST) o severe (total bilirubin > 3 x ULN
and any AST) hepaticimpairment, Methad of administration OPDIVO s for intravenous use only. It s to be administered as an intravenous infusion over a period of 30 or 60 minutes depending
on the dose (see Tables , 2,3 and 4). Theinfusion must be administered through a sterle, non-pyrogenic, low protein binding in-line filter with a pore size of 0.2-1.2 mm. OPDIVO must not be
administered as an intravenous push or bolus injection. The total dose of OPDIVO required can be infused directly as a 10 mg/mL solution or can be diluted with sodium chloride 3 mg/
mL 0.9%) solution or njection or glucose 50 mg/mL (5%) solution for njection (see section 6.6). When administered in combination with ipilimumab, or in combination with ipfimumab
and chemotherapy, OPDIVO should be given first folowed by ipilimumab and then by chemotherapy on the same day. Use separate infusion bags and filtrs for each infusion. For instructions
onthe preparation and handling of the medicinal product before administration, see section 6.6.4.3 Contraindications Hypersensitivity to the active substance or o any of the excipients listed
in section 6.1. 48 Undesirable effects Nivolumab as monotherapy (see section 4.2) Summary of the sofety profileIn the pooled dataset of nivolumab as monotherapy across tumor types
(n=3239) with minimum follow-up ranging from 2.3 to 28 months, the most requent adverse reactions (> 10%) were atigue (31%),rash (18%), pruritus (14°%), ciarthoea (14%), and nausea
(12%). The majority of adverse reactions were mild to moderate (Crade 1 or 2). With a minimum of 63 months follow-up in NSCLC, no new safety signals were identified. Tobuloted summery of
advere reactons Adverse reactions reported in the pooled dataset for patients treated with nivolumab monatherapy (n = 3239) are presented in Table 6. These reactions are presented by
system organ dlass and by frequency. Frequencies are defined as:very common (2 1/10); common (> 1/100 to < /10); uncommon (> 1/1,000 to < 1/100);rae (> 1/10,000 to < 1/1,000); very
rare (< 1/10,000); not known (cannot be estimated from available post-marketing data). Within each frequency grouping, adverse reactions are presented in the order of decreasing
seriousness. Table 6: Adverse reactions with nivolumah monotherapy Nivolumab monotherapy Infections and infestations Common upper respiratary tract infection Uncommon pneumonia®,
bronchitis Not known aseptic meningits" Neaplasms benign, malignant and unspecified (including cysts and polyps) Rare histiocytic necrotising lymphadentis (Kkuchi ymphadeniti)-Blood
and ymphatic system disorders Uncommon eosinophilia Not known haemophagocytic Iymphohistiocytosis Immune system disorders Common infusion related reaction, hypersensitivity
(including anaphylactic reaction)* Uncommon sarcaidosis Not known sold organ transplant reection" Endocrine disorders Common hypothyroidism, hyperthyroidism Uncommon adrenal
insufficiency’, hypopituitarism, hypophysiti, thyroiditi, diabetes mellitus Rare diabetic ketoacidosis Not known hypoparathyraidism? Metabolism and nutrition disorders Common decreased
appetite Uncommon dehydration, metabolic acidosis Not known tumour Iysis syndrome' Nervous system disorders Common peripheral neuropathy, headache, dizziness Uncommon
polyneuropathy, autoimmune neuropathy (incucing facial and abdlucens nerve paresis) Rare Gulain-Barré syncrome, demyelination, myasthenic syncrome, encephaits**™ Eye disorders
Common dry eye Uncommon uveits, blurred vsion Not known Vogt-Koyanagi-Harada syndrome" Carciac disorders Uncommon tachycardia, pericardial disorders Rare arthythmia (incluing
ventricular arthythmia)*, myocardits®' Vascular disorders Common hypertension Rare vasculitis Respiratory, thoracic and mediastinal disorders Common pneumontis®, dyspnoea’, cough
Uncomman pleural effusion Rare lung nfilration Gastrointestinal disorders Very common diarthoea, nausea Common colits?, stomatiti, vomiting, abdominal pain, constipation, dry mouth
Uncommon panceatiti, gastritis Rare duodenal ulcer Hepatobiliary disorders Uncomman hepatitis* Rare cholestasis Skin and subcutaneous tissue disorders Very common rash, pruritus
Common vitiligo, dry skin, erythema, alopecia Uncommon psoriass, rosacea, urticaria Rare toxic epidermal necrolysis* erythema multiforme, Stevens-Johnson syndrome®’ Not known lichen
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sclerosus, other lichen disorders Musculoskeletal and connective tissue disorders Common musculoskeletal pain, arthralgia Uncommon arthrits Rare Sjogren's syndrome, myopathy, myositis
(including pulymynsitis)“', thabdomyolysis* polymyalgia heumatica Renal and wrinary disordersUncommon tubulointersttal nephrits,renal failure (including acute kidney njury)** Generl
disorders and adrministration ste conditions Very common fatigue Common pyrexia, oedema’ Uncommon pain, chest pain Investigations® Very common increased AST, increased ALT,increased
alkahne phusphatase m[reased lipase, increased amylase, hypocalcaemia, increased creatinine, hyperglycaemia’, lymphopaenia, leucopoenia, thrombocytopaenia, anaemia!, hypercalcaemia,

hypokalaemia, hypomagnesaemia, hyp i3, neutropenia** Common increased total biliubin, hypoglycaemia, hypermagnesaemia, hypematraemla weight decreased *
Fatd cases hae been reported in completed or ungmng dlinical studies. ® Frequencies of laboratory terms reflect the pmpumnn of patients who experienced a worsening from baseline in
[aboratory measurements. See “Description of selected adverse reactions; aboratory abnormalities” below, Life-threatening cases have been reported in completed or ongoing dlinical studies.
“The frequency of adverse reactions in the cardiac disorders system organ class regardless of causality was higher in the nivoluma group than in the chemotherapy group in post-CTLAd/BRAF
inhibitor metastatic melanoma population. Incidence rates per 100 person-years of exposure were 9.3 vs. 0; serious cardiac events were reported by 4.9% patients i the nivolumab group vs. 0
in the investigator s choice group. The frequency of cardiac adverse reactions was lower in the nivolumab group than in the dacarbazine group in the metastatic melanoma without prior
treatment population. Allwere considered not related to nivoluma by investigators except arthythmia (atrial fibrilltion, tachycardia and ventricular arhythmia). ¢ Rash is a composite term
which includes maculopapular rash, rash generalized, rash erythematous, rash pruritic, rash follicular, rash macular, rash morbilliform, rash papular, rash pustular, rash papulosquamaus, rash
vesicular, rash generalised, exfoliative rash, dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis atopic, dermatitis bullous, dermatitis exfoliative, dermatitis psoriasiform, drug
eruption and pemphigoid.* Reported also i studies outside the pooled dataset, The frequency is based on the program-wide exposure. ¢ Musculoskeletal pain is a composite term which
includes back pain, bone pain, musculoskeletal chest pain, musculoskeletaldiscomfort, myalgia, myalgia ntercostal, neck pain, pain n extremity, and spinal pain." Post-marketing event (also
see section 4.4).'Reported in linical studies and in the post-marketing setting. j Percardialdisorders is a composite term which includes pericarcits, pericardial effusion, cardiac tamponade,
and Dressler's syndrame.  Anaemia is a composite term which includes, among other causes, haemlytic anaemia and autoimmune anaemia, haemoglobin decreased, iron deficiency anaemia
and red blood cel count decreased. ' Includes adrenal insufficiency and secondary advenocortical insuffciency. ™ Incudes encephaltis and imbic encephalits. " Includes generalised oedema,
oedema peripheral, peripheral swelling and swelling Nivolumab in combjination with fpiimumab (see section 4.2) Summary of the safety profile When nivolumab is administered in combination
with ipiimumab, refer to the SmPC for pilimumab prior to initiation of treatment. For additional information on the safety profile of ipimumab monatherapy, please refer to the ipiimumab
SmPC. Melanoma In the pooled dataset of nivolumab 1 mg/kg in combination vith ipfimumab 3 mg/kg in melanoma (n = 448) with minimum follow-up ranging from 6 to 28 months, the
most frequent adverse reactions (> 10%) were rash (52%), atigue (46%), ciarthoea (43%), pruritus (36%), nausea (26%), pyrexia (19%), decreased appetite (16%), hypathyraidism (16%),
colits (159%), vomiting (14%),arthralgia (13%), abdominal pain (13%), headache (11%), and dyspnoea (10%). The majoity o adverse reactions were mild to moderate (Grade 1 r 2). Among
the patients treated with nivolumab 1mg/kg in combination with ipimumab 3 mg/kg in CA209067, 154/313 (49%) ha the first onset of Crade 3 or 4 adverse reactions during the nital
combination phase. Among the 147 patients in this group who continued treatment in the single-agent phase, 47 (32%) experienced at least ane Crade 3 or 4 adverse reaction during the
single-agent phase. RLLInthe dataset of nivolumab 3 mg/kg in combination it ipmumab 1 mg/kg i RCC n = 547),with a minimum follow-up of 7.5 manths, the most frequent adverse
reactions (> 10%) were fatigue (48%), rash (34%), pruritus (28%), diarrhoea (27%), nausea (20%), hypothyroidism (16%), musculoskeletal pain (15%), arthralgia (14%), decreased
appetite (14%), pyrexia (14%), vomiting (1%), hyperthyroidism (11%). The majority of adverse reactions were mild to moderate (Crade 1or ). Amang the patients treated with nivolumah
3 mg/kg in combination with ipiimumab 1 mekg 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 continued treatment in the single-agent phase, 144 (38%) experienced at least one Crade 3 or 4 adverse reaction during the single-agent phase. Tobuloted
summoryof dhersereoctions Advers reactons reorte i he pooed datasetfor patents reated with nivolumab 1 me/kg n combinatio with pimumab 3 me/kg (n=448) and for patients
treated with nivolumab 3 mg/ kg in combination with piimumab 1 mg/kg (n = 547) are presented inTable 7. These reactions are presented by system organ lass and by frequency. Frequencies
are defined as: very common (2 1/10); common (2 1/100 to < 1/10); uncommon (> 11000 to < 1/100); are (> 1/10,000 to < 1/1,000); Very e (<1/10,000), nat known (cannot be
estimated from available post-marketing data). Within each frequency grouping, adverse reactions are presented in the order of decreasing seriousness, Table 7: Adverse reactions with
nivolumah in combination with ipilimumab *Infections and infestations Common Nivolumab 1mg/kg in combination with pilimumab 3 mg/kg : pneumnia, upper respiratory tract infection
Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg™*: pneumonia, upper respiratory tract infection, conjunctivitis Uncommon Nivolumab 1 mg/kg in combination with ipiimumab
3mg/kg : bronchitis Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg**: bronchitis, aseptic meningitis Not known Nivolumab 1mg/kg in combination with ipilimumab 3 mg/kg :
asepticmeningits' Blood and ymphatic system disorders Common Nivolumab 1mg/kg in combination with ipilimumab 3 mg/kg - eosinaphilia Uncommon Nivolumab 3 mg/kg in combination
with pifimumab 1 mg/kg**; eosmuphlllaNn knnwanu\umah mg/kgln(umhmatlunwnh\p\hmumahmg/kg haemophagocyti |rIvmphuhlstlotytnswsNwalumabimg/kgmmmblnanun
with piimumab 1mg/kg**: haemophagocytic i disorders Common Nivolumab 1 mg/kg in combination with ipifimumab 3 mg/kg : infusion related reaction,
hypersensitivity Nivolumab 3 mg/kg in combination with piimumab 1 mg/kg " infusion-related reaction, hypersensitivity Uncommon Nivolumab 1 mg/kg in combination with ipiimumab
3 mg/kg : sarcoidosis Not known Nivolumab 1 mg/kg in combination with ipiimumab 3 mg/kg : sold organ transplant rejection” Endocrine disorders Very common Nivolumab 1 mg/kg in
combination with ipiimumab 3 mg/kg : hypothyroidism-Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg**: hypothyroidism, hyperthyroidism Common Nivolumab 1 mg/kg in
combination with ipiimumab 3 mg/kg : adrenal insufficiency, hypopituitarism, hypophysitis, hyperthyroidism, thyroiditis Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg**:
adrenal insufficiency’, hypophysitis®, thyroiditis, diabetes melltus' Uncommon Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg : diabetic ketoatidosis', diabetes melltus®
Nivolumab 3 mg/kg in combination with ipifimumab 1 mg/kg**: diabetic ketoacidosis’, hypopituitarism Not known Nivolumab 1 mg/kg in combination with ipifimumab 3 mg/kg :
hypoparathyroidism® Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg**: hypoparathyraidism’ Metabolism and nutrition disorders Very common Nivolumab 1 mg/kg in
combination with ipilimumab 3 mg/kg : decreased appetite-Nivolumab 3 mg/kg in combination with ipiimumab 1mg/kg**: decreased appetite-Common Nivolumab 1 mg/kg in combination
with ipilimumab 3 mg/kg : dehydration Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg**: dehydration Uncommaon Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/
kg**: metabolic acidosis Not known Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg : tumour Iysis syndrome!Nervous system disorders Very common Nivolumab 1 mg/kg in
combination with ipiimumab 3 mg/kg : Headache Common Nivolumab  mg kg in combination with ipiimumab 3 mg/kg: pripheral neuropathy, dizziness Nivolumab 3 mg/kg in combination
with pilimumab 1 mg/kg**: headache, peripheral neuropathy, dizziness Uncommon Nivolumab 1 mg kg in combination with ipiimumab 3 mg/kg : Guillain-Barré syndrome, polyneurapathy,
neurits, peroneal nerve palsy, autoimmune neuropathy (including facial and abducens nerve paresis), encephalitit Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg™*:
polyneuropathy, autoimmune neuropathy (including facal and abducens nerve paresis), myasthenia gravi' Eye disorders Common Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/
kg : uveitis, blurred vision Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg™*: blurred vision Uncommon Nivolumab 3 mg/kg in combination with pilimumab 1 mg/kg™*: veitis
Not known Nivolumab 1 mg/kg in combination with iilimumab 3 mg kg : Vogt-Koyanagi-Harada syndrome” Cardiac disorders Common Nivolumab 1 mg kg in combination with pifimumab
3 mg/kg : tachycardia Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg"*: tachycardia Uncommon Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg : arthythmia
(including ventriculararthythria)?, atrialitvilltion, myocardiis* Nivolumab 3 mg/g in combination with limumab 1 mg kg™ arthythmia (incuding ventricular athythmial, myocarditis
Not known Nivolumab 1 mg/kg in combination with ipifimumab 3 mgkg : pericardial disorders/Vascular disorders Common Nivolumab 1 mg/kg in combination with pilimumab 3 mg/kg :
fypertension Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg**: hypertension Respiratory, thoracic and mediastinal disorders Very common Nivolumab 1 mg/kg in combination
with ipilimumab 3 mg/kg : dyspnoea Common Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg : pneumonitis®, pulmonary embolism’, cough Nivolumab 3 mg/kg in combination
with ipifimumab 1 mg/kg**: pneumonitis, dyspnoea, pleural effusion, cough Uncommon Nivolumab 1 mg/kg in combination with ipifimumab 3 mg/kg : pleural effusion Gastrointestinal
disorders Very common Nivolumab 1 mg/kg in combination with ipiimumab 3 mg/kg : colitis, diarhoea, vomiting, nausea, abdominal pain Nivolumab 3 mg/kg in combination with
ipifimumab 1mg/kg**:diarhoea, vomiting, nausea Common Nivolumab 1 mg kg in combination with ipiimumab 3 mgkg : stomatits, pancreatits, constipation, dry mouth Nivolumab 3 mg/
kg in combination with pilimumab 1mg/kg"*: colti, stomatitis, pancreatitis, abdominal pain, constipation, dry mouth Uncommon Nivolumab 1mg/kg in combination with ipilimumab 3 mg/
kg intestinal perforation’, gastrits, duodenitis Nivolumab 3 mg/kg in combination with ipilimumab 1mg/kg**. gastrtis Hepatabiliary disorders Common Nivolumab 1 mg/kg in combination
with pilimumab 3 mg/kg : hepatitis* Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg**: hepatitis* Skin and subcutaneous tissue disorders Very common Nivolumab 1 mg/kg in
combination with ipiimumab 3 mg/kg : rasht, pruritus Nivolumab 3 mg/kg in combination with ipifimumab 1 mg/kg**: rasht, pruritus Common Nivolumab 1 mg/kg in combination with
ipilimumab 3 mg/kg :vtiligo, dry skin, erythem, alopecia, urticaria Nivolumab 3 mg/kg in combination with ipifimumab 1mg/kg"*: dry skin, erythema, urticaria Uncommon Nivolumab 1 mg/
kg in combination with pifimumab 3 mgkg : psoriasis Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg**: tevens-Johnson syndrome, vitiigo, erythema multiforme, alopecia,
psoriasis Rare Nivolumab 1 mg/kg in combination with ipiimumab 3 mgkg : toxic epidermal necralysis®'Stevens-ohnson syndrome’ Not known Nivolumab 1 mg/kg in combination with
ipifimumab 3 mg/kg: ichen sclerosus, other lichen disorders Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg: ichen sclerosus, other lichen disorders Musculoskeletal and
connective tissue disorders Very common Nivolumab 1 mg/kg in combination with ipifimumab 3 mg/kg : arthralgia Nivolumab 3 mg/kg in combination with ipifimumab 1 mg/kg**:
musculoskeletal pain, arthralgia Common Nivolumab 1 mgkg in combination with iplimumab 3 mg/kg : musculoskeletal painé Nivolumab 3 mg/kg in combination with iplimumab 1 mg/
kg**: arthrtis, muscle spasms, muscular weakness Uncommon Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg : spondyloarthropathy, Sjogren’s syndrome, arthritis, myopathy,
myostis (including polymyositis}%, thabdomyolysis®' Nivolumab 3 mg/kg in combination with ipiiimumab 1 mg/kg™: polymyalgia rheumatica, myositis (including polymyosits),
thabdomyolysis Renal and urinary disorders Common Nivolumab 1 me/kg in combination with ipiimumab 3 me/kg :renal falure (incucing acute kidney injury)>* Nivolumab 3 mg/kg in
combination with ipilmumab 1 mg/kg™: renal aiure (including acute Kidney injury) Uncommon Nivolumab 1 mgkg in combination with ipiimumab 3 mg kg : tubulaintersttial nephrits
Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg**: tubulointerstitial nephritis General disorders and administration site conditions Very common Nivolumab 1 mg/kg in
combination with ipilimumab 3 mg/kg : fatigue, pyrexia Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg**: fatigue, pyrexia Common Nivolumab 1 mg/kg in combination with
ipiimumab 3 mg/kg : oedema (including peripheral oedema), pain Nivolumab 3 mg kg in combination with iplimumab 1 mg/kg"*: oedema (including peripheral oedema), pain, chst pain,
chils Uncommon Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg : chest pain Investigations" Very common Nivolumab 1 mg/kg in combination with ipifimumab 3 mg/kg :
increased AST, increased ALT, increased total bilirubin, increased alkaline phosphatase, increased lipase, increased amylase, increased creatinine, hyperglycaemia’, hypoglycaemia,
lymphopaenia, leucopoenia, neutropaenia, thrombocytopaenia, anaemia’, hypocalcaemia, hyperkalaemia, hypokalaemia, hypomagnesaemia, hyponatraemia Nivolumab 3 mg/kg in
combination with ipilimumab 1 mg/kg**: increased AST, increased ALT, increased total biirubin, increased alkaline phosphatase, increased lipase, increased amylase, increased creatinine,
hyperglycaemia’, hypoglycaemia, lymphopaenia, leucopoenia, neutropaenia’, thrombocytopaenia, anaemia’, hypercalcaemia, - hypocalcaemia, hyperkalaemia, - hypokalzemia,
fiypomagnesaemia, hyponatraemia Common Nivolumab 1 mg/kg in combination with ipifimumab 3 mg/kg - hypercalcaemia, hypermagnesaemia, hypematraemia, weight decreased
Nivolumab 3 mg kg in combination with ipiimumab 1 mg/kg**: hypermagnesaemia, hypemnatraemia, weight decreased * nivolumab in combination with ipilimumab for the first 4 doses then
followed by nivolumab monotherapy in melanoma. ** nivolumab in combination with ipiimumab for the first 4 doses then followed by nivolumab monotherapy in RCC. Fatal cases have been
reported in completed or ongoing clinical studies. ® Frequencies of laboratory terms reflectthe proportion of patients who experienced a worsening from baseline in laboratory measurements.
See “Description of selected adverse reactions; aboratory abormalites” below, Life-threatening cases have been reported in completed or angoing clinical studies. * The frequency of adverse
reactions in the cardiac disorders system organ class regardless of causality was higher in the nivolumab group than in the chemotherapy group in post-CTLA4/BRAF infibitor metastatic
melanoma population. Incidence rates per 100 person-years of exposure were 9.3 . 0; Serious cardiac events were reported by 4.9% patients in the nivolumab group vs. 0 n the investigator s
choice group. The frequency of cardiac adverse reactions 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 ivolumab by investigators except amhythmia (atial fibrilation, tachycardia and ventricular arhythmia). ¢ Rash is a composte term which includes
maculopapular rash, rash erythematous, rash pruritic, rash folicular, rash macular, rash morbiliform, rash papular, rash pustular, rash papulosquamus, rash vesicular, rash generalised,
exfoliative rash, dermatitis, dermatitis acneiform, dermatitis allergc, dermatitis atopic, dermatitis bullous, dermatitis exfoliative, dermatitis psoriasiform, drug eruption and pemphigoid.
Reported also in studies outside the pooled dataset. The frequency is based on the program-wide exposure. ¢ Musculoskeletal pain is a composite term which includes back pain, bone pain,
musculoskeletalchest pain, musculoskeletaldiscomfort, myalgia, neck pain, pai in extremity, and spinal pain. " Post-marketing event (also see section 44) Reported in linical studies and
inthe post-marketing setting.  Pericarcialdisordersis a composite term which includes pericarditis, pricardial effusion, cardiac tamponade, and Dressler's syndrome. * Anaemiais a composite
term which includes, among other causes, haemolytic anaemia and autoimmune anaemia. Nivolumab in combination vith ipiimumab and chemotherapy (see section 42) Summary of the
sofetyprofile When nivolumab s administered in combination,referto the SmPC for the respective combination therapy components prior toinitition of treatment. In the dataset of ivolumab
360 mg every 3 weeks in combination with ipiimumab  mg/kg every 6 weeks and 2 cycles of chemotherapy in NSCLC (n = 358), with a minimum folow-up of 6.5 months, the most frequent
adverse reactions were fatigue (36%), nausea (26%), rash (25%), diarthoea (20%), pruritus (18%), decreased appetite (16%), hypothyraidism (15%), and vomiting (13%). The majority of
adverse reactions were mild to moderate (Grade 1 or 2). Median duration of therapy was 6.1 months (95% C1 493, 7.06) for nivolumab in combination with ipimumab and chematherapy and
24 months (35% C1 230, 2.83) for chemotherapy. Tobuloted summary of adverse reactins Adverse reactions reported i the dataset for patients treated with nivolumab 360 mg every 3 weeks
in combination withipilimumab 1 mg/g every & weeks and 2 ycles of chemotherapy in NSCLE (n = 358) are presented inTable 8. These reactions are presented by system organ dlass and by
frequency. Frequences are defined as: very common (> 1/10); common (> 1/100 to < 1/10); uncommon (2 1/1,000 to < 1/100);rare (2 1/10,000 to < 1/1,000); very are (< 1/10,000), not
known (cannot be estimated from available post marketing data). Within each frequency grouping, adverse reactions are presented in the order of decreasing seriousness. Table 8:Adverse
reactions with nivolumab in combination with ipilimumab and chematherapy Infections and infestations Common conjunctivitis, pneumona, respiratory tract nfection Blood and ymphatic
system disorders Common febrile neutropaenia Uncommon eosinophilia Immune system disorders Common infusion-related reaction, hypersensitivity Endocrine disorders Very common
ypothyroidism Common hyperthyraidism, adrenal insufficiency, hypophysiti, thyroiditis Uncommon hypopituitarism, hypoparathyroidism Metabolism and nutrition disorders Very common
decreased appetite Common dehydration, hypoalbunaemia, hypophosphataemia Nervous system disorders Common- peripheral neuropathy, dizziness Uncommon polyneuropathy,




autoimmune neuropathy (incuding facial and abducens nerve paresis), encephalitis Eye disorders Common dry eye Uncommon blurred vision, episclritis Cardiac disorders Uncommon
tachycardia, atrial fibrillation, bradycardia Vascular disorders Uncomman hypertension Respiratory, thoracic and mediastinal disorders Common pneumonitis, dyspnoea, cough Uncommon
pleural effusion Gastrointest maldnsnrdersVery COmmOn TaLsea, diarrhoea, vumltmg[ummun constipation, stomatitis, abdominal pain, calitis, dry mouth, pancreatitis Hepatobiliary disorders
Common hepatitis Skin and Very common st pruritu Comm alopeta,dry i, eythem,urticariaUncommon soriassStevens:Johnson syndrome itizo
Not known lichen sclerosus, other lichen disorders Mustuloskeletal and connective tissue disorders Common musculoskeletal painb, artfralgia, arthriis Uncommon muscular weakness, musde
spasms, polymyalgia theumatica Renal and urinary disorders Common renal failure (including acute kidney injury) Uncommon nephritis General disorders and administration site conditions
Very common fatigue Common pyrexia, oedema (including peripheral oedema) Uncommon chils chest pain Investigations Very common anaemia, thrombocytopaenia, leucopoenia’
Iymphopaenia‘, neutropaenia’, increased alkaline phophatases', increased transaminases, increased creatinine', increased amylases, increased lipase’, hypokalaemia', hypomagnesaemia’
fyponatraemia‘ Common increased total biirubin', increased thyroid stimulating hormone Uncommon increased gamma-glutamyltransferase. * Rash is a composite term which includes
maculopapular rash, rash erythematous, rash pruritic, rash macular, rash morbillform, rash papular, rash generalised, dermatitis, dermatitis acneiform, dermatits allergic, dermatiti atopic,
dermatits bullous, and drug eruption. * Musculoskeletal pain is a composite term which includes back pain, bone pain, musculoskeletal chest pain, myalgia, neck pain, pain in extremity, and
spinal pain.  Frequencies of laboratory terms reflect the proportion of patients who experienced a worsening from baseline in aboratory measurements. * Anaeia s a composite term which
includes iron deficiency anaemia and haemoglobin decreased. Nivoluma in combination with cabozantinib (see section 4.2) Summary of the safety profie When nivolumab is administered in
combination with cabozantinib, refer to the SmPC for cabozantinib prior to initiation of treatment. For additional information on the safety profile of cabozantinib monotherapy, please refer
to the cabazantinib SmPC_RLC In the dataset of nivolumab 240 mg every 2 weeks in combination with cabazantinib 40 mg once daily in RCC (n =320), with a minimum follow-up of
16.0 months, the most frequent adverse reactions (> 10%) were diarthoea (64.7%), fatigue (51.3%), palmar-plantar erythrodysaesthesia syndrome (40.0%), stomatitis (38.8%),
musculoskeletal pain (37.5%), hypertension (37.2%), rash (36.3%), hypothyraidism (35.6%), decreased appetite (30.3%), nausea (28.8%), abdominal pain (25.0%), dysguesia (23.8%),
upper respiratory tract infection (20.6%), cough (20.6%), pruritus (20.6%), arthralgia (19.4%), vomiting (18.4%), dysphonia (17.8%), headache (16.3%), dyspepsia (15.9%), dizziness
(14:1%), constipation (14.1%), pyrexia (14.1%), oedema (134%), muscle spasm (12.2%), dyspnoea (11.6%), proteinuria (10.9%) and hyperthyroidism (10.0%). The majority of adverse
reactions were mid to moderate (Crade 1 or 2). Tobulated summry of advers reactons Adverse reactions reported in the dataset for patients treated with nivolumab 240 mg in combination
with cabozantinib 40 mg (n = 320) are presented in Table 9. These reactions are presented by system organ class and by frequency. Frequencies are defined as: very common (> 1/10);
common (2 1/100 to < 1/10); uncommon (> 1/1000 to < 1/100) , not known (cannot be estimate from available post marketing data). Within each frequency rouping, adverse reactions
are presented i the order of decreasing seriousness. Table 9: Adverse reactions with nivolumab in combination with cabozantinib Infections and infestations Very Common upper respiratory
tract infection Common pneurmonia; Blood and ymphatic system disorders Common easinaphila; Immune system disorders Common hypersensitity (incucing anaphylactic reacton)
Uncomman infusion related hypersensitivity reaction; Endocrine disorders Very common hypothyroidism, hyperthyroidism Common advenal insufficiency Uncommon hypophysiti, thyroiditis;
Metabolism and nutrition disorders Very common decreased appetite Common dehydration; Nervous system disorders Very comman dysgeusia, dizziness, headache Common peripheral
neuropathy Uncommon encephalits autoimmune, Gullain-Barré syndrome, myasthenic syndrome; Ear and labyrinth disorders Common tinnitus; Eye disorders Common dry eye, blurred vision
Uncommon uveiti; Cardiac disorders Common atrialfibrilltion, tachycardia Uncommon myocarditis; ascular isorders Very common hypertension Common thrombosis?; Respiratory,thoracic
and mediastinal disorders Very common dysphonia, dyspnoea, cough Common pneumonitis, pulmonary embolism, pleural effusion, epistaxis; Gastrointestinal disorders Very common
diarrhoea, vomiting, nausea, constipation, stomatitis, abdominal pain, dyspepsia Common coliti, gastrits, oral pain, dry mouth, haemorhaids Uncommon pancreatitis, small intestine
perforation’, glossodynia; Hepatobilary disorders Common hepatits; Skin and subcutaneous tissue disorders Very common palmar-plantar erythrodysaesthesia syndrome, rash, pruritus
Common alopeca, dry skin, erythema, hair colour change Uncommon psoriasi, urtcaria Not known lichen sclerosus, other lichen disorders; Musculoskeletal and connective tissue disorders
Very common musculoskeletal pain, arthralgia, muscle spasm Common arthris Uncommon myopathy, osteonecrosis of the aw,fstula; Renal and urinary disorders Very common proteinuria
Common renal failure, acute kidney injury Uncommon nephriti; General disorders and administration site conditions Very common fatigue, pyrexia, oedema Common pain, chest pain;
Investigations® Very common anaemia, thrombocytopaenia, leucopoenia, lymphopaenia, neutrapaenia, increased alkaline phosphatase, increased AL, increased AST, increased total bilirubin,
increased creatining, increased amylase, increased lipase, hypokalaemia, hypomagnesaemia, hyponatraemia, hypocalcaemia, hypercalcaemia, hypoglycaemia, hypophosphataemia,
fyperlycaemia, hyperkalaemia, hypermagnesaemia, hypematraemmia, weight decreased Common blood cholesterol increased, hypertrigiyceridaemia Adverse reaction frequencies presented in
Table S may not be full attributable to nivolumab alone but may contain contributions from the underlying disease o from medicinal product used in combination. “Thrombosisis a composite
term which includes portal vein thrombosis, pulmonary vein thrombosis, pulmonary thromboss, aortic thrombosis, arterialthrombosis, deep vein thrombosis, pelvic vein thrombosis, vena cava
thrombosis, venous thrombosis, limb venous thrombosis ®Fatal cases have been reported Rash is @ composite term which includes dermatitis, dermatitis acneiform, dermatits allergic
dermatiti atopic, dermatits bullous, exfolative rash, rash erythematous, rash folicular, rash macular, ash maculo-papulr, ash papular,rash morbilliform, rash prurtic, and drug eruption ¢
Musculoskeletal pain is a composite term which includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort, myalgia, neck pain, pain in extremity, spinal pain *
Frequencies of laboratory terms reflect the proportion of patients who experienced a worsening from baseline in aboratory measurements (with the exception of weight decreased, blood
cholesterol increased, and hypertriglyceridaemia). See “Destription of selected adverse reactions; laboratory abnormalities” below Description of selected adverse reactions Nivolumab or
nivolumab in combination with other therapeutic agents i associated with immune-related adverse reactions. With appropriate medical therapy, immune-related adverse reactions resolved
in most cases. Permanent discontinuation of treatment was required in a greater proportion of patients receiving nivolumab in combination with ipilimumab or cabozantinib than in those
receiving nivolumab monotherapy. Table 10 and 11 present the percentage for immune-related adverse reactions who were permanently discontinued from treatment by dosing regimen.
Additionally, fo patients who experienced an event, Table 10 and 11 present the percentage of patients who required high-ose corticosteroids (at least 40 mg daily prednisone equivalents)
by dusmg regimen. The management guidelines for these adverse reactions are described in section 4.4, Table 10 Immune-telated adverse reactions leading to permanent discontinuation or
requiring high-dose corticosteroids by dosing regimen (nivolumab monotherapy or nivolumab in combination with ipilimumab) Immune-related adverse reaction leading to permanent
discontinuation Pneumonitis Nivolumab 3 mg/kg or 240 mg monotherapy % : 1.3 Nivolumab 1 mg/kg in combination with ipiimumab 3 mg/kg in melanoma %: 2.0 Nivolumab 3 mg/kg in
combination vith ipilimumab 1 mgkg in RCC %: 2.2 Colts Nivolumab 3 mg kg or 240 mg monotherapy % : .0 Nivolumab 1mg kg in combination with ipilimumab 3 mg/kg in melanoma %:
16 Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg in RCC %: 4.0 Hepatitis Nivolumab 3 mg/kg or 240 mg monotherapy % : 0.9 Nivolumab 1 mg/kg in combination with
ipilimumab 3 mg/kg in melanoma %: 9 Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg in RCC %: 44 Nephritis and renal dysfunction Nivolumab 3 mg/kg or 240 mg
monotherapy % : 0.2 Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg in melanoma %: 11 Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg in RCC %: 13
Endocrinopathies Nivolumab 3 mg/kg or 240 mg monotherapy % : 0.2 Nivolumab 1mg/kg in combination with ipiimumab 3 mg/kg in melanoma %: 2.7 Nivolumab 3 mg/kg in combination
with ipiimumab 1mg/kg in RCC %: 2.9 Skin Nivolumab 3 mg kg or 240 mg monotherapy % : 0.4 Nivolumab 1 mg/kg in combination with ipiimumab 3 mg/kg in melanoma %: 0.9 Nivolumab
3 mg/kg in combination with ipiimumab 1 mg/kg in RCC %: 1.5 Hypersensitivity/Infusion reaction Nivolumab 3 mg/kg or 240 mg monotherapy % : 0.2 Nivolumab 1 mg/kg in combination
with pilimumab 3 mg/kg in melanoma %: 0 Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg in RCC %: 0 Immune-related adverse reaction requiring high-dose corticosteraids™
Preumonitis Nivolumab 3 mg/kg or 240 mg monatherapy % : 69 Nivolumab 1mg/kg in combination with iifimumab 3 mg/kg in melanoma %: 63 Nivolumab 3 mg/kg in combination with
ipiimumab 1 mg/kg in RCC %: 59 Colitis Nivolumab 3 mg/kg or 240 mg monotherapy % : 14 Nivolumab 1 mg/kg in combination with ipiimumab 3 mg/kg in melanoma %: 46 Nivolumab
3 mg/kg in combination with ipilimumab 1 mg/kg in RCC %: 26 Hepatitis Nivolumab 3 mg/kg or 240 mg monotherapy % : 21 Nivolumab 1 mg/kg in combination with ipifimumab 3 mg/kg in
melanoma %: 46 Nivolumab 3 mg/kg in combination with ipiimumab 1 mg/kg in RCC %: 35 Nephritis and renal dysfunction Nivolumab 3 mg/kg or 240 mg monotherapy % : 24 Nivolumab
1 mg/kg in combination with piimumab 3 mg kg in melanoma %: 17 Nivolumab 3 mg kg in combination with pifimumab 1 mg kg in RCC %: 27 Endocrinopathies Nivolumab 3 mg/kg or 240
mg monotherapy % : 7 Nivolumab 1 mg/kg in combination with ipiimumab 3 mg/kg in melanoma %: 27 Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg in RCC %: 25 Skin
Nivolumab 3 mg/kg or 240 mg monotherapy % : 3 Nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg in melanoma %: 7 Nivolumab 3 mg/kg in combination with ipilimumab 1 mg/
kg in RCC %: 7 Hypersensitivity/Infusion reaction Nivolumab 3 mg/kg or 240 mg monotherapy % : 19 Nivolumab 1 mg/kg in combination with ||J\I\mumah 3 mg/kg in melanoma %: 6
Nivolumab 3 mg/kg in combination with iplimumab 1 mg/kg in RCC %: 9 * at least 40 mg daly prednisone equivalents “frequen[y is based on the number of patiets who expenented the
immune-related adverse reaction Table 11; Immune related adverse reactions leading to permanent discontinuation or requiring high d dosi

combination with other therapeutic agents) immune related acverse reaction leading to permanent discontinuotion Pneumonitis Nivolumab 360 mg in combination with ipilimumab 1 mg/kg
and chemotherapy in NSCLC %: 2.2 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 2.5 Colitis Nivolumab 360 mg in combination with ipilimumab 1 mg/kg and
chemotherapy in NSCLC %: 4.2 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %:2.5 Hepatitis Nivolumab 360 mg in combination with ipilimumab 1 mg/kg and
chemotherapy in NSCLC %: 34 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 41 Nephrtis and renal dysfunction Nivolumab 360 mg in combination with ipifimuma
1mg/kg and chemotherapy in NSCLC %: 14 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 0.6 Endocrinapathies Nivolumab 360 mg in combination with ipilimumab
1 mg/kg and chemotherapy in NSCLC %: 2.0 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 1.3 Skin Nivolumab 360 mg in combination with |p\hmumab1 mg/kg and

combination with ipifimumab 1mg kg every 6 weeks and chemotherapy in NSCLC, the incidence offver functon test abnormalities was 134% (48/358). Crade 2, Grade 3, and Crade 4 cases
were reported in 3:1% (11/358), 34% (12/358),and 11% (4/358) of patients, respectively. Median time to onset was 10,6 weeks (range: 11-68.3). Resolution occurred n 37 patients (80 4%)
with a median time to resolution of 5 weeks (range: 0.3+-45.0°). In patients treated with nivolumab 240 mg in combination with cabazantinib 40 mg in RCC, the incdence of liver function
test abnormalites was 416% (133/320). Crade 2, Grade 3, and Grade 4 cases were reported i 14.7% (47/320), 10.3% (33/320), and 0.6% (2/320) of patients,respectively. Median time to
onset was 8.3 weeks (range: 011079 weeks). Resolution occurred in 101 patients (75.9%) with a median time to resolution of 9.6 weeks (range: 0:-89.3' weeks). Immune-related nephrits
ond renaldysfunction I patients treated with nivolumab monatherapy, the incdence of nephiisor renaldysfunction was 2.5% (80/3239). The majority of cases were Grade 1or 2in severity
reported in 1. 4% (45/3239) and 0.7% (22/3239) of patients respectivel. Grade 3 and 4 cases were reported in 0.4% (12/3239) and <0.1% (1/3239) of patients,respectively. Median time
to onset was 2.6 months (range: 0.0 18.2). Resolution occurred in 49 patients (63.6%) with a median time to resolution of 2.1 weeks (range: 0.3 79.°).In patients treated vith nivolumab
1mg/kgin combination with ipifimumab 3 mg/kg in melanoma, the incidence of nephrits or renal dysfunction was 5.1% (23/448). Crade 2, Crade 3, and Crace 4 cases were reported in 16%
(7/44&?, 0.9% (4/448), and 0.7% (3/448) of patients, respectively. Median time to onset was 2.6 manths (range: 0.5-218). Resolution occurred in 21 patients (913%) with a median time
toresolution of 21 weeks (range: 0.1-125.1'). In patients treated with rivolumab 3 me kg in combination ith ipifimumab 1 mg kg in RCC,the incidence of nephrits orrenal dysfunction was
8.8% (48/547). Grade 2, Crade 3, and Grade 4 cases were reported in 44% (24/547), 0.7% (4/547), and 0.5% (3/547) of patients, respectively. Median time to onset was 21 months
(range: 0.0-16.1). Resolution occurred in 37 patients (771%) with a median time to resolution of 13.2 weeks (range: 0"106.07). In patients treated with nivolumab 360 mg every 3 weeks in
combination with iifimumab 1 mg kg every 6 weeks and chemotherapy in NSCLC, the incidence of nephriti or renal dysfunction was 7% (25/358). Grade 2, Grade 3, and Crade 4 cases were
reported in 2.2% (8/358), 17% (6/358), and 0.6 (2/358) of patients,respectively. Median time to onset was 10.6 weeks (range: 0.1-513). Resolution occurred i 14 patients (56%) with a
median time to resoluton of 6.3 weeks (range: 0.1+-82.9"). In patients treated with nivolumab 240 mg in combination with cabozantinib 40 mg in RCC, the incidence of nephii, immune
mediated nephrits,renal failure, acute Kidney injury, blood creatinine increased or blood urea increased was 10.0% (32/320). Crade 2 and Grade 3 cases were reported in 34% (11/320), and
13% (4/320§ of patients, respecively. Median time to onset was 4.2 weeks (range: 2.1-87. weeks). Resolution occurred n 18 patients (58.1%) with a median time to resolution of 10.1 weeks
(range: 0.6-90.9" weeks). Immune-relted endocringpathiesIn patients treated with nivolumab monotherapy, the incidence of thyroid disorders, including hypathyroidism or hyperthyroidism,
was 12.3% (398/3239. The majority of cases were Grade 1 or 2 in severity reported in 5.0% (162/3239)and 6.6% (214/3239)of patients, respectively. Grade 3 and 4 thyroid disorders were
reported in 0.6% (21/3239) and < 0.1% (1/3239) of patients,respecively. Hypophysits (4 Grade 1, SCrade 2, 7 Grade 3, and 1 Crade 4), hypopitutarism (5 Grade 2 and 1 Grade 3), adrenal
insufficency (including secondary adrenocortcal insufficency and adrenocortical insufficiency acute) (1 Grade 1, 13 Grade 2, and 7 Grade 3), diabetes melltus (including Type 1 diabetes
mellitus) (4 Grade 2 and 2 Grade 3, and diabetic ketoacidosis (2 Grade 3) were reported. Median time to onset of these endocrinopathies was 2.8 months (range: 0.3 291). Resolution occurred
in 177 patients (44.5%). Time to resolution ranged from 0.4 to 1441 weeks. I patients treated with nivolumab  mg/kg in combination with ipilimumab 3 mg/kg in melanoma, the incidence
of thyraid disorders was 25.2% (113/448). rade 2 and Grade 3 thyroid disorders were reported i 14.5% (65/448) and 13% (6/448) of patients, respectively. Grade 2 and Grade 3 hypophysitis
(including lymphocytic hypophysiti) occurred n 5.8% (26/448) and 2.0% (9/448) of atients, respectively.Grade 2 and Grade 3 hypapitutarism occurred in 0.4% (2/448) and 0.7% (3/448)
of patients, respectively. Grade 2, Grade 3, and Crade 4 adrenal insufficiency (indluding secondary adrenocortical insuffciency) occurred in 16% (7/448), 13% (6/448) and 0.2% (1/448) of
patients,respectivel. Grade 1, Grade 2, Grade 3, and Grade 4 diabetes mellitus and Grade 4 diabetic ketoacidosis were each reported in 0.2% (1/448) of patientsMedian time to onset of these
endocrinopathies was 19 months (range: 0.0-28.1). Resolution occurred in 64 patients (454%). Time to resolution ranged from 0.4 to 155.4° weeks.In ptients treated with nivolumab 3 mg/
kg in combination with piimumab 1 mg/kg n RCC, the incidence of thyroid disorders was 27.2% (149/547). Grade 2 and Grade 3 thyroid disorders were reported in 15.7% (86/547) and 1.3%
(71547) of patients,respectively. Hypophysitis occurred in 4.0% (22/547) of patients. Grade 2, rade 3, and Grade 4 cases were reported in 0.5% (3/547), 24% (13/547), and 0.4% (2/547)
of patients, respectively.Crade 2 hypopituitarism occurred in 0.4% (2/547) of patients. Grade 2, Grade 3, and Grade 4 advena insufficency (incuding secondary adrenocortical insufficency)
occurred in 2.9% (16/547), 22% (12/547) and 0.4% (2/547) of patients,respectivel. Diabetes melitus including Type 1 diabetes melltus (3 Grade 2, 2 Crade 3, and 3 Grade 4), and diabetic
Ketoacidosis (1 Crade 4) were reported. Median time to onset of these endocrinapathies was 19 months (range: 0.0-22.3). Resolution occurred in 76 patients (42.7%). Time to resolution
ranged from 0.4 to 130.3" weeks. In patients treated with nivolumab 360 mg every 3 weeks in combination with ipiimumab 1 mg/kg every 6 weeks and chematherapy 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% (1/358) of patients, respectively. Hypophysits occurred n 14%
(5/358) of patients. Grade 2 and Crade 3 cases were reported in 0.6% (2/358) and 0.8% (3/358) of patients, respectively. Crade 2 hypopituitarism occurred in 0.3% (1/358) of patients.
(rade 2 and Crade 3 adrenal insufficiency occurred i 1.7% (6/358) and 14% (5/358) of patients, respectivel. Diabetes melitus including Type 1 ciabetes melitus was not reported. Median
time to onset of these endocrinopathes was 121 weeks (range: 19-58.3). Resolution occurred in 30 patients (35.3%). Time to resolution ranged from 14 to 72.4° weeks. In patients treated
with nivolumab 240 mg in combination with cabozantinib 40 g in RCC, the incidence ofthyroid disorders was 431% (138/320). Grade 2 and Crade 3 thyraid disorders were reported in 23.1%
(74/320) and 0.9% (3/320) of patients, respectively. Hypophysitis occurred in 0.6% (2/320) of patients, all Crade 2. Adrenal insufficency (including secondary adrenocorticalinsuffciency)
occurred in 4.7% (15/320) of patients. Grade 2 and Grade 3 adrenal insuffiiency cases were reported in 2.2% (7/320) and 19% (6/320) of patients, respectively. Median time to onset of
these endocrinopathies was 123 weeks (range: 2.0-89.7 weeks). Resolution occurred in S0 patients (35.2%). Time to resolution ranged from 0.9 to 132.0° weeks. Immune-reloted skin adverse
reactionsInpatientstreated with nivolumab monotherapy, the incidence of rash was 28.5% (923/3239). The meajorty of cases were Grade 1in severityreported in 224% (717/3239) of atients.
Crade 2 and Crade 3 cases were regorted 51% (164/3239) and 1.3% (42/3239) of patients respectively.of patients respectively. Median time to onset was 14 months (range: 0.0 279).
Resolution occurred in 582 patients (63.7%) with a median time to resolution of 8.0 weeks (0.1150.0"). I patients treated with nivolumab 1 mg/kg in combination with ipfimumab 3 mg/
kg in melanoma, the incdence of rash was 65.0% (291/448). Grade 2 and Grade 3 cases were reported in 20.3% (91/448) and 7.6% (34/448) of patients, respectively, Median time to onset
was 0.5 months (range: 0.0-19.4). Resolution occurred in 191 patents (65.9%) with a median time to resolution of 14 weeks (range: 0.1150.1). In patents treated with nivolumab 3 mg/kg
in combination with ipiimumab 1 mg/kg in RCC, the incidence of rash was 48.8% (267/547). Crade 2 and Crade 3 cases were reported in 13.7% (75/547) and 3.7% (20/547) of patients,
respectivel. Median time to onset was 0.9 months (range: 0.0-17.9). Resolution occured i 192 patients (72.2%) with a mecian time to resolution of 1.6 weeks (range: 0.126.7°). I patients
treated with nivolumab 360 mg every 3 weeks in combination with ipiimumab 1 me kg every 6 weeks and chemotherapy in NSCLC, the incdence of rash was 37.7% (135/358). Grade 2, Grade
3, and Grade 4 cases were reported i 11.5% (41/358),4.2% (14/358), and 0.3% (1/358) of patients,respectively. Median time to onset was 3.3 weeks (range: 01-83.1). Resolution occurred
in 96 patients (71.6%) with a median time to resolution of 9.4 weeks (range: 0.1+-841). In patients treated with nivolumab 240 mg in combination with cabozantinib 40 mg in RCC, the
incidence of rash was 62.8% (201/320). Grade 2 and Grade 3 cases were reported in 23.% (74/320) and 10.6% (34/320) of patients, espectively, Median time to onset was 6.14 weeks
(range: 0.1104 4 weeks). Resolution occurred in 137 patients (68.2%) with a median time to resolution of 18. weeks (range: 0.1130.6" weeke). Rare cases of 5|5 and TEN some of them with
fatal outcome have been observed (see sections 4.2 and 44). Infusion reacions In atients treated with mivolumab monotherapy, the incidence of ypersensitity/infusion reactons was 4%
(134/3239), including 6 Grade 3 and 3 Grade 4 cases. In patients treated with nivolumab 1mg/ kg in combination with ipilimumab 3 mg/kg, the incidence of hypersensitvty/infusion reactions
was 3.8% (17/448); al were Grade 1 or 2in severity. Grade 2 cases were reported in 2.2% (10/448) of patients.In patients treated with nivolumab 3 mg/g in combination with ipiimumab
1mg] fkg, theincidence of hypersensitity/infusion reactions was 4.0% (22/547); llwere Grade T or 2in severty. Grade 2 cases werereparted in 24% (13/547) of patents. Inpatientstreated
with nivolumab 360 mg every 3 weeks in combination with ipifimumab 1 mg/kg every 6 weeks and chemotherapy in NSCLC, the incidence of hypersensitivity/infusion reactions was 4.7%
(17/358). Grade 2, Crade 3, and Grade 4 cases were reported in 2.2% (8/358), 0.3% (1/358), and 0.3% (1/358) of patients, respectively. In patients treated with nivolumab 240 mg in
combination with cabozantinib 40 mg in RCC,the incdence of hypersensitity/infusion reactions was 2.5% (8/320). Al 8 patients were Grade 1 or 2in severiy. rade 2 cases were reported
in 0.3% (1/320) of patients. Complications of ologeneic HSCT inclossical Hodgkin lymphoma Rapid onset of GVHD has been reported with nivolumab use before and after allogeneic HSCT (see
section 44). In 49 evaluated patients from two cHL. studies who underwent allogeneic HSCT after discontinuing nivolumab monotherapy, Grade 3 or 4 acute GVHD was reported in
13/49 patients (26.5%). Hyperacute CVHD, defined as acute GVHD occuring within 14 days after stem celifusion, was reported n three patients (6%). A steraic-requirng febrile syndrome,
without an identifed infectious cause, was reported in s patients (12%) ithin the first 6 weeks post-transplantation, with three patients responing to steraids. Hepatic veno-occlusive
disease occurred in one patient, who died of GVHD and mult-organ falure. Nine of 49 patients (18.4%) died from complications of allogeneic HSCT after nivolumab. The 49 patients had a
median follow-up from subsequent allogeneic HSCT of 5.6 manths (range: 0-19 manths). Eevate e enzymes when nivolumab is combined with cobozontini in RCC In a cinical study of
previously untreated patients with RCC receiving nivolumab in combination with cabozantinib, a higher incdence of Grades 3 and 4 ALT increased (10.1%) and AST increased (8.2%) were
observed relative to nivolumab monatherapy in ptients with advanced RCC. In patients with Crade >2 increased ALT or AST (n=85): median time to onset was 10.1weeks (range: 20 to 106.6
weeks), 26% received corticosteroids for meian duration of 14 weeks (range: 0.9 to 75.3 weeks), and resolution to Grades 0-1 occurred in 31% with median time to resolution of 2.3 weeks
(range: 04 to 108.1 weeks). Among the 45 patients with Grade 22 increased ALT or AST who were rechallenged with either ivolumab (n=10) or cabozantin (n=10) administered as a single
agent or with both (n=25), recurrence of Crade 2 increased ALT or AST was observed in 3 patients receiving OPDIVO, 4 patients recelving cabozantinib, and 8 patients receiving both OPDIVO
and cabozantinib. Laboratory abnormaliies In patients treated with nivolumab monatherapy, the proportion of patients who experienced a shift from baseline to a Grade 3 or 4 laboratory
ahnurmahw was as follows: 4.7% for anaemia (al Crade 3),0.8% for thrombocytopaenta, 0.8% for leucapoenia, 9.2% forlymphopaenia, 0.9% for neutrapaenia, 2.0% forincreased alkaline

chemotherapy in NSCLC %: 1 Nivolumab 240 mg in combination with cabozantinib 40 mg n RCC %: 2ZHypersensmwty/Infusmn reaction Nivolumab 360 mgm combination withip
1 mg/kg and chemotherapy in NSCLC %: 0.6 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: O_immune relted adverse reaction requiring high dose corticosteroids™®
Pneumonitis Nivolumab 360 mg in combination with ipilimumab 1mg/kg and chemotherapy in NSCLC %: 68 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 56 Coitis
Nivolumab 360 mg in combination with ipiimumab 1 mg/kg and chemotherapy in NSCLC %: 20 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 8 Hepatitis Nivolumab
360 mg in combination with pifimumab 1mg/kg and chemotherapy in NSCLC %: 29 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 23 Nephritis and renal dysfunction
Nivolumab 360 mg in combination with ipifimumab 1 mg/kg and chemotherapy in NSCLC %: 24 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 9 Endocrinopaties
Nivolumab 360 mg n combination with pilimumab 1mg/kg and chemotherapy in NSCLC %: 8 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC 4.2 Skin Nivolumab 360 mg
in combination with ipilimumab 1 mg/kg and chematherapy in NSCLC %: 10 Nivolumab 240 mg in combination with cabozantinib 40 mg in RCC %: 8 Hypersensitivity/Infusion reaction
Nivolumab 360 mg in combination with ipilimumab 1mg/kg and chemotherapy in NSCLC %: 29 Nivolumab 240 mg in combination with cabozantinib 40 mg n RCC %: 0 at least 40 mg daily
prednisone equivalents  frequency is based on the number of patients who experienced the immune related adverse reaction mmune-related preumonits In patients treated with nivolumab
monotherapy, the incidence of pneumoniti, including interstitial lung disease and lung nfitration, was 3.2% (105/3239). The majoity of cases were Grade 1 or 2 in seveity reported in 0.7%
(24/3239) and 18% (57/3239) of patients respectivey. rade 3 and 4 cases were reported in 0.6% (21/3239) and <0.1% (1/3239) of patients respectively. Grade 5 cases were reported in <
01% (2/3239) of patients inthese studies. Median time to onset was 3.3 months (range: 0.2 13.6). Resolution occurred in 71 patients (67.6%) with a median time to resolution of 6.7 weeks
(range: 0.-96.7°); * denotes a censored observation. In patients treated with nivolumab 1 mg/kg in combination with ipilimumab 3 mg kg in melanoma, the incidence of pneumonitis
including interstitallung disease, was 7.8% (35/448). Crade 2, Crade 3, and Crade 4 cases were reported in 4.7% (21/448), 1% (5/448), and 0.2% (1/448) of patients, respectively. One of
the Grade 3 pneumonits cases worsened over 1 days with a fatal outcome. Median time to onset was 2.6 months (range: 0.7-12.6). Resolution occurred in 33 patients (94 3%) with a median
time toresolution of .1 weeks (range: 0.3-35.). In ptients treated with nivolumab 3 mg/ kg in combination with ipilimumab  me kg in RCC,the incidence of pneumonitsincluding interstitial
lung disease was 6.2% (34/547). Grade 2 and Grade 3 cases were reported in 31% (17/547) and 10% (6/547), of patients, respectvely. Median time to onset was 26 months
(range: 0.25-20.6). Resolution occurred in 31 patients (31.2%) with a median time to resolution of 6.1 weeks (range: 0.7-85.9'). In patients treated with nivolumab 360 mg every 3 weeks in
combination with ipiimumab 1 mg/kg every 6 weeks and chemotherapy in NSCLC, the incdence of pneumonitis including interstitial lung disease was 5.3% (19/358). Grade 2, Grade 3, and
Crade 4 cases were reported in 22% (8/358), 11% (4/358), and 0.6% (2/358) of patiets, respectively. Median time to onset was 18.1 weeks (range: 0.6-524). Resolution occurred in 14
patients (74%) with a median time to resolution of 4.3 weeks (range: 0.7-27.9").In ptients treated with nivolumab 240 mg in combination with cabozantinib 40 mg in RCC the incidence of
preumonits including interstiiallung disease was 5.6% (18/320). Grade 2 and Grade 3 cases were reported i 19% (6/320) and 1.6% (5/320), o patients, respectively. Median time to onset
was 26,9 weeks (range: 12.3-74.3 weeks). Resolution occurred i 14 patients (77.8%) with a median time to resolution of 7.5 weeks (range: 2:-60.7+ weeks). Immune-related colts I patients
treated with nivolumab monotherapy, the incidence of darthoes, colts, or frequent bowel movements was 14.7% (475/3239). The majorty o cases were Grade 1 or 2in severity reported in
94% (304/3239)and 3.7% (119/3239) of patients respectively. Grade 3 and 4 cases were reported in 1.6% (51/3239) and <0.1% (1/3239) of patients respectively. Median time to onset was
1.8 months (range: 0.0 26.6). Resolution occurred in 420 patients (89.0%) with a median time to resolution of 2.3 weeks (range: 0.1124.4°).In patients treated with nivolumab 1 mg/kg in
combination with ipifimumab 3 mg/kg in melanoma, the incidence of diarthoea orcolts was 46.7% (209/448). Grade 2, Grade 3, and Grade 4 cases were reported in 13.6% (61/448), 15.8%
(71/448), and 0.4% (2/448) of patients, respectivey. Median time to onset was 12 months (range: 0.0-22.6). Resolution occurrd in 186 patients (89.4%) with a median time to esolution
of 3.0 weeks (range: 0.1159.4'). In patients treated with nivolumab 3 mg/kg in combination with ipilimumab 1 mg/kg in RCC, the incidence of diarthoea or clis was 28.2% (154/547).
(rade 2 and Grade 3 cases were reported in 10.4% (57/547) and 4.9% (27/547) of patients,respectively. Median time to onset was 1.2 months (range: 0.0-24.7). Resolution occurred in
140 patients (31.5%) with a median time to resolution of 2.4 weeks (range: 0.1-103.1). In patients treated with nivolumab 360 mg every 3 weeks in combination with iplimumab 1 mg/kg
every b weeks and chemotherapy in NSCLC, the incdence ofdiarthoea or colts was 22.3% (80/358). Grade 2, Grade 3, Grade 4, and Grade 5 cases were reported in 7% (25/358), 5% (18/358),
0.3% (1/358), and 0.3% (1/358) of patients,respectively. Median time to anset was 5.1 weeks (range: 0.1-53.6). Resolution occured in 70 patients (87.5%) with a median time to resolution
of 14 weeks (range: 0.176.9°).In patients treated with nivolumab 240 mg in combination with cabozantinib 40 mg in RCC, the incdence of diarthoea, colits, frequent bowel movements or
enterits was 59.1% (189/320). Crade 2 and Grade 3 cases were reported in 25.6% (82/320) and 6.3% (20/320) of atients, respectively.Crade 4 were reported n 0.6% (2/320). Median time
to onset was 12.9 weeks (range: 0.3-110.9 weeks). Resolution occurred in 143 patients (76.1%) with a median time to resolution of 2.9 weeks (range: 0.1-139.7° weeks). Immune-reloted
epatits In patients treated with nivolumab monotherapy, the incidence ofiver function test abnormaites was 7.0% (228/3239). The majority of cases were Grade 1 or 2in severity reported
in 3.7% (119/3239) and 1.5% (50/3239) of patients respecively. Crade 3 and 4 cases were reported in 15% (49/3239) and 0.3% (10/3239) of patients, respectively. Median time to onset
was 2 months (range: 0.0 276). Resolution occurred in 177 patients 178‘0%) with a median time to resolution of 6.1 weeks (range: 0.1-34.3') In patients treated with nivolumab  mg/kgin
combination with piimumab 3 mg/kg in melanoma, the incidence of liver function test abnormalities was 29.5% (132/448). Grade 2, Grade 3, and Grade 4 cases were reported in 6.7%
(30/448), 15.4% (69/448), and 1.8% (8/448) of patlen s, respemvelv Median time to unset was 15 months (range 0.0-30.). Resolution occurred in 124 patients (93.9%) with a median
timeto resolution of 5.1 weeks (range: 0.1-106.9). In patients treated with nivolumab 3 mg bination with ipifimumab 1 mg/kg in RCC, the incidence ofliver function test abnormalities
was 18.5% (101/547). Grade 2, Grade 3, and Grade 4 cases were reported in 4.8% (26/ 547) 6 6% (36/547), and 1.6% (3/547) of patients, respectively Median time to onset was 2.0 months
(range: 04-26.8). Resolution occured in 86 patients (85.1%) with a median time to resolution of 6.1 weeks (range: 0.~82.9'). In patients treated with mivolumab 360 mg every 3 weeks in

P 7% for increased AST, 24% for increased ALT, 11% for increased total biirubin, 0.7% for increased creatinine, 41.3% for hyperglycaemia, 81% for hypoglycaemia, 34% for
ineased amylase, 7.7% for increased lipase, 5.9% for hyponatraemia, 1.5% for hvperka\aemla 1.5% for hypukalaemla 13% for hyperraltaemla 0.6% for hypermagnesaemia, 0.4% for
ypomagnesaemia, 0.7% for hypocalcaemia, and <0.1% for hypematraemia. In patients treated with nivolumab 1 mg/kg in combination with ipilimumab 3 mg/kg in melanoma, the proportion
of patients who experienced a worsening from baseline to a Grade 3 or 4 laboratory abnormality was as follows: 2.8% for anaemia (all rade 3), 12% for thrombocytapaenia, 0.5% for
leucopoenia, 6.7% for lymphapaenia, 0.7% for neutrapaenia, 4.3% for increased alkaline phosphatase, 124% for increased AST, 15.3% for increased ALT, 1.2% for increased total biirubin,
24% for increased creatinine, 5.3% for hyperglycaemia, 8.7% for increased amylase, 19.5% for increased lipase, 1.2% for hypocalcaemia, 0.2% each for hypematraemia and hypercalcaemia,
0.5% for hyperkalaemia, 0.3% for hypermagnesaemia, 4.8% for hypokalaemia, and 9.5% for hyponatraemia. In patients treated with nivolumab 3 mg/kg in combination with ipilimumab
1 mg/kg in RCC, the proportion of patients who experienced a worsening from baseline to a Grade 3 or 4 laboratory abnormality was s follows: 3.0% for anaemia (all rade 3), 0.7% for
thrombocytopaenia, 0.6% for leucopoenia, 5% for lymphopaenia, 11% for neutropaenia, 2.0% for increased alkaline phosphatase, 4.8% for increased AST, 6.5% for increased ALT, 1% for
increased total bilirubin, 2:1% for increased creatinine, 72% for hyperglycaemia, 1.8% for hypoglycaemia, 12.2% for increased amylase, 20.1% for increased lipase, 0.4% for hypocalcaemia,
1.3% for hypercalcaemia, 2.4% for hyperkalaemia, 1% for hypermagnesaemia, 0.4% for hypomagnesaemia 1.9% for hypokalaemia, and 9.9% for hyponatraemia. In patients treated with
nivolumab 360 mg every 3 weeks in combination with ipiimumab 1 mg/kg every 6 weeks and rhemutherapy in NSCLC, the proportion of patients who experienced a worsening from baseline
o Grade 3 or 4 aboratory abnormality was a follos: 2% fo anaemia, 43% fr thromborytopaenia, 8% fr eucopoenia, 5.8% forlymphopaenia, 14.7% fo neutropaenia, 12% fo
increased alkaline phosphatase, 3.5% for increased AST, 4.3% for increased ALT, 0% for increased totalbilirubin, 12% for inc inine, 7% for hypergl 0% for hypogh
6.7% for increased amylase, 11.9% for increased lipase, 14% for hypocalcaemia, 1.2% for hypercalcaemia, 1.7% for hyperkalaemia, 0.3% for hvpermagnesaemia 1.2% for hypumagnesaemia
3.5% for hypokalaemia, and 10.7% for hyponatraemia. In patients treated with nivolumab 240 mg in combination with cabozantinib 40 mg in RCC, the proportion of patients who experienced
aworsening from baseline o a Grade 3 or 4 aboratory abnormality was as follows: 3.5% for anaemia (all Grade 3), 0.3% for thrombocytopaenia, 0.3% for leucopoenia, 75% for lymphopaenia,
3.5% for neutropaenia, 3.2% for increased alkaline phosphatase, 8.2% for increased AST, 10:1% for increased ALT,1.3% for increased total bilirubin, .3% for increased creatinine, 11.9% for
m(reased amylase 15.6% fur increased I\pase 3 5% for hyperg\y(aem\a 0.8% fur hypuglytaem\a 2% for hypu(a\taemla 0 3% fur hyper(al(aerma 5.4% for hyperkalaem\a 42% fur
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vithnivolumab monotherapy 3 mg/kg or 240 mg every 2 weeks and evaluable for the presence of anti product antboes, 255 patients (10.9%) tested pasitive for treatmen emergent ani
product antibodies ith ifteen patients (0.6%) testing positive for neutralising antibodies. Of the patients who were treated with nivolumab in combination with ipilimumab and evaluable
for the presence of anti-nivolumab antibodies, the incidence of anti-nivolumab antibodies was 26.0% with nivolumab 3 mg/kg and ipifimumab 1 mg/kg every 3 weeks and 37.8% with
nivolumab 1 mg/kg and ipilimumab 3 mgkg every 3 weeks. The incidence of neutralising antibodies against nivolumab was 0.5% with nivolumab 3 mg/kg and ipilimumab 1 mg/kg every
3 weeks and 4.6% with nivolumab 1 mg/kg and ipilimumab 3 mg/kg every 3 weeks. Of patients evaluable for the presence of ant-ipiimumab antibodies, the incidence of anti-ipiimumab
antibodies ranged from 6.3 to 8:4% and neutralising antibodies against pilimumab ranged from 0 to 0.3%. Of the patients who were treated with nivolumab in combination with ipifimumab
and chemotherapy and evaluable for the presence of anti-nivolumab antibodies or neutralising antibodies against nivolumab, the incidence of anti-nivolumab antibodies was 33.8% and the
incidence of neutralising antibodies was 2.6%. Of the patients who were treated with nivolumab in combination with ipilimumab and chemotherapy and evaluable for the presence of anti-
iplimumab antibodies or neutralsing antibodies against pifimumab, the incidence of anti-iplimumab antibodies was 7.5%, and the neutralising antibodies was 16%. Although the dlearance
of nivolumab was increased by 20% when anti-nivolumab-antibodies were present, there was no evidence o loss of effcacy or altered tosicity profile n the presence of nivolumab antibodies
based on the pharmacokineti and exposure-response analyses for both monotherapy and combination. Elderly No overal differences in safety were reported betvween eldery (> 65 years) and
younger patients (< 65 years). Data from SCCHN and adjuvant melanoma patients 75 years of age or older are too imited to draw conclusions on this population (see section 5.1). Data from
CHL patients 65 years of age or older are too it to draw conclusions on this population (see section 5.1). For patients treate vith nivolumab in combination with cabozantinb, data from
RCC patients 75 years of age or older are too imited to draw conclusions on this population (see section 5.1). Hepatic or enal impairment In the non-squamous NSCLC study (CA209057), the
safety profile in patients with baseline renal or hepatic impairment was comparable to that in the overall population. These results should be interpreted with caution due to the small sample
size vithin the subgroups. Reporting of suspected adverse reactions Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal product. Healtheare professionals are asked to report any suspected adverse reactions via the national reporting system listed in
Appendix V. 7. MARKETING AUTHORISATION HOLDER Bristol-Myers Squibb Phama EEIG Plaza 254 Blanchardstown Corporate Park 2 Dublin 15, D15 T867 Ireland 8. MARKETING
AUTHORISATION NUMBER(S) EU/1/15/1014/001 EU/1/15/1014/002 EU/1/15/1014/003 9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION Date offirst authorsation:
19 June 2015 Date of atest renewal: 23 April 2020 10. DRUG DISPENSING CLASSIFICATION Medicinal product subject to restricted medical prescription 11, DATE OF REVISION OF THE TEXT 22
April 2021 Detailed information on this medicinal product s available on the website of the Eurapean Medicines Agency fttp.//www.ema.europa.eu
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