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1. NAME OF THE MEDICINAL PRODUCT OPDIVO 10 mg[{ml concentioe forsolufon for fusion. 2. QUALITATIVE AND QUANTITATIVE COMPOSITION Each ml. of conctte for solufion fr infuson contins 10 meg o volumab. One vilof 4 mL conoins 40 m of ivolumab. e vilof 10 mL contains 100 mg ofmivolumab. One vial of 12 mL conains 120 mg ofnivlumob. One
vilof 24 mL conains 240 mgofnivolumab. Nvoumab i produced n Cines hamste ovry el by ecombinant DNA technology. Excent with known effctEoch mL o cncentatecontin 0.1 mimol (o 2.5 mg) soium. Forhe ul st of excipens,see secion 6.1 3. PHARMACEUTICAL FORM Concente fo solton for infusion (sterleconcentte). Cleo o oplecent,coloues o ple yellow
i that may confin few Iigﬂwl partices. The soluton s o pH of proximately 6.0 ond an asmolly of pprosimately 340 m0sm kg 4. CLINICAL PARTICULARS 4.1 Therapeutic indications Hleuroma OPDIVO cs monotheray orn combination with pfmumab is indcaed forte teatment o odvanced (uresecoble.or mefastoic) melanoma i adufs. Reltve t rivolumab monotheray,
anincrease n progissiorfee sunval (PFS) and overalsunval (0S) FDI the combinafion ofvolumab with '\p‘\ﬂ'mumuh i stoblished only n potients with low tumour PD-L expression (see sectons 4.4 and 5.1). Adivant reatmnt of melanomo OPDIVO) os monotherapy i indcated for the adfuvont reatment of dults with melonoma wih nvobvement of \yrnJ]h 1odes or mefosofc disease who hove undergone
completerescon (s secion .1). Nowsmall el \unﬂ cancer (NSCLC) OPDIVO n combinfion withiplimurna and 2 cycles f platinumbased chemotherapy i nicoed fr thefstie teatment of metastafic nomsmalcllfung concer i aduls whose tumous hove no sensifing EGFR mutaion r ALK tonslocetion. OPDIVO as monatherapy s icicted forthe teatment oflcaly advonced or mefostoic
nonsmallcll lung concer afer pror (hemulhemey in aduls. Molignant leural mesothelioma (MPM) OPDIVO in combinaion it ipimumab i indicated or the frt fn teatment of odult pofients with unresectble molignant pleural mesothelioma. Renal cll corcinoma (RCC) ODIVO s monotherapy s indcated for the reatment o advanced renl ell crcnoma after prir herapy n aduls. OPOIVO n
combinafion vith pfimumob s indicoted for the fsine reatment ofodulpotiens wih ntemedite/poaerisk advanced renl el crcinoma (s section 5.1). OPDIVO i combinfion with cobozanti s incicoted for the fstine reament ofadut potiens wih odvanced enal cell corcinomo (e secion 5.1). Classicl Hodgkin ymphamo (cHL) OPDIVO o5 moroferoy s indicoted for he reament of odut
pafints it reloped orrefactory clossicl Hodgkin ymphoma after utologous sem cell fansplnt (ASCT) on featment withbientuimob vedofin, Sauamous cell conce ofthe ead ond eck (SCCHN) OPDIVO as monotherapy i indicted for the reament ofrecurent o metostfic squomovs cellconcer ofthe head and neck n adulsprogessing on orafer lotnumased theapy (see section .1). Uotheil
carcnoma OPDIVO os monotherapy s \'ndi(med?orthe freament of locally avanced umesectuE\e ormefustofic otheil corcnoma i aduls ofe failre ofprio loinum<ontaining therapy. Mismatch repair defcient (GMAR) o micosatlie ntobly high (MSHH) colrectalconcr (CRC) OPDIVO i combinaion withiplimumabi ncicaed for the featment of dult pun'emswi;ﬁ mismotchrepirdeficent or
microsatelte nstobilty igh metastofic colorectal concr ot prir ﬂuomrylim‘\d‘me bosed combinafion chemotherapy (see secion 5.1). Oesophagel squomous cel carcinomo (0SCC) OPDIVO os monatherapy s inicote forthe feotment of adultpafiens with unesectuble advanced, recurent or metastafc oesophogeal s%uurnous cell corcinomo after pror fuoropyrimidine-and lafinum-bosed combination
chemotherapy. Adjwant fieament of oesophageal r qostrvoesophageal juncion cance (OC or GEIC) OPDIVO as monotherapy i indicated for the acjvant eatment of adul pfients vith oesophageal or gostiosaphageal juncion cancer who have residual phalogi disease follwing prior neoadjwvant chemoradiatherpy (see secion 5.1). Gastric, ﬂustro-oesnphuge«l junction (GEJ) or
oesophageal adenocarcinoma 0PDIVO i combinaion with fluoropyrimidine- nd plfinurvased combinaion chemotherapy i incicate fr the fsine eatmen ofadulpotets with HER 2-negatv acvanced or metostoic gstic, ustooesophage juncon oroes?fhaﬂeu\ adenocorcinoma whose fumous exaress PD-L1 with a combined postve score (CPS) > 5. 4. Posolodqyand method of
administration Tisafment must be nfiated and supenvisd by physcions exprinced in the reatment o concr. POA1 testing I specfied i the ndcotion, paiet elctionfor reatment wih OPDIVO bosed on the tumourexrress‘\on of AT should be wng\'rmed by o vlidoted fest (see secfons 4.1, 4.4, nd 5.1). Pesoogy OPDIVO as monotherapy The recommenced dose of OPDIVO s
sihernivolumob 240 mg every 2 wesks or 480 my every 4 weeks (see section 5.1) depending on the indicafion, o presened n Tol 1. Tble 1: Recommended doss nd infusion fime or infivenous administaionofnivolumob monotherapy nicafon™ Melanoma (advanced oradjvont ratment), Renal cell corcnomo Recommended dose and infusio fme - 240 m every 2 weeks over 30 minutes or
480 my every 4 weeks over 60 minues; Oesophageal or gustoaesophageal juncion cancer (vt reatment) - 240 mg every 2 weeks over 30 minutes or 480 mg every 4 weeks ove 30 minutes for thefst 16 weeks, followed by 480 my every 4 weeks over 30 minues; Norsmal el lng concer, ol Hodglin lymphomo, Squamaus cell conce o the head and neck, Urothelal corcinom,
Oesaphageal sguumous cell corcinomo Recommended dose and infusion ime : 240 m every 2 wesks ovr 30 minutes *As per monothemﬁy indicafion n secton 4.1, I melanomo or RCC, OC or GEIC ptiens need o be switched fiom the 240 me every 2 weeks chedule o the 480 m every 4 wesks schedule, the it 480 my dose shouldbe adminstred two weeks ofter the st 240 g dose. (onversel(,
1 potens need o be swiched from the 40 m%everytiweeks schedule fo he 240 mg EVEIV Weeks schedule, he firt 240 mg dose shouldbe admiistered four weeks ofter the Lt 480 mg duse. OPDIVO in combination with ipilimumab Melanoma The recommended dose s mg/ki nivglurah n combinaton with 3 mg/kE infimumab adrminstered intovenously
ey 3 weeks for the it 4 dose. Tis s then folwed by a second phase n which ivolumab monotherapy is adminisered ntavenausly ot ither 240 mﬂ ey 2 weeks or ot 480 mg every 4 weeks, ospresented n Toble 2. For the monotherapy phase, the it dose of ivolumab should be adinitered; 3 weeks afer the st dose of the combinaion f ivolumab and ipfimumab f using 240 mg ey
2 wesks; or 6 wesks ofter thelostdose o te combination of ivolumab nd ipfimumab f using 460 m? every 4 weeks. Tabl 2: Recommended doses and infusion tmes for intovenous adminisrfion of nvolumob in combination with ipfimumob 70[ melonoma Nivolumab Combinaion phase, every 3 weeks for 4 dosinﬂ s 1 my/kg over 30 minutes Monotherapy phose : 240 mg very 2 weeks over
30 minutes or 480 mg every 4 wesks over 60 minuts piimumab Combination phos, every 3 weeks for 4 dosing cyces : 3 may/kg over 90 minutes - Molignant plwtal mesotheioa The recommended dose s 360 m ivolumab administered infrovenousy over 30 minutes every 3 wesks in combination wih 1 mg/Kg ifimumab odmiisteed infovenausly ovr 30 minues every 6 wesks. rafment is
confinued fo upto 24 months n paients withoutdsease progression. Renal cel corcinomo and dHAR or NS to?ﬂredu\ cance Therecommended dose s 3 mg/kg nivolumab n combinafion with 1 mg/kq ipimumab u%m‘\m’slered infiovenously evewaeels forhe firt 4 dose. This i then folowed by second phose inwhich nivoumab monotherapy is odministered infivenausly ot eifhier 240 my every
Dwaeks or ot 480 mg every 4 wesks (RCC only), s resented n Toble 3. Fr the monotherapy phose, he it dose of nivolumab should be adminiteed; 3 weeisu 1 thelostdose of the combination o mvolumab and piimuma it using 240 my every 2 wesks; o 6 weeks ofter the st dose of the combinafion o nivolumab and pfmumab f using 480 e every 4 wesks (RCC ony). Toble 3: Recommended
doses ond nfusionfimesfor nrovenous admiisofion of ivolumab n combinaton ith gimumab for RCC and WA or MSHH CRC Nivolumab Combinfion hase, every 3 weeksfor 4 dosing cyes - 3 may/kg over 30 minutes Monotherapy phose : 240 mg every 2 weeks ovr 30 minues or 480 mE ey 4 weeks over 60 minutes (RCC only) Ipimumab Combinafion phose, every 3 weeks for 4 dosing
oyces: 1 mg/k? over 30 minutes- OPDIVO in combination with cabozantinib Renal cell carcinoma The recommended dose i nivolumob admiistered nrovenously of eiher 240 mgLevew?weeks 0r 480 ma every 4 weeks in combinafion with 40 mg cobozontind odmiistered oraly every doy. Tole 4: Recommended doses and infusion fimes for inrovenous
administaton o ivolumab in combinaion with oral admiisofion of obozantin for RCC Nivolumab Combinafion phase: 240 m? ey 2 wesks over 30 minutes or 480 mg every 4 wesks ovr 60 minutes Cabozantinib Combinafion phase: 40 mg once dal. OPDIVO in combination with ipilimumab and chemotherapy Non smal el g cncer The
tecommended doss i 360 my ivolumab adinisered nrovenously over 30 minutes every 3 wesks in combination wih 1 m/kg piimumab odinitered ntovenously over 30 minues every 6 wesks, nd plfinum-bosed chemotherapy administered very 3 weks. Afer complfion of 2 cyles o chemotherapy, reament is coninued with 360 mg nivolumab dinistred ntovenously every 3 weeks in
combinaton with 1 mg/kg ipﬂ‘\mumuh very 6 wesks. Treatment s ecommended unfl disase progrssion, nacceptabl foicy, orup o 24 manths n patens withoutdisease progressin. OPDIVO in combination with chemotherapy Gastric, gastro-oesophageal junction or oesophageal adenocarcinoma The recommended
dose is 380 mg mvolumab adminitered infrovenously over 30 minutes in combinafion with fuoropymdine:ond pﬁ]ﬂnum—bnsed chemotherapy odmiisered every 3 weeks or 240 mg mivolumab odministered inrovenously over 30 minutes in combinafion with luropyrimiding: unHJJIm'mum-hﬂsed chemotherapy odministered every 2 wesks (see secion .1). Treatment wih ivolumab i ecommended unfl
disease progresson, unacceptable foxicty, o upto 24 months n patiens withoutdisease progression. Duration of treatment Teatment with OPDIVO, ether os o monotherapy o n combinafion wih nimumab, shouldbe contnued as long o cinicalbenefit s observed orunl heatment is o onger tolerated by the pafient (and up o moximum durafion oﬂhemry 1 specfied foron ndicafon).
Foradjovant therapy, he maimum reatment durfion with OPDIVO is 12 months. For OPDIVO i combination with cbozanfini, PDIVO shauld be confnued unfl disease progression, unacceptable toricy, or up fo 24 months in paients without disease progression. Cobozanfin shauld be contnued unf disease ﬁmgms&ian orunacceptobl foicy. Refer to the Summary of Product Chracteristic (SmPC)
for cabozantind. Aypicel responses (., o il fansentinciease n fumour size or small new lesons wihin the fst few months follwed by tumour shrinkage) hove been observed. 11 recommended fo coninue eatment with ivolumab or rivolumab n combinafion with idp\'\imumuh forcicllystble pofients i ol eidence of disease progression unl isase progesson i confimed. Dose estalofion
o teduction i notrecommended for OPDIVO os monatherapy or in combinaion with oher herapeutic agents. Dosing dlay or disconinufion may be requted b on ndiduolsafefy and toerity, uideines for pemanent diconfinuation o withalding of doses are descrbed in Toble 5. Detold uidefnes for the management of immuneqelted advere reacions re descibed n secion 4.4, When
nivglumab i odministeed n combinafion ith oher heropeuticagens,refer o he SmPC of these othercombinafion therapewfic agents regording dosing. Tole 5 Recommended reament modficafions for OPDIVO or OPDIVO in combination Immune-relntea preumonitis Severty - Grade 2 pneumonts eatment modification Withold dose(s) unl symptoms resohve, rocioraphic obnomlies mprove,
and monagement with corficosteroids i complete Severy  Grode 3 or 4 preumonts Teatment modiicafion : Permanently disconfinue reatment Immune-reluted colitis Severty : Grode 2 darhoga orcolfs Teatment mofication : Witk dose(s) unl symptoms resolve and management with corfcostroids, i needed, s complete Sevety - Grade 3 diohoeo o cols- OPDIVO monatherapy Teatment
modfication: Withholddose(s) unfl s[(mpmms tesolve ond management with corcsterois i comple - OPDIVO-+ipimumab Reatment moficaion : Permmonenty disconinue tetment Severty  Grode 4 darhoea o ol Treatment moofiaton : Pemanenty disconfnu teatment Immune-related heptiis Sevety :Grode  elevaton i aspartte aminofonserase (AST), clorine aminofrnsfruse
{AT), or ot ilrbin reatment moficafion : Withhld dose(s) unlaboratry veues efur to boseline and management with coricosteraids ifneeded, is complete Sevrty - rade 3 or 4 levafon in AST, ALT o tofl biliubin Teatment modifcafion : Pennunenﬂr disconfinue reatment. NOTE: for RCC patientsteated with OPDIVA i combination with cabozantinih with iver enzyme elvafios,
stg dosing quideinesfolwing i oble. Immune-related nephrits and remal dysfunction Seery: Giade 2 or 3 eafiine levfion Fetment modficaion  Wikhald dose(s) unl reafining et o baselineand management with cortcostraids s tl)mJ] ee Severty  Gode 4 eafinine levfion Fetment modficaion : Pemanentl isconfnuefectment lmmune-related endocrinopathies
Severity : Symptomafic Grode 2 or 3 hypothyraidism, byperhyroidism, hypophysits, Severy : Gade 2 adienol mufficiency Severty : Gods 3 dibetes Heatment modificaion : Withld doses) unl symptomsresove and management with corticsteroids (f neded for symptoms o ocue inflammafion) is omplte. Tisatment should be confnued nthe presence of hrmane replocement thry? s ong os
1o symptoms are pesent Severty - Grode 4 hypathyroidism Sevesty : Grode 4 hyperthyridim Sev;em'rr - Grad 4 hypophysis Sty - rode 3 or 4 advenl nufficency Severty  Grade 4 cbetes reatment modifcaton : Permanently disconfnue refment Immune-related skin adverse reactions Seveity : Gode 3 rash reament modiication - ithhold dose(s) un symptoms resole ond
management with cofcosteroids i complete Severy : Grode 4 rosh retment motﬁﬁmﬂon  Permanently disconfinue freament Seveiy - Stevns-Johnson syndrome (315 ortoicepdeimal necrolysis (TN) Teatment moficfion :Pemanenty diconfinue freament (see secon 4.4) Immune-related myocardits Severty  Grde 2 myocardts eatment modficotion : Withold dose(s) unf symptoms
tesole ond monagement with corfcsteroids is complteSevery - Gade 3 or 4 myocarditsTeatment modiication : Pemanently diconfnue reatment Other immune-related adverse reactions Severy : Grade 3 (fst occurenc) eatment modficafion : Wihold doses) Sevety - Gade 4 o ecurent Grade 3 ; eristent Severty  Grode 2 or 3 despite eament modficfion; by fo reduce
corcosteroid dose to 10 my predisone or equivclent pr doy Treatment modfiction : ermanenty disconinue heatment Note: Towct grades are inaccordance with Naional Concer Infitte Common Terminlogy Crteriafo Adverse Events Version 4.0 (NCHCTCAR v4). * Duing adinistafion o the second phase of reatment (nvolumab monofl emﬁy) following combinafion treatment, pemanenty disconinue
teatment if Giade 3 diorhosa o colfs occurs.* Recommendation for the use of hormone replacement therapy is proided i secion 4.4. < The sfety of reinfiafing nivolumab or ivaumab n combinafion with iEiI'\mumuh fherapy in paients pieviously experencing immuneqeloted myocardt is not known. OPDIVO os monotherapy or in combinafon it other therapeutic ogens should be pemanently
disconfinue for: rade 4 orrecurent Grade 3 odverse reacons; Prsistent Grade 2 or 3 adverse reacions desite management, Paiensreated with OPDIVO must be given the paient lert curd and be nformed about the sk of OPDIVO (s aso packagefafle). When OPDIVO i administered in combinfion with imumab,  eite agen i wihheld, the ofher agentshould s be wihheld. I dosing is
tesumed ofer o deloy, ither the combination teaimen or OPDIVO monatherapy could be resumed based o the evluation of the ndidual potient. When OPDIVO is aciinistered n combinafion it chemotherapy, efr fo he SPC of the other combinafion therapy agentsregarding dosing. Do escelofion o educton s not Iemmmenged for OPDIVO. I any agents ore wihheld, he oter agents moy be
confinued. Ifdosing i esumed oftr o deloy, either the combination eatment, OPDIVO monatherapy or chemotherapy alone could be resumed based o the evoluction of the indviduelpetent. OPDIVO in combination with cabozantinib in RCC When OPOIVO is used in combination with cobozonfnib, te cbove ieament mod‘\?\'{uﬂons inToble 5 dso aply fo he OPDIVO
companent, In udd?ﬂon, forfver enzyme elevatons, in patiens vith RCC bem[[q treated with OPDIVO in combination with cobozanfib: - IfALT or AST > 3 tmes ULN but < 10 times ULN wthout concurrent otal ilibin > 2 imes ULK, both OPDIVO and cabozaninb should be wihheld unl these odverse reacions recover o Grades (-1 Crticosterid herapy may be consideed. Rerhaﬁenge vih a single
medicne o techollenge wih both medicies ofer recovery may be considered. I rechullengmg vith cobozonfni,rfer fo cobozonfinh SmPC. - 1FALT or AST > 10 fimes ULN or > 3 fimes ULN with concurent ftolbifiubin > 2 fimes ULN, both OPDIVO and cabozanfin should be permanenty disconfnued and corcostrad therapy may be consideed. Special populations Paediatric
population The sofey ond efficoc of OPDIVO n chldren beow 18 years of age hove notbeen estolished. Curently avaloble dotoof OPDIVO as monatherapy or in combinaton with piimumab re descibed in secions 4.8 ond 5.1 but o recommendafin on a posology con be mode. Elclerty No doss odustment s requied foreldery paients (> 65 years) (s section 5.2). Renal
impairment Bused on th populaion phamacakinec (P) esuts, no dose adustmentisrequied inpatients with mid or moderte renc mpaimient (ee sction .2). Datafrom paints vith svere renl impaiment refo imitedfo row condusion onfis populafion. Hepatic impayirment Based on the papulaton P esus, no dose adustment s required npafens with mid hepafc
mpaiment (see secion 5.2). Dot from pafiens with modeate r severe hepaic mpaiment are oo it fo row concusion on these populaion. OPDIVO mustbe admiistered with coution n pafens vt mocrelme (tofol biiubin > 1.5 to 3 the ppr mitof norma ULN and any AST) o severe (ot biliubin > 3  ULN and any AST) heparic impaiment, Method of adminisrarion OPDIVO i for
inrovenous use nly. i to be odministered os an infvenous ifuson over a period of 30 o 60 minues depending on the dose (see Toles 1, 2,3 and 4). The nfusion must e adinistered hrough o sterle, nomytogenic low proein bincing fine fierwith o poe size of .2-1.2 mm. OPDIVO must nt b dminstered o an ntovenous push o bolus ijecon. The ofol dse of OPDIVO requied con be
ifused directy s o 10 mg/mL solufon o can be duted with sodum cloide 9 may/mL.(0.9%) soluion for ijection o gucose 50 may/ml.(5%) soluion fr ijetion (e secion 6.6). When adminstred n combinafion with pfimumab andy/or chemotherapy, OPDIVO should be gven it folowed by iimumb (F oplcable) and hen by chemotherapy on the same doy. Use sepaote ifuson bags and
fles for each infuson. For nshucions o the preporafion and handling of the medicinel productbefore odmiisafion, see section 6.6. 4.3 Contraindications Hypersensiviy fo the active sbstonce or fo any o the excens isted in section 6.1, 4.8 Undesirable effects Nivolumab os monatherapy (see section 4.2) Summary of the safety profile In the pooled dooset of
tivlumab o5 morofieropy cros fumaur types (n = 3771) with minimum foloweup ronging rom 2.3 o 28 months, the mast requent advers reacions (> 10%) were farigue (46%), musculoskeltol pain (31%), diorhoga (26%), nousea (245%), cough (24%), rash (24%), dyspnosa (18%), prurus (18%), deceased appefite (18%), consipation (17%), sbdominal pain (16%), uﬁmer Tespraory frct
fecion (165%), g (15%), pyrexa (14%), vomiing (14%), headache (13%) and oedema (117%). The majoty of advese reacion vee mild to moderae (Grade 1 or 2. i a mirimum of 63 months foloweup i NSCLC, no new seffy signal were denfied. Tabulated summary of adverse reactions Avers reacions reprted i e poold dafasetfor pfients
teated withnivolumob monotherapy (n = 3771) ar presented n Tl 6. These reacions re resented by system organ clss and by fequency. Frequencie ae defned s: very common (> 1/10); common (> 1/100 o< 1/10); uncommn (> 1 } 1,000t0.<1/100); o (> 1/10,000 o< 1/1,000);very are (< 1,/10,000); not known (cannot be esimote from avalable postmarkefng dta.
Wit each frequency qrouping, acverse reacions are resented i the order of deueusinﬂseliousness. Tub‘e 6: Adverse reactions with nivolumah monotherapy Nivolumoh monotherapy Infections and infestations Very conmon uppe espirtory ract inection Common pneumoni’, boncis Roe asepic meningts Neaplsms benign, molignant and unspeiied (inclding cysts and
alyps) Rore hisocyic necrotising ymphaderis (Kkuc \ymﬁhudeniﬂs)—ﬂlood and ymphatic system disrders Uncommon easinophlia ot known hoemaphagoyfic ymphabisiocytsis Immune system dsordes Common infusion reloed eacton,hypersenifivity (incuding anaphyloctic reacton)* Uncommon sercoidois ot known soid argo tansplnt re%;adiun” Fndocrin disorders Cormon hy,ﬁorhym\'d\'sm,
yoertyroidism, hyroidisUncommon adienalinsuficency, ypaptuitrsm, hypophysits, diohetes melitus Rare dibefic ketoacdosis, hypoparathyridsy’Metobalism and nutiion disorders Very common deceased appefite Common dehydiation Uncommon meabolcacdosis Not known tumour ysis sgndmme‘ Nemous sysem disorders VE!Z common headache Common perpheral neuropathy, dizziness
Uncommon polyneuropathy, autsimmune newropathy (including facal and obducens nerv paress) Rare Gullaira syndrome, demyelination, myashenic syndiome, encepholiis* Eye disordas Common blued vison, dry eye Uncommon weiis Not know VogtoyanagtHorada syndrome" Crdic isoders Common tohycari, afol ibrlfion Uncommon percardil disorders ontythmia (nluding
ventiulor nhytimia)* Rore myocordf Vosculor c\ﬁsurders Common hypertension Ror vosculs Resprtory, thoracicand medastinldsoders Very common dyspnoe, cough Common pneumonis, pleurl effson Uncommon lung niliaion Gastaintestnl diordrs Very common rﬁurrhoeu, vomiting, nouse obdominal pain, constipaion Common clfs,stomfits, dry mouth Uncommon puncreais,
st Rore duodenal lcer Hepotobifry disordrs Uncommon hepatis, cholstoss Skin and subcutaneusfssue disordes Vry common rast, pruts Common vilig, dry skin, enythema, alopecia Uncommon eylhemn muliforme, psoriasi,fosaea, uricara Rre foxic eidemol mecrlysis Stevens:Johnson syndiome?!, Notknow lichen sderosus, ot chen disoders Musculokeletl ung conectve
fssue disordes Very common musculoskeletl poin,arthrlgio Common arhis Uncommon polymyalgia heumatica Rare Sjogrn's syndrome, myopothy, myosis (intluging Eﬂ\ymyoxms)"’, rhubdomlulys‘\s"’kenul ond winory disoders Common renel falre (icluding acute k\'rfney ury)* Uncomimon tubulaintestil nephts Rore cysifs noinfecive! Generoldsordes ond adinshaion site condifion Very
common ffiue, pyrexia, edema’ Common pain, chest pain Investigafions! Very common lymphapaenia, hyperglycoemiac, anoemia' inceased AST, hyponatiaemia, hrpoul umingemio, inceased alkaline phosphatus, increased reatning, increased ALT, ncreased ipase, hyperkaloemi, inceased amyase, hypocalcaemi, eucopoeni, hypomagesgemio, neutopaenic®®, trombocylopaenia, ypokcloemia,
hypoglycoemia, hypercalcaemia Common increased fotalbfrubin, hypematraemio, hypemagnesaemi, weight decreased Advrse reacion fiequences muﬁ ot be flly attibutabl to mvolumab alone but may contain contibutions fom the underying diseas. © Fatal cass have been repored in completed or ongoing clical stuies. ®Frequencie of Ioboratory tems reflect the praportion f pafents wha
expenienced o worsening fiom boseline i loborotory measuements. S “Descipton o sleted advers reacions; lborotry abnormalies” below. ¢ e treatening coses hve besn reported in complted or ongaing clicl studie.  The fequency of dverse reacions n he cardio disorders system orgon dlss reimdless of couslity ws higher n the rivolumab group tham inthe chemotherapy group in
asCTLA4/BRAF infbitor metastfic melanoma populaion. Incdence rafes per 100 pson-ears of exposurs were 9.3 vs. 0; serous cordiac events were reprted by 4. 9% pafients inthe nivolumab group vs. 0 n the nvesfigotor’s choic group. The fiequency ofcardio advers reacions s lower inthe vl group than n the docorbazine group n the medastafic melonoma wihout pio eatment
populaion. Al were considered ot reloted o m’vorumub by invesfigatrs except arythmi (ol bl ochycarci and venticlor avhythmc).* Rah is o composie term whic ncudes maculopapulor s, o eryhematous, Toshprrc rosh Folcula, esh maculr fash oo, s papulr, rsh pstulo, msﬂ papulosguomous, fosh vesi(uﬁ]r, 1osh generolised, extolofv rsh, demofs, demafis
acneform, dermof ollergic, dermis m?f‘\t, Qe bulous, dematis extofioive, denmafits psorasfom, drug eruption and pemphi%md. " Reported olo in tudies outside he pooled dofose. Iﬁe frequency i bosed on the program-aide exposure. * Musculoskeletol pain is o compasit tem which includes back pain, Eone i, musculoskeletl chest pain, musculoskeltel discomfor, myalgi, myolgia
intercosal, neck pain, pin i extemity, ana spinl pain, " ostmarkefing event (ls0 see section 4.4). Repored in cincal studies and i e post-markefing seting. | ecacil disoder s o composte ferm which ncudes peicareits, pericordial effusion, cordiac fomponade, and Drsslr's yndrome. * Anoemiais  composie fem which includes, among othe causes, haemolyicancemio and autoimmune
angemio, haemoglobin deceased, fon defciency anoemia ondred blood coll count deceased. ' Includes el nsufficiency and se(ondml advenocoricel msuficiency.  Includes encephalfts and mbicencephalfs.Includes eneralised oedem, oedema periphera, perpheralswellingand sweling. Nivolumabin combinafion with nfimumab (see section 4.2) Summary of the safety profile
When rvolumab s administered in combination with mumab refe o the SPC for pfimumab pro o iifion of reament, For addifonol information o the safefy rofe of pfimumab manotherapy, pleas refer to the pimumab SmPC. MeanomaInthe poded dotoset of ivolumab 1 m/kg n combination with pfimumab 3 mg/kg in melonomo (1= 448) with minimum followep ranging
from 10 28 months,the most fequent odverse reachions (> 10%) were ash (52%), fuigus (46%), diarhosa (43%), putus (36%), nausea (265%), pyrexio (19%),decreased opefite (16%), bypatyroidism (18%),colfs (15%), vomiting (14%), rhvlgi (13%), obdominalpan (13%), heodache (11%), ond dyspnoeo (107%). The mjory o odverse teacions e mid to moderote (Grde 1 0r2).
Amang te pofiens reated withnivolumab 1 mg/kg in combination with ipiimumab 3 mg/kg in (A209067, 154/313 (49%) hod the fst onse f Grade 3 o 4 adverse reactons uring the \'niﬁuﬁmmbinuﬂon phese. Among the 147 pafiets in his group who confinued ement inthe single-agent phse, 47 (32 experienced ot ecstone Grade 3 or 4 advers reacion during he singeagent phose.
With o minimum of 60 monfs folow v fiom studm[ﬂZO?W, 1o e sufey signas ere 'ﬁentﬁed. RCC and dMMR or MSI-H CRC In e poed dotoset of ivolumab 3 mg/kg n combinafion vith ipiﬁmumuh 1 /g acoss fumour fypes (n = 666), it o minimum followup anging from17.5 10 27.6 manths, the most frequent adverse reacions (> 10%) were fargue (367%),
diarhoea (41%), musculoskeletal pain (39%), rash (38%), prurts (35%), nousea (30%), cough (29%), pyrexia (29%), abdominal pain (22%), arhvlgio (22%), deceased appefite (22%), uppe respirtory frct nfecton (21%) , vomiing (21%), headache (19%), dyspnoea (19%), hypothyoidism (18%), mnsﬂﬁaﬁun (18%), oedema (incuding perpheral oedema) (16%), dizziness (14%),
hypen‘hTmidism (12%), dryskin (11%),hypertension (10%). The mjory o odvese reactions were md o moderate (6iade 1 or2). Among the pofiens reated withnivolumab 3 mgy/kg in combinafion with fimumab 1 mg/kg, 194/666 (29%) had the fist ons o Grode 3 or 4 odverse reaction during the il combination phae. Among the 474 pafiens n fis group who confnue freament in
e sngleagentphase, 168 (35%) experence ot least one Grode 3 or 4 advese reacion duing he ingle-agent phese. MPM In thedotuse ofnivolumab 3 mgy/kg incombination withpfmumab 1 mg/kg in MPA (= 300, with o minimum foloweap of 2,1 monts, e most heﬂuem advese reacions (> 10%) werefafige (43%), dorhoga (31%), ush (30%), muscuoskeltl pan (27%), nusea
(24%), deceased appee (24%),prtus (21%), conspation (19%),and hypotyraciom (13%). The majrty o odverse reacons were mid fo moderate (Grce 1 or2). Tabulated summary of adverse reactions Advers reaton reported n the pooed dofost for pfiens eated withnivolumad 1 mg/kg in combinaion vith imumab 3 m/kg in melonama (1= 448),
for pafients teated with nivolumab 3 mgy/kg in combination with pimumab 1 mgy/kg in RCC and dIMR or MSHH CRC (v = 646) , ond for pafients feated it ivolumab 3 mgy/kg in combinaion with pfimumab 1 mgy/kg in MK (n = 300) re presented in Tobl 7. These eactons re prsented by system argan lss and %y frequency. Frequencs are defined s: very common (> 1/10);
common (> 1/100 to < 1/10); uncommon (> 1/1,000 o< 1/100);rre (> 1/10,000 fo.< 1/1,000); vy e (< 1 6]0,000), nlotknown (comnot be sfimated fom avable pstmarkefing det). Wihin each frequency rouping, adverse reacions e presented i the orde of decreasing serousness. Table 7: Adverse reactions with nivolumab in combination with ipilimumab
Inections and infetarons Very Common Nivolumab 3 mgy/kg in combinafon with nfimumab 1 m/kg in RCC unJ 0IMR o ST CRC**: Ufper resprotory toc fecion Common Nivolumab 1 7kg in combingfion with gfimumab 3 mg/kg n melonomo: Eneumon'ml upper tespictory fact nfecon Nivolumab 3 may/kg in combnafion with pfimumab 1 mg/kg n RCC ond IR or Mng(R( =
neumoni, bionchifs, conjuncivs Uncommon Nivolumab 1 my/kg n combinafion with ipfimumab § mg /&g in melonoma™  broniis Nivolumab 3 mgy/kg in combinaton with nfimumob 1 may/kg in RCC and dIAMR or MSIH CRC **: sepfic meningis Not known Nivolumab 1 may/kg n combinafin with ipiimumab 3 mg/kg in melonoma™  aseptic meningts' Blood ond ymohafic system disoders
Common Nivalumab T mg kg in combinaion withipimuraab 3 mg kg in melanoma™ eosnophilio Uncommon Nivolumab 3 mg/kg n combinafion with pfimumab 1 m/kg n RCC and dMR or MSI H CRC **: eosinoifi Not known Nivalumab 1 mg/kg i combinfion with pfimumab 3 mg/kg in melonoma™ haemophagocytclymphohistocytoss Niolumab 3 mgy/kg in combination with pimumab
| mE/kg in RCC ond dMAR or MSI H CRC **: hosmophagocyfic ymphofisiocyosis lmmune sstem dsordts Common Nivolumab 1 mg/kg in combination wih ipmumab 3 mgykg in melanoma*: nfusin related reacton, hypersenivty Nivalumab 3 mgy/kg in combinaion wih nimumab 1 mgy/kg n RCC ond dMMR or I H CRC™* nfusionelted veacton, hypersensfity Nvolumab 3 mg/kg in
combination with ipiimumab 1 mg kg in MPAY***: nfuion<elote reaction, hypersensidty Uncommn Nivolumab 1 mg/kg in combinaion with ipimumab 3 mgy/kg in melonom : srcodosis Nivolumab 3 m/kg in combination with pfimumab 1 mgkg in RCC and MR o NSI § CRC **: srcadosis Not known Nvalumab 1 mg/kg in combination with nimumab 3 mgy/kg in melanoma” :soli
argon fransplant refecion’ Endocrinedisoders Very common Nivolumab 1 may/kg in combination with imumab 3 mg/kg in melanoma’™ hypothymidisrrrN\'vo\umn% 3 mg/kgin combination vith gfimumob 1 mgykg in RCC ond MR or ST H CRC ™ hypothyridism, hypertyraicism Nvolumab 3 mg/kg in combinafion with ‘\p\'\imumuqh 1 mg'{ kg in MPH**: bypothyridism Common Nvolumab 1 mg/
Kg in combinetion with pimumab 3 mgy/kg in melonoma*; advnal nsufficency, hypopiatrsm, hypophﬁs'\ﬁsl yperthyraidim, thyroiis Nivolumab 3 may/kg n combinafion it gimumab 1 ma/kg in RCC and dIAMR or MSI H CR** adrenel nsufficiency’, hypophysis, hyroii, iabetes mellus Nivolumab 3 mg/kE in combinafon wih pfimumab 1 mg/ﬁE in MPI***: yperthyroidism, adrencl
nufficency,hypophysits, hypopititarism Uncommon Nvolumab 1 mg/kg in combination with fimumab 3 m)/kg in melonoma : diabeficketoacdoss, dabetes melirs: Nivolumab 3 mg/kg in combinaion wih iimumab 1 mgy/kg in RCC and dIMR or MSIH CRC **: iabeic ketoacdoss, hyﬁop\'mimm'sm Nivolumab 3 may/kg n combinafion with ipfimumab 1 mg/Kg in MPAV*** hyridts Not
Known Nivolumab 1 m/kg in combination with pfimumab 3 mg[{ kgin melonomo*: hy\mpumlhym\'dism" Nivolumab 3 mgkg i combinafion vith fimumab 1 mg kg n RCC and MR o MSTH CRC **: hypoparathyroidisn Metabolism and nurition disoders Very ommon Nivolumab 1 mgy/kg incombinaionwith fimumab 3 mg/kg in melonoma™ decreased appefite-Nvlumab 3 mg/kg n combination
i pfimumab 1 mg/kg i RCC nd dMAR o NSI H CRC **: deceased appefte Nvolumab 3 mg/kg in combination ith imumab 1 may/kg n IPA***: decreased appeite Common Nivolumab 1 may/kg n combinafion with pfimumab 3 my/kg in melunoma  dehyciation Nivolumab 3 mgy/kg n combination vith gfimumob 1 mg/kg in RCC and dIAIR or MSIH CRC **: dehydiaion Uncommon
Nivoumab 3 mg/kg in combinaton with ipimumab 1 mg/kg in RCC and rrMMR or I H CRC**: metabalic cidosis Not known Niolumab T mg /g n combinaion with piimumab 3 mg /kg in melanoma™ tumour ysis syndrome Nervous system g‘\sorders Very common Nivolumab 1 mg/kg in combinafion with igfimumab 3 mg/kg n rne?unomu* - Headache Nivolumab 3 mg /g in combination it
iplimumeb T mg/kg in RCC ond A or ST H CRC**: hem?ﬂ(he, dizziness Common Nivolumeb 1 mg/} kP incombinaton with pfimumab 3 mgy/kg in melonoma : epherol ewopathy, dizziness Nvalumab 3 mgy/kg in (om‘ﬂnnﬁm vith glimumab 1 mﬁ/ kg RCC ond IR or NSI H CRC**: pel[ifhem\ neumpmthn(ommnn Nivolumab 1 m%/ Kgin cominafion with nfimumeb 3 mg kg in melonoma”;
GulinBar szndmme, palynewiopathy, neuris, peroneal nenve posy, outoimmune newropahy (incuding foccl and ducens nenve pareis), encephalfis Nivolumab 3 mg kg in combinafion with imumcb 1 mq/Eg in RCC and AR or MSI H CRC ™ polyneurapathy, autoimmune newropathy (induding faciland obducens nerve presis), myasthenia ravs:, encephalis Nvolumab 3 mg/kg in combinafion
i ipimumal lm%/kg in PN encephali Eye disordrs Common Nivolumab 1 mg/kq in combination it \'pilimumubﬂmdq/kﬂ in melonoma*; weifs, blured vion Nivolumab 3 mg/kg in combination with pimumab 1 mg/kgin RCC and dMAR or ST H CRC **: bluved vison Uncommon Nvolumab 3 mg kg i combiafion with gfimumab 1 mgy/kg in RCC and bR or M H CRC **: wei
Not known Nivolumo lm?/kg in combinafon with ipilimumuhSmg/k%m melonoma™: VogtoyanagiHorada syndrome" Cardioc isordrs Common Nivolumab 1 may/kg n combinafon wih imumab 3 mg/kg in melonoma™  achycordio Nvolumab 3 mg kg in combinfion with ip'\hmumuhlm%/kg in RCC ond OMAVR o ST H CRC ** fochycardio Uncommon Nivolumab 1 mg/kg n combinafon wih
flmumab 3 mg/kg in melonoma* : nhytia (including venticlo hythmic)*, ol fbrlfion, myocordis Nvalumab 3 mg/kg n combinaio with fmumab | mgy/kg in RCC and WA or ST H CRC**arytia (icuding venticlor anhytmia), myocoris: Nivoumab 3 mg /kg n combinafion with imumab 1 /g in MPAK™**: myocardis Notknown Nivolumab 1 mg/kg n combinafion
wihipiimumab 3 mg/kg in melanoma*: pericardiol disorﬂers‘ Vosculorcisrders Very common Nivoumab 3 mgy/kg n combinafon wit?w ipimumab 1 mg /g in RCC ond dHAR or MSIH CRC **: hypertension Common Nivolumab T mgykg in combination with imumab 3 m /kg in melanoma* : ypertension Respirtony, thoracic and mediastinl isoders Very common Niolumab 1 m/kg in combinafion
i ipimumob 3 m%g in melonoma*; dyspnoea Nivolumab 3 may/kg in combinaion with ipimumab T mg/kg in RCC and dMAR or MSI H CRC **: dyspnoea, cough Common Niolumab 1 mgy/kg n combingfion with ipi\fmumug 3 mg/kg in melanoma*: preumonts*, pu?monury embalisn, cough Niolumeb 3 mgy/kg n combinafion with pifimumab 1 mg kg in RCC ond MR or ST H CRC**:
neumonis, lerel effusion Nivolumab 3 mg kg in combinafion whﬂ ip’\?\'mumuhl mg/kﬁ in MPAY***: pneumonis Uncommon Nvalumab 1 m/kg in combinafon with ipiIimumubSm%/kg in melonoma: pleral ffusion Gasrm\'mesﬁnu?d'\sorders ey common Nivolumab 1 mg/kg n combination wiﬂw iplimumeb 3 mg /Ky in melanoma - ol darhoe, vomifing, nouse, abdominalpen Nivoumab
3 my/kg in combination vih pimumeb 1 mgig in RCC and dMAR or MSI § CRC **: iarhoea, vomiig, nausea, abdominl ﬁuin, consfipaton Nivolumab 3 mg/kg in combinaion vih inlimumab 1 mgy/kg in MPA***: darhoeo, nausa, consiafion Comman Nivolumab 1 my/kg in combinaion with ipimumab 3 mgy/kg in melanoma* : stomatis, panceatits, conspation, iy mouth Nivolumab
3 m?/kg in combinafion with ipimumab 1 mgy/kg n RCC and dMAR o NSI § CRC ** colts,stomatis, ponceas, dry mauth, ?usmtis Nivlumab 3 my/kg in combinaion wih nimumab 1 m/kg in WPAY***: cols, panceais Uncommon Nvolumab 1 mgy/kg n combinafion with ifimumab 3 mgy/kg in melanoma ntstine peforfion, gotis, duodenis Hepotoblry cisoders Common
Nivolumab 1 m/kg in combinaion with ipimumab 3 mgy/kg in melanoma*: hepafis: Nivolumab 3 m/kg in combinaion with nmumab 1 mgy/kg n RCC and dIAMR or MSI H CRC **: hepotis:Nivolumab 3 mgy/kg n combinafion with ipimumab 1 mgy/kg in MPAY*** hepatis kin ond subctaneaus fise diordes Very common Nvolumab T mgy/kg n cobination ith fimumab 3 mg/kg in
melanoma*; msﬂﬁ pruris Nivolumab 3 ma/kg in combination with pimumab 1 may/kg in RCC and AW or M H CRC ** ash, ruius, dy skin Nivolumab 3 ma)/kg in combinaion with pimumab 1 may/kg in MPI*: rash, prurius Common Nivalumab T mgy/kg in combinaton with pfimumab 3 mg kg in melanoma* ilio, iy skin, erythema, clopecio, wcara Nivolumab 3 mg/kg n mmginuﬂﬂn
vihipfimumab 1 mg/kg in RCC ond WA or MSI H CRC ** exyheme, dlopeci, uricario Uncommon Nivaumab 1 mg/kg in combinaion withpfimumab 3 m/kg in melunoma'™ psoriais ivoumab 3 may/kg in combinafion with pfimumab 1 mg/kg n RCC and dlAR or NI H CRC ™ StevensJohnson syndiome,viligo, eythema mltorme, psoisis Rare Nvalumab 1 mg/kg in combinfion wh
iplimumeb 3 mg/kg n melonom” : toxic eJJidermul ne(m\Ysis"r’ Stevensohnson syndiome’Not known Niolumeb 1 mg(kg in combinafion ith gfimumab 3 mg/Eg in melonoma*: ichen serosus, othe ichen disorders Niolumb 3 mﬁ/k? in combinafon with gfimumab 1 m/kg n melonoma: ichen S(Karosus, oher ﬁchen disoders Nivalurab 3 mg/Kg in combinction w'\rﬂ '\p'\?\'mumuh 1mg/kgin
APA**: fichen scerosus, ot ichen disorders Musculoskeltol ond conetivefisse isordrs Very common Niolumab T mg /g in combinafion vith fimumab 3 mg/kg in melonoma™ : rhrlgia Nivolumab 3 may/kg incombination withpfimumab 1 may/kg n RCC ond MR or MSIH CRC **: musculoskeltel pin, arhrolga Nivolumab 8 mg,/g in combinafion vith fimumab 1 mgy/kg in MPAR*:
muscoloskeltal poin Common Nivolumab 1 m%kg in combinaton wihpfmumab 3 ma/kg n melonoma* : muscloskeltal pain Nivlumab 3 gk i combinafion with fimumab 1 mg/Kkgin RCC and dMAR or SIH CRC** athtis, musce spasms, musculr weakness Nivolumab 3 gk in combinafion with fimumab T mg /Ky in MPA**: ot Uncommon Nolumab 1 mg/kg n combinafon
vith plimumab 3 mgykgin melanoma™ sponcyloaropathy, Sogren'ssyndrome, s, myopohy, myostis (ncluding polymyosifis, habdomyoyss* Nivolumab 3 kg incombinafion with imumab 1 mgy/kg in RCC ond dMAR or ST H CRC **: polymyalia theumatic, myosis (nclucing polymyois), habdomyolysis Nwvolumeb 3 mg kg n combinfion vith mumab 1 mgﬂg n MR
myosis Renoland urinary isorders Common Nivolumab 1 mg /g in combinafion with pimumob 3 mgy/kg in melanoma™ renal yu‘\\ure (including cute kidney imury)# Nivolumab 3 mgy/kg in combinaion with pfimumab 1 m/kg n RCC ond MR or MSTH CRC ** enol e (inlcing ocute kigney inury)Nivolumab 3 mg/kg in combinaion w'n% ipimumab 1 m/kg in MPAV*** acute kidney inury,




tenol e Uncommon Niolumab 1 mgy/kg n combinafon vith |Eihmumub 3 mg kg in melonoma™ :tubulointesifal nephris, ystifs noninfctive’ Nvolumab 3 mg /K in combination with Wimumuh 1 mgykg i RCC ond MR or MSI H CRC **: tubuloitestil nephis, ystis noinfctive’ Nvolumab 3 mg(kg in cominafion with ipimumab 1 mgy/Kg in MPA**: st noinfective General
disorders and adminishfion st conditons Very common Nivolumab 1 mg/kg in combinction with nimumab 3 may/kg in melonoma* : fuigue, pyreio Niolumeb 3 mg?kg in combinaton it ipimumab | mggkg in RCC and dMR or MSI H CRC **: ffigu, pyrexo, oedema ('mclud'mg perpheol oedema) Nvalumab 3 mg/kg in combinaton with nfimumab 1 m/kg n MP™**: fufigue Commn
Nivolumab 1 mw in cominafion with ipfimumab 3 mg/kg in melanoma*: oedemo (induding perphera oedema), Euin Nivolumab 3 mg/kg in combination vith alimumab 1 mg/kg in RCC and AR or MY § CRC **: pain chest pain, hils Uncommon Nivolumab 1 mg/Kg in combinction withffimumab 3 mgy/kg in melanoma : hest pu Invesigafions Ve common Nivolumab 1 mg/kg i
combinafion vith piimumab 3 m/kg in melonoma inceased AST, inreased AT, inceased ot biliubin,incresed olkaling phosphatase, increased fpose, increased amylose, increased reafinine, ypergycosmi', hypoglycoemio, hymphopaeni, leucapoeni, neutopaenia, rombacytopaeno, anoemi',hypocalcomio, hyperkaloemio, hyfoku\uemiu, hypomagnesasmo, hyponatremia Nivolumab 3 mg/
kg in combinafion with ipihmumui 1mg/g in RCC and dMMR or MSI H CRC **: increased AST, inreased AL, incresed tofol Eiliruhm, inaeased akalne phosphatuse, ncrecsed lpae, increased umyTuse, inceased ceafinine, prerg\y(uemiut, hypoglycaemia, ?ympho eni, lucopoenia, neutopaenia’, rombocylopaeria, ancemic’, byperclcoemi, hypocolcaemio, Eyperkuluemiu, hypokalaemio,
hypomagnesaemio, hyponatroemia Nivo\umﬂ?] 3 mg/kg in combinafion with pfmumab 1 mg/kg in MPM***.increased AST, inreased AT, inceased okalne phosphtase, ncreased h’ﬁnse, increased amylose, mceosed reainine hyperglycaemiae, \ympﬁo 0enis, unaemmk,ﬂ perclcoemi, hypocalcaemi, hygerkn\uemiu, ﬁypokﬂ\uemiﬂ, hyponataemio, hy%omagnesuemm Common Nvalumab T mg/kg n
cominafion with pfimumab 3 mg/kg in melonoma hypercalaemi, hyiermugnesaemm, ypematceni, weidth decrensed Nivo\umuhSmggkg in combiafion with pfimuma lmE/kg**: ypermagnesceni, bypematraemio, weight deceosed Nivolumob 3 mgy/kg in combinafion with infimumab 1 may/kg in MPIN***: increase totol bfrbin, hr]pog\ycuemiu, leucopoeria, neutopaenia,
mlumhocyt?uemﬂ, hypematemio, hygemmgnesuemiu*m’volumub in combinafion with ipimumob for the first 4 doses then followed by rivolumab monatherapy in melanoma. ** rivolumab in combinafion with imumab fr the fist 4 doses hen followed by rivolumab monatherapy in RCC and dMAR or MSIH CRC. ***ivolumabin combinafion withiimumat in PN,  Ftal coses have heen reported
in compled orangoing lnical stues  Frequencie o loborotory temsreflectthe proporton of pafients who swperienced o worsing from baseline i aboratry messurements. See “Descripfion of selected odvese reacions; lbarafory abnomalies” below. Ule—rhrealemn% coses fove e repored n completed or ongaing ol sudes.  The fequency of odvese reactions n the cardioc diorders system
argon dos reorcless of ousalty wos igher i the ivolumab group than i the chemotherpy group in postCTLA/BRAF nibitor medastoic melanomo populatio. Incdence rafes per 100 perseyeors of exposure were 9.3 vs. 0 seious crdic evnts were reported by 4 9% pafens nthe nivolumob group vs.  n the nvesfigotors choice group. Th feguency of cordiocadvers reactons wos ower i the
mivolumab group than inthe dacarbazing group n the mefusafic melonoma without pior eatment popuﬁlﬁnn. Ml were considered ot reloed fo ivoumab Ey invesfigotos except arhythmia (afalbelofion,tochycardioand vntriclor eyt  Roh s  composiefem which nducdes mutuloiupu\ur 1t foh exythematou, s pruric, s flfculr,rsh maculor, resh molfom, rosh ﬂupu\ur, fish
Euslu\nr, Tash papulosquamous, fosh vesiulr, ash generalised, exfolifv ros, demafs, demats oceiform, demafits alergic, dermafis atoic, demafs bullous, demofi exfoloive, denmafts psoiosform, drug rupfion and pemphigid. Reported lso i sudie outside the poold dataset The fequency i bused onthe program-id expasure. * Musculoskeltel pin is o compostetem which ncludes
uck pain, bone pain, musculskeletol chest pain, musculoskeletal discomfort, myolgio, neck pain, puin inextremity, and spinal pain.* Postmarkefing event (dlso see section 4.4) Reported in lnicl studes ond n he postmarkefing seting. | Peicardil disorders s o romﬁnsﬁe teim whichincludes percordifs, pericadil effusio, cardio tomponads, and Dressler’ssyndiome. * Ancemia s o composte ferm
which includes, among other causes, hoemolyicanaemio and autoimmune angemia, Nvolumab in combinafion with ther herapewfic agents (see secion 4.2 Summar{ of the safety profile When ivolumab i adminstered in combinafon, rfer to the SmPC for the espective combination therapy components prior o ntiaion of reatment. n the dofose of nivolumab 240 mg every
2 wesks or 360 m every 3 weeks in combinafion with hematherapy in gostic, GE) or oesophageal odenocorcnoma (n = 782), i o minimum followup of 12,1 months,the most feguent odvese eactions were perpherclneuropathy (53%), nousea (46%), Tuigue (44%), domhoea (3%%), vomitig (31%), decreased apefite (29%), obdomina pain (27%), consipation (25%), musculoskeltol pin
(20%),pyreia (19%),rsh (18%), somatis (17%), pmarplntar erythodysaesthesio yndiame (13%), cough (13%), odema (incuding perihercloedema) (124%), headache (11%), and upperresiraory foc fecin (10%). Incidencesof rade 35 adversereacions were 76% for ivalumab in combinafion with chemotherapy and 64% for hematherapy olone. Medion duraton of thery wos
.75 months (95% C: 6.1, 7.36) for nivoumab in combination with chematherapy and 4.86 monts (95% C: 4.47, 5.29) for hematherapy. Inthe dafuet ofnivolumab 360 m every 3 weeks n combination with pfimumab 1 /g every 6 wesks and 2 cyes of chemathergpy in NSCLC (n= 358), with  minimur followeup of 6.5 months,the mostrequent advese reacions were fuigue (36°%),
nauseg (26%),rosh (25%), darhoea (20%), prurus (18%), decrensed oppee (16%), hypothyraidism (15%), and vomiting (13%). The majorty of odvere reacions were mi?d o moderate (Grode T or 2). Median durofion of Igempy was 6.1 months (95% C1 4.93, 7.06) %r nivolymab in combinafion with ipiimumab unrJJ chemotherapy and 2.4 montns (95% C1 2.30, 2.83) for chematherapy.
Tabulated summary of adverse reactions Advers reacions repored n he dotoset for paiets teoted with ivolumab 240 mg every 2 weeks or 360 my every 3 weeks in combinaion with chemotheropy i gestic, GEJor esophageal denocorcinomo (n-= 782) and for pafiensteated with nvolumab 360 mg everlaweeks in cobinafion vith gfimumob 1 mg/kg every
G weeks and 2 cycls of chemotherapy n NSCLC (1= 358) re presented n Tole 8. These eactions are resented by ystem orgon s and by fre[’|luency, Frequences e defned o: vel{| common (> 1/10); common (> 1/10010< 1/10); ncommon (> 1/1,000 o< 1,/100); are (2 1/10,000 0.< 1/1,000); very rre (< 1 / 10,000), ot known (cannotbe esfimoted from avolable st markefing
data). Witin eachfrequency rouping, overs reaconsare pesented nthe orerof decasig seriousness. Table 8:Adverse reactions with nivolumab in combination with other therapeutic agents Infecions and nfstafins Very common Niolumab in combinafion with chemotherapy: uppr espiatry foct necion Common Nvolumab n combinaton with chematherapy: preumonia
Nivlumab in combination i ol on chematherapy: conjunci, pneumono, respiatory foc fecion Bl and ymphatic ystem disorders Common Nivolumab in combinafion with hemotheroy: bl neutopaenia, eosinophilia Nvolumab incombinaionwith ifimumab and chemotherapy: ebrle neutropaenio Uncommon Nivolumab in combination it piimumab ond chematherapy: esiophifo
Immune systemdisorders Common Nivoumab i combination with chemotherapy: hypersnsiity, nfuson ot reacion Nivolumab in combinafon withpfimumab nd chematherapy: infusionelted eacion, hypersensiiy Endocine disrders Very common Nivolumab n combination it imumab ond chematherapy: bypahyracism Common Nivclumab in combinaion with chemotherapy: hypothyroidism,
hypertyroidism Nivolumab in combinafion with iﬁil‘\mumnh and chemotherapy: Lrpemhymid'\sm, adienol inguficency, hypophhsiris, thyridis Uncommon Nivoumab in combinafion with chematherapy: hypopitiarism, acrenl insuficency, hypophﬁsiﬁs, diobetes melfus Nivolumab in combinofion withipimumab and chemotherapy: hypopiutrism, hypoparathyraidism Metobolsm and nufrfion Sisnrdeu Very
common Nivolumab in combinafion with chemotherapy: decreased apefit Nvolumab in combinafion with pimumab and chemotherapy: decreased uﬁmeme Common Nivolumab in combinafion with nfimumab and chemotherapy: dehydiation, hypoalbumingemia, hﬁpophos%humemiu Nervous system disordes Very Common Nvoumab i combinafon with chemothempy: perpheral neuropathy, headache
Common Nivolumab n combinaion with themorhempr aragsthesi, dizziness Nivolumab in combinafion with pfimumab and (hemorhempY: neripheral neuropathy, izziness Uncommon Nvolumeb in combination it chemotherapy: Gullain-Bané syndiome Niolumab in combinafion with ipfimumab and chemotherapy: polyneuropathy, autoimmune newropathy (inucing fciland abducens nerve paress),
encephals Eye dsorders Common Nvolumab in combinafion with chemtherapy:dry ey, blued vision Nivolumab in combinaion vithipimumab ond chemorhemily: diy eye Uncommn Nivelumab in combinafion with chemotherapy: uveis Nivolumab in combinaion it iimumab and chemotherapy: bled vision, epsceris Cardia disorders Common Nivolumab in combinafion with chemotherapy:
tachycordia Uncommon Nivlumab i combinaion vith chemotherapy: myocardts Nivolumab in combinafion it pfimumab and chematherapy:tohycardi, ot fbiloion, brodycordia Vasculordsorets Common Nivolumab n combinaion with chematherapy: hrombosis, ypertension Uncommon Nivo\umui; incombinaion with gfimumab and chemotherapy:hyperension espiatory, horoci and mediosinal
sorder Very common Nivoluaab n combinaion with chematherapy: ough Common Nivolumab in combinafion with chemotherapy: pneumoni, dyspnoea Nivolumab in combinaton with pimumab and chemotherapy: pneumonts, dyspnoga, cough Uncommon Nivnlurnu! in combination it pfimumob and chematherapy: pleuralefusion Gestintestinal disorders Very cornmon Nivclumab n combinafon
withchemotherapy:diarthoea, stomatis, vomifing, nausea, obdominal oin, consfipfion Nvalumab n combinafion withipiimumab and chematherapy: nausea, diathoea, vomiting Common Nivolumab in combination w'\IK (Eemmhempy: (oﬁﬂs, dry mouth Nivoumab in combinafion with pfimumb and chematherapy: consipfion,stomafii, bdominal pain, ol mou%, pancreatis Uncommon Nivolumab
in combinafon vith chemotherapy: panceais Heootobifny disoders Common Nivolumab i combinaion with pmumab and chemotherapy: hepafis Uncommon Nivolumab in combinafon with chemotherapy: hepafisSkin and subcutaneous fissu disorders Very common Nivlumab n combinafion with chematherapy: palmarlonto eryhrodysoesthaesio szngmme, fos Nivolumab in combination with
ipimumab ond chemotherapy; s, Emmus Common Nivolumab n combinafion wih (hemmhempr Frum’ms, skin hypergiqmentaion, clopeia iy skin, enythema Nivolumab in ombinafion withipimumab and chemotherapy: lopecio, dry skin, eythema, urticario Uncommon Nivoumab n combinfion with pimumab and chemotherapy: psrisi, tevens:Jonson syndiome, iigo Not known Nvolumab
in combinafon with ipfimumob and chemotherapy: ichen sclrosus, othe ichen disrders Musculoskeletl and connectiv fissue disoders Very common Nivolumob in combinafion with chemotherapy: musculoskeletl pain® Commn Nivolumab in combinafion with chemorhemry: artralgio, musculor weakness Nivolumab n combinafion with pfmumab and chemotherapy: musculoskeletl i, arholgi,
artis Uncommon Nivolumob in combination w‘\ITW iplimumab ond (hemuthemﬁy: musclor weokness, muscle spasms, polymyolga theumafico Renol and winary disoders Common Nivolumab in combinaion with chemotherapy: renalffure Nivoumab n combinafion with pimumab and chemotherapy: enolfire (ncuding acute kidny imury) Uncommon Nivolumab in combinafion wih chemotherapy:
nerhliﬂs, «ysis noninfectve* Nivolumab in combination with pfimumab ond chemotherapy: nephit,cysfis nonnfecive Generl cisordes and adinisrfion it condions Very common Nivaluma in combinafion with hemotheroy: fuigue, pyresia oedemo (including perpherc oedema) Nivolumab in combination with pfimumab ond chemotherapy: figue Common Nivolumab in combinafion with
ipimumab ond chematherapy: pyrexio, oedema (incucing peipheral oedema) Uncommon Nvalumab in combinafon with ipimumab and (hemmhemﬁyz chills, chest pain Investigaions Very common Nivalumab in combinafion with chemotherapy: anaemia®, hrombocytopaenia, leucopoeric’, lymphopaenia, neutopaenic’, increased fronsaminases’, increased fotl biibin, increased ceafning’
hypematraemic’, hyponataemia, hyperkoloemic’ hyﬁokuluemiuﬂ ypocalcoemia, ypoglycoemi, hyperglycoemi, increased lpas, increased alkalne ‘] osphatase, increased omylase Nivolumab in combinafion with pfimumab and chemotherapy: anoemiae®, ombocytopaeni’, eucopoenc’, lymphopaena’, neutropaeni, increased okalne [fhophmuses‘, inceased fronsominases’, inreased ceafning
inceased omylase, incrensed ipase, bypokoloemia,hypomagnesaemia,hyponataemia Common Nivolumab in combinfion wih chemotherapy: hyperclcoemiat Nivolumab in combinafion with ifimumb and chemmhempgz inceased fotolbirubin, inreased hyrid simulatng hormone Uncommn Nivolumab n combinafion with imumob ang chemmhemp!: inceased gummegutomylansteras.  Rosh
is 0 compost tem which includes moculopapulor rsh, rosh enythemotou, rsh prurc Tash maculor, rosh morbilform, ash papulr, rosh genealis, dermtis, denmafis ocnifonm, demafs llegic, demats atoic, dermatis bullous, rug erpfon, ond etoltv roh, nodulor rsh, rash vesiculr.* Musculoskelefl poin i o compasTe erm which induds back pain, bone pain, musculoseletol chest
pain, myolgo, neck pain, pain n ey, spinel pain, ond mustuloskeletal discomfor,  Fequencie of labrafory temsreflectthe proporion of pafients who exprienced o worsing fom boseine n oborotry measurements * naemia is a composie ferm which inldes ron deficency anceia and hoemoglobn decresed. * Reported n licalstdies nd inthe postmorkefng sefing. Nivlumab i
combination with cabozantin (see secion 4.2) Summary of the safety ruroﬁ/e,When nivglumab i odminiteed in combinofion with cobozonfnib, efr fo the SmPC for cobozantinb prior foiniaion of reament. Foraddional ‘mﬁnmuﬁon onfhe sofety rofle of cabozonfin monotherapy,please refrf the cabozantind SmPC. RCC Inthe dotaset o nivaumab 240 m every 2 wesks
in combinfion with cabozontint 40 mg once dai i RCC (n =320), with o minimum foloweup of 16,0 monts, the most frequent odvese reacions (> 10%) were dhoea (64.7%),foigue (51.3%), pomarplontor enythodysoesthesia syndrome (40.0%), somafis (38.8%), musculoskeletol pain (37.5%), bypetension (37.2%) rosh (36.3%), hypothyradism (35.61%), decreased npﬁeme (30.3%,
nousea (28,8%), obdominalpain (25.0%), dysquesa (23.8%), upper resirtorytoct nfection (20.65%), cough (20.6%), prurius (20.6%), arthalga (19.4%), vomiting (18.4%), dysphonia (17.8%), headache (16.3%), dyspensia (15.9%), dizziness (14.1%), consipation (14.1%), pyrexia (14.1%), oedema (13.4%), musdle spasm (12.2%), dys(rnoeu (11.6%), proteinuri (10.9%) and hypertyroidism
(10.0%). The majoity of advers reacions were mildto modercte (Grade 1 01 7). Tabulated summary of adverse reactions Avese reacions repoted n he dofoset for pafients heated with nivolumab 240 mg in combination with cobozanfnb 40 my (n = 320) re prsented in Toble 9. These eactons re presentea by system argon clss and h{,fmquemy. Frequendes are
defined o very common (> 1/10); common (> 1/1000.< 1/10); uncommon (1,/1,000 o< 1100}, not known (camnot b estimated rom ovalble post morkein dot). Wi each fequency gruping, odvese reacions ave presnted nthe order of decreasin seiusness. Table 9: Adverse reactions with nivoluma in combination with cabozantinib fecions ard infestuions
Veg ommon upper espitory o infecion Common preumoric; Blod and ymphatic sstem disorders Common eu:inu[rh‘\h’u; Immune sysem disodersCommn ypersensiity (icluding anaphylacc eacion) Uncommon nuson related h[]/pelsens‘mvixmleumon; Fndowing disordes Very common hypotytaicsm, hyperthyridism Common adenalnsuficiency Uncormon hypophysis, hyridis Metobolsm
and nuttion disordrs Very common decresed appefte Common dehydiation; Nervous system cisorders Very common aysgeusi, dizzinss, headache Common peripheral neuropathy Uncommon encephals autoimmune, GuiloinBaré synarome, myasthenic syndiome; Ear and lobyrinth csorders Common initus; ye disorders Commn dry eye, bluved vsion Uncommon uvets; Cardiac disorders Common
afil fblfin, tachycardio Uncommon myotmrﬁﬂs; Vasculor disorders Very common hypertension Common thrombasis, Respiatory, thoraic nd mediofinal rfisnrdeu Very common dysphoni, dyspnoea, cough Common pneumonii, pulmonary embolism, pleual effsion, epistoi; Gastointestinal disorders Very common diathoea, vomifing, nausea, constipaion, stomai, abdominal pai, dyspepsia
Common col, gashis, orl pain, dry mouth, haemorthids Uncommon panceatits, small intesin perforafion’ gossodynia; Hepotoblory disorders Commn hepafis Skin and subcutaneus fissue disordes Very common polmarplantarerytrodysaesthesia syndrome,rah, prrtus Common alopeio, dry skin, erythema, hai colour change Uncommon psoras's, uricri Not known ichen sclrosts, other
[chen disoders; Musculoskeletal and comnectiv fissue disrders Very commen musculoskeltal pin artvalia, muscl spasm Common arthis Uncomman myopathy, oseonecosi o the ow, fstl; Renal and uinory disoders Veq common protenuria Common rencl o, acute kidney inury Uncomma nephits Rore cysifs noninfecive General disoders ond admiisafion site condions Very comman
fafigue, pytexi, oedema Commonpain, chest pain; nvestigafionse Very common anaemia thrombocylopaeni, leucopoeni, lymphopaeria, neutopoenia, ncreased lkaline phosphtase, inceased AL, increased AST, incsased ftol biliubin, nceased rafinine, increased amylse, increased lpase, bypokaloemio, ypoma?nesuem‘m, hyponctroemin, hypocalcaemia, hyﬁenﬂ\mem‘m, hypoglycaemio,
hypophosphotoemia, hyperglycoemia, hyperkelemio, bypermagnesaemi, yperatrosmi, weight decreased Common blood cholsterolincreased, hypetilycerdaemia Adver reacion requences resented n Tobl 9 moy nof be fully atbutable fonivolumob olone but moy contin contibufions from fhe underling dissase o from medicinolproduct used in combinaion. *Thrombosis i o composte tem
which ‘mtﬂdes portal ven r?numbosis, pulmonary véin I%lamhﬂsis, pumonry thromboss, aoric rombos's, rteral hrombosis,deep vein rombosis, pehic vein trombasis, vena covo thromboss, venous hrombasi, fmb venaus hrombosis.Fotal cses have been reprted. Rash s composie ferm which incldes dermatis, dermatis acneform, dermtis alergic, demafits atopic,demafts bulous,
exfoloive rosh, rash erythematous, rosh fliculo,rash maculor, rash moculo-popular, rosh papulr ash morbillorm, rsh pruric, and drug erupton.  Muscloskelol poin i o composite ferm which ncudes back poin, bone pain, musculoskeltalchest pan, musculoskeletl discomort, myolgia, neck pain, pain n extemity, sinal pan. *Frequence ofloborafory tems reflectthe proportion of patients who
eiperenced o worseninﬁ]fmm oselin i oborotory measurements (wih he excepfion of weightdecreaed, blood cholesterol increased, ond hypertigyceridoemia). See “Descption of slectd adverse reactons; aboratoy abrormalies” below  Reported in ciialstudies and i te postmarkefing seting. Desciption o selected advers reacions Nivolumab orrivolumab in combinafion with ofher therapeutic
agents i assocoted with immuneqeloted adverse reacions. Wih u;:fmpfime medicl herapy, immuneseloted adverse reacfions esolved in most coses. Permanent disconinuation of treatment wos required in o reater J]I(l[!(lrﬁ(lﬂ of pofients recening nvolumob in combinafion with ipfimumb or cobozanfind han in hose receiving nivolumab monotherapy. Tobls 10 and 11 present the percentage for
immuneseloted advers reacions who were pemanenly dsconfnued from fisatment by dosing egimen. Addifonal, forpotens who exprinced an event, Tobles 10 and 11 present he percentage o pafients who requied fighidose coficstoids (tlast 40 m oy predsone equivolents) by dosig regimen. The management guidelines for these advers reacions ore descrbed i secton 4.4, Table 10:
Immune-related adverse reactions leading to permanent disconfinuation or requiring high-dose corticosteroids by dosing regimen (rivolumob monotherapy o ivolumab in combination with iplimumab) Immune-reluted adverse reaction leading fo permanent disconfinuation Pneunonts Nivoumab 3 mg/kg or 240 mg monatherapy % 1.4
Nivoumab T mg/kg n combinfion with pfimumab 3 mg/Kg in melanoma %: 2.0 Nivolumab 3 mg,/kg in combinafion with ipimumab 1 mg/kg in RCC and IR or ST H CRC %: 2.3 Nivolumab 3 mg /g in combinafion with inimumab 1 mg /g in MPAY%: 2.3 Cols Nvolumab 3 m/kg or 240 mg manotherapy % : 1.0 Nivolumab T mg/kg in combinafion with ipimumab 3 mg kg in meﬁnnomu”xn':
leivolumahSmg/kg in combinafon with pfimumab T may/kg in RCC and dMAW or I H CRC %: 3.6 Nivalumab 3 mg kg in combinaion with pfmumab 1 mg/kg in MPH:5.0 Heptis Nvalumad 3 mg kg or 240 mg monatherapy % : 0.9 Niolumab 1 mg/kg in combineton with nfimumeb 3 mgy/kg in melanoma % 9 Nivolumab 3 mg/kg in combinafion with pifimumab 1 mg/kg in RCC and
IR or ST H CRC %: 4.5 Nivolumab 3 mg /K in combinetion vith nfimumab 1 mgy/kg in MPI%:3.7 Neohits and renu\g function Nivolumab 3 m/kg or 240 mg monotherapy % - 0.2 Nivu\umublmg/k% in combinafon with \'pifi]mumubamg/kg'm melonoma ' 1.1 Nivolumeb 3 mg/kg in comﬁinuﬂnnwhh iplimumeb 1 mg/kﬁ'm RCCond dMAR or MSI H CRC %: 1.4 Nivolumab 3 mg/kg n
combinafion vith pfimumab 1 may/kg in MPN:1.3 Endocinopathies Nvolumab 3 m/kg or 240 my monnr%empy%:ﬁ,ﬁ Nisolumeb 1 mg/Ka in combination withpiimumab 3 mg/kg n melanomo %: 2.7 Nivolumab 3 mg/kg n combination with nfimumab 1 mgy/kg in RCC and AR or M H CRC %: 2.9 Nvoumab 3 may/kg in combinafion with fimumab 1 mgy/kg in MPHY: 0.3 Skin Nivolumab
3 mg/kg or 240 mg manotherapy % 0.6 Nivolumab T mg kg incombinaion with piimumab 3 mg/kg in melanoma % 0.9 Nivolumab 3 mg, /13 in combinofion with pfimumab 1 mg!lg in RCC and dMMR or ST K CRC % 1.2 Nvolumab 3 me kg i combinafion with fimumab 1 mgy/kg in MPAE0.7 Hy]fersensiﬂvim\nfusiun teacion Nivalumah 3 m?/ kg or 240 mg monotherapy % - 0.1 Nivolumob
1 m?/kg in combinafon ith ipfimumab 3 mg/kg in melonoma %: 0 Niolumob 3 mg/kg in combinafion vith pfimumab 1 mg/kg in RCC and dMAR o ST H CRC % O Nivolumab 3 m/kg in combinfion withiplimurab 1 mg /g in MPH: 1.7 Immune-reluted adverse reaction !eguiring hi% -dose corficosteroids** Preumonits Nvolumab 3 mg/kg or 240 mg monatherapy % : 67
Nivolumab 1 mgy/kg in combinaron vith nimumab 3 mg/kg in melanoma *: 63 Nivalumab 3 mg/kg in(ornh‘mutionwithip‘mmumuhImggkg in RCC ond dMAR or ST H CRC %: 58 Nivolumab 3 ma/kg in combination with ipfmumab 1 ma/kg in MPA:70 Cols Nivolumab 3 mg/kg or 240 mg monofherapy % : 13 Nivolumab 1 mg/kg in combination withipimumab 3 m/kg in melanoma %: 46
Nivolumab 3 mgy/kg in combineion wih pimumab T mg /g n RCC ond IR o MSIH CRC : 24 Nivoumab 3 may/kg in combinaton with pimumb 1 mg/kg in PA%:33 Hepati Niolumeb 3 mg kg r 240 mg monotherapy - 20 Nivolumeb 1 mgy/kg in combinaion with piimumab 3 m/kg in melenoma % 46 Niolumab 3 m }kg in combingfon wih pfimumeb 1 mg}kg in RCC ond AR
o NSI § CRC%: 36 Nivolumab 3 mgy/kg in combination wih imumab 1 mgy/kg in MPAY:42 Nephitis and renal gysiuncﬁun Nivolumab 3 mgy/kg or 240 mg monotherapy % : 24 Nivolumab 1 mg/kE in coinofion vith gfimumab 3 mg/kE in melonomo %: 17 Nivolumab 3 may/kg in combinafion with gfimumab 1 m/kg n RCC undq IR o ST § CRC %: 26 Niolumeb 3 mgy/kg in combination
vithpfimumab 1 m/kg in IPN:40 Endocrinopathies Nivolumab 3 may/kg or 240 mg monotherapy % : 7 Niolumab T mg/kg in combination wih pimumab 3 mg kg in melonoma *: 27 Nivolumab 3 m/kg n combinafion with fimumo ImF/kg in RCC and dMIAR or ST § CRC %: 24 Nivolumab 3 mgy/kg incombinaion with pfimumab 1 mg/kg in MPY%:10 Skin Niolumeb 3 my/kg o 240
g monorhemEy Y% 3 Nivoumab 1 mg/kg n combination with nfimumab 3 may/kg in melanoma % 7 Nivolumab 3 mgy/kg in combinaton with imumab 1 mg/kg in RCC and dWA or MSI H CRC % 8 Nivolumab 3 may/kg n combination with imumab 1 mg/kg in MPAV8 Hypeuensmv‘wﬂzlnlusmn teacton Niolomob 3 mg/kﬂ or 240 mg monotherapy % : 18 Nvalumab 1 mg/kg in combinfion
i pfimumab 3 mg/kg in melanoma *: 6 Nivolumab 3 m/kg n combinafion with ifimumab 1 mg/kg in RCC ond oMIR or MSI H CRC %: l?NivqumuMmg?kg in combinafion with pfmumab 1 mg/kg in MPA:17 * ot last 40 my doi predrisone equvalens frequency is bosed on e number of afients who expeienced the immuneseloed adverse reacion Tuble 11: Immune related
adverse reactions leading to permanent discontinuation or requiring hig Eduse corficosteroids by dosing regimen (nivolumb in combination with other therapeutic agents) Immune related adverse reaction leading o permanent discontinuation Poeumoniis Nivoumab 240 mg or 360 mg in combinaionwith chemotherapy %: 1.9 Nivolumcb 360 mg
in combinafion with pfimumab 1 mg/kg and chematherapy in NSCLC % 2.2 Nivolumab 240 m n combinafion with cobozantind 40 mg in RCC%: 2.5 Cals Nivolumab 240 mg or 360 my in combination with chemotherapy % 2.8 Nvolumab 360 mg in combination with pfimumab 1 mgy/kg and chemotherapy n NSCLC %: 4.2 Nvolumab 240 my in combination with cabozanib 40 mg in RCC %25
mrmm Hivlumab 240 m or 360 mg in combination with chemotherapy %: 1.2 Nvalraab 360 mg in combination wth gfimumab | may/kg and chemherapy in NSCLC %: 3.4 Niolumeb 240 ma]in combinafion with cbozantnty 40 m n RCC %: 4.1 Neghis and reno dysfnction Nivolumab 240 mg or 360 mg n combinafion vith chemtherapy %: 1.2 Niolumab 360 mg in combinafion with
infimumeb 1 mgy/kg and chemotherapy in NSCLC %: 1.4 Nivolumab 240 mg in combinfion with cobozntn 40 mg in RCC % 0.6 Endocrnopaties Nivolumab 240 m or 360 mg in combination wih chemotherapy %: 0.4 Nivoumab 360 mg in combinfion with ipimumab 1 mg/Kkg ond chemotherapy in NSCLC s 2.0 Nivolumab 240 m n combinafion with cabozontinh 40 mg in RCC %: 1.3 Skin
Nivolumab 240 mg or 360 mg n combinaton with chemotherapy *: 1.4 Niolumab 380 mg in combinfion with fimumab 1 my/kg and chemotherapy in NSCLC %: 1.1 Nvclumab 240 mg in combinafion with cobozantind 40 mg in RCC %: 2.2 Hypersensivity/Infusion reacion Nivoumab 240 mg or 360 mg n combination with chematherapy %: 3.3 Nivolumab 360 mg n combination with pimumab
1 moy/kg ond chematherapy in NSCLC : 0.6 Nvolumab 240 mg in combination with cobozanfin 40 mg in RCC % O Immune related adverse reaction requiring high dose corticosteroids®® Pneumonts Nivolumab 240 mg or 360 mg incombinaton wih chemherapy : 65 Nvoumab 380 mg n combination with pfmumab | mg/kg and chemotherapy n NSCLC % 68 Nvolumab 240
mgin combingtion with mEozumimb 40 mg in RCC%: 56 Cols Nvolumab 240 mg or 360 mg in combination with chemtherapy % 8 Nivolumab 360 mg in combinafion with imumab 1 mg/kg ond chemotherapy in NSCLC ' 20 Nivo?urnub 240mg i combinafion with cobozanfinh 40 mg in RCC %: mfcmNivnlumuh U0 mior 360 mg i combinafion with chemotherapy %: 8.9 Niolumab 360
g in combinafion wih iplimumab 1 mgﬂg and chemotherapy i NSCLC % 29 Nivolumab 240 mg in cobinafion with cobozontint 40 mg in RCC %: 23 Nephvts nd renol ysfuncton Nivolmab 240 mg or 360 mg in combination with chemotherapy *: 15.4 Nvolumab 360 mg in cobinafion with igimumab 1 mg/kg and emothempr\rI in NSCLC %: 24 Nivolumab 240 mg in combinafon with
mﬂozum’wm’b 40 mgin RCC'%: 9 Endocinopoties Nivalumab 240 mg or 360 mg in combinaion with rhemmhemgy Yt:5.6 Nivolumab 360 mg in combinetion it pfimumab T mg /g and chemtherapy in NSCLC %: 8 Nivoumab 240 m n combinafon with cobozanfn 40 m in RCC 4.2 Skin Nivoumob 240 mg o 360 mg n cobinafion withchemotherapy %: 6.5 Nivolumab 360 mg in combinetion
it pfimumab 1 mg/kg ond chematherapy n NSCLC %: 10 Nvolumeb 240 mg in combinaion with cobozantn 40 mg in RCC *: & Hypersensifity/Infusion reacion Nivoumab 240 my or 360 mg in combinaion with chemotherapy *: 23.4 Nivolumab 360 mg n combinafion with pfimumab 1 mg/kg and chematherapy in NSCLC % 29 Niolumab 240 mg in combination wih cobozonfb 40 mg in
RCCY%: 0t east 40 mg doiy predrisone equivlents fequency s bosed on he number ofpotents who experienced the immune reloted adverse reacion Immune-related pneumonitis In pafients eated with n'woKJmah monatherapy, the incdence o pneumonts, including itestial lung disase and lung nfitaton, wos3.4% (1 28{ 3171). The majorty of coses were rade 1 01 2in
sty repored n 0.8% (31/3771) ond 1.8% (67 /3771) of patients respctvely. Grode 3 ond 4 coses were reported n 0.7% (27/3771) and <0.1% (1/3771) of pofiens espectively. Gade 5 coses wers repored n < 0.1% (2/3771) ofpatents n thse stdie. Medio tm fo onset was 3.2 morths (1ang: 0.2 19.6). Resoluton occued n 86 pofiens (68.8%) wih o medion ime foresoluion
of .6 weeks (1ange: 0.1°96.7°);* denotes  censred abservafion. I paients eated with ivolumab 1 mgy/kg in combination with ipfimumab 3 mgy/kg in melanoma, the ncidence of preumonits ncucing et ung disase, was 7.8% (35,/448). Grode 2, Giade 3, and Grade 4 coses wererepored n 7% (21,/448), 1.1% (5,/448), und 0.2% (1/448) ofpaiets espectivel. On ofthe Grade 3
pneumoni coses worsened over 11 doys with o ataloutcome. Medfo time to onset was 2.6 mants (range: 0.7-12.6). Reslufion occured n 33 potients (94.3%) with o medion time o reoluion of 6.1 weeks (ange: 0.335.1). n paients rated with nvalumab 3 mgy/kg in combinaion with sfimumab 1 mgy/kg in RCC and dWAR or MSI H CRC, the incidence of pneumonits \'ntruding inerstil ung
disease wos 6.5% (43/666). Grode 2 ond Grode 3 coses were repored n 3.3% (22{666) and 1.1% (7 /668), o paients, especively. Medion fime t onset s 2.7 monts (range: 0.25-56.8). Resoluon occured n 39 pofients (90.7°%) with o median fime t resoltion o 6.1 weeks (range: 0.7-110.3). In pafientstreated with ivolumab 3 mg/kg n combinafon with imumeb 1 mg/kg'm IPH,
the incdence ofpneumonis including intestial lung diseae was 8.7% (20/300). Grode 2 ond rode 3 coses were repored n 5.3% (16,/300) and 0.7% (2/300) ofpatiets, espectively. Medion ime fo onset wos 1.8 months (range: .3 20.8). Resoluion occured in 16 paiets (80%) with o media fime o resolution of 6.1 weeks (range: 1.1 113.1+). I potiets eated with nivolumad 240 mg
or 360 mg in combineion with chemotherapy n ustic, 6E o oesophageol adenocarcinom, the ncidence ofpneumorits ncucing ntersifl ung ciease was 5.1% (40,/782). Grade 2, Grade 3, and rade 4 coses were reprted in 2.3% (18/782), 1.4% (11/782),and 0.4% (3/782) of ptients, respectively. Medio fme to onset was 23.9 weeks ronge: 1.6:98.9). Resluion accured n 28 pafients
(70%) vith o medion tme foresolufon of 10 wesks (range: 0.3+121.3"). In pofients reated with rivolumab 380 mg every 3 weeks in combiafion with pfimumab | may/kg every 6 wesks and chemotherapy in NSCLC, the incidenc of peumonii inucing intestiol lung disase wos 5.3% (19,/358). rode 2, Grode 3, ond rade 4 coses were reported in 2.2% (8/358), 1.1% (4/358), ond 0.6%
(2/358) of putients espectiey. Mecion ime o onse was 18.1 weeks (ange: .6:52.4). Resoluton occuredin 14 patens (74%) vith o median fime foresoluion of 4.3 weeks (tnge: 0.7-27.9°). In pafiens eated wih nivolumab 240 my in combinaion withcabozanfin 40 my n RCC the incidence o pneumanidis including ntrsil ung ciease was 5.8% (18,/320). Grade 2 nd 6rode 3 cases
et repored n 1.9% (6/320) and 1.6% (5/320),of pafiens, respectively. Medion time fo onse was 26.9 weeks (inge: 12.374.3 weeks). Resluton occred n 14 pafients (77.87%) with o medion ime fo resoluion of 7.5 weeks (inge: 2.1-60.7+ weeks). Immune-related colitis In pafients eated with ivolumah monoﬁwempy, the incdence ofdonhoea, colfs, or heﬂuem howel
movements was 15.0% (566,/3771). The mejory o cses were Grade 1 o 2 seviy repored n 9. 7% (364/3771) and 3. 9% (146/3771) of ptients respectivly. Grode 3 ond 4 coses wererepored n 1. 5% (55,/3771) and <0.1% (1/3771) ofpatietsrespectively. Medion fime o onsetws 1.8 monts (rang: 0.0 26.6). Resouton occued n 503 pients (69.8%) with a media fime fo
tesoluton of 2.3 weeks (ronge: 0.1 124.4) n ﬁuﬁems feated withrivolumab 1 mgy/kg in combination ith fimumab 3 may/kg in melanomo, the incidenc of diorhos or colfs wos 46.7% (209,/448). Grade 2, Giade 3, nd Grade 4 coses were reported n 13.6% (61/448), 15.8% (71/448), ond 0.4% (2/448) of pafients, res[remvely. Medion ime to onset was 1.2 mants (range: 0.0:22.6).
Resolution occued i 186 pafiens (89.4%) with o medion fime foresoluton of 3.0 wesks (ronge: 0.1-159.4°). In paients teated wih nivolumab 3 mg,kg in combination with imumab 1 mgy/kg n RCC and MM or NSI K CRC the incidence ofdirhosa or cols wos 27.9°% (186,/666). Grode 2 ond Grode 3 coses viere reported in 6% (64/666) and 4.7% (31/666) of afients, respeciely.
Medin fime o onet was 1.4 months (rnge: 0.048.9). Resoluton occured n 170 patients (92.4%) with  medion fime fo resolton of 2.2 weeks (ange: 0.1-117.0). I pafiens heated with valumab 3 mg/kg in combinafion with mumab 1 mg /g in MPAY, theicidence f diathoea or coffs was 22.0% (66,/300). Giade 2 and Grde 3 cses were reprted n 7.3% (22/300) and 5.3% (16,/300)
of pafient, respecively. Median ime toonset was 3.9 months (range: 0.0 21.7). Resoluon occured n 62 patients (93.9%) with o medion ime fo resoluion of 3.1 wesks (rang: 0.1 100.0+). I patents feated with ivolumab 240 mg o 360 mg n combinafion with hematherapy n gastic, 66 o oesophageal adenocarcinoma, the incidence of diarhoea or colfs was 33.5% (262{782). rade 2,
Grode 3, nd Grode 4 coses were reported n 10.2% (80,/781), 4.9% (38,/782), ond 0.6% (5/782) of paients, respectivey. Medion ime fo onset wos 4.3 weeks (range: 0.1-93.6). Resolufon occued in 228 pafients (87.4%) with o medion fime to resoluon of 1.6 weeks (ange: 0.1-117.6). In pofientsteated with ivolumab 360 mg every 3 weeks in combinaion with pfimumab 1 mg(kg ey
 weeks ond chemotherapy in NSCLC, he ncdence of dorhoeo orcolfis was 22.3% (80,/358). Grode 2, Grode 3, rade 4, nd Grade 5 coses wererepored n 7% (25/358), 5% (18/358), 0.3% (1/358), ond 0.3% (1 /358) of paiets, espectively. Medion ime fo onet was 5.1 weeks (mn%e: (.1:53.6). Resolution occured in 70 pafents (87,5%) with o medion fime fo resolufon of 1 4 weeks
(1ange: 0.1-76.9°). n Egn’enrs feated vithrivolumob 240 mg n combinafion with cobozontind 40 mg in RCC, the incidence ofdiarhoga, colfs, requent owel movements o enti was 59.1% (189/320). Grode 2 ond Grode 3 coses were reported in 25.8% (82/320) and 6.3% (20,/320) of patens,respetivey. Grade 4 were reported in 0.6% (2/320). Medio fime o onset wos 12.9 wesks
(ronge: 0.3-110.9 weeks). Resolution occured in 143 pofients (76.1%) with o medion e fo resoluonof 12.9 wesks (ange: 0.1-139.7- weeks). Immune-related heﬁatitis In pafients reaed with nivolumab monotherapy, he ncidence of fverfuncion est abnormalies was7 3% (277 /3771). The morty o coses were Giade 1 or 2 m severy repored i 4.0% (150/3771) and
1.6% (62/3771) of patiens respectively. Gode 3 and 4 coses were repored in 1.5% (55/3771) and 0.3% (l[)[{377|) of pafens, especively.Medin fne to anset was 2.3 monts (range: 00 27.6). Resouon occured n 214 pafiens (78.4%) ith o medionfime foresltion o . weeks (ange: 0.1-126.4) In pafens eated withrivolumab 1 mg/kg n combinaion vith imumab 3 mg kg
in melonoma, he in(igente offverfnctio fest abnormalies was 29.5% (137 /448). Grade 2, Gade 3, and Grade 4 coss were repored i 6.7% (30/448), 15.4% (69,/48), and 1.8% (8/48) f patiens, respecivey. Meciun ime o onet wos 1.5 manths (range: 0.0-30.1). Resluion accured n 124 patiets (93.9%) with  medan fime o resoluion of 5. weeks (ange: 0.1-106.9). I patents
teated with rivolumab 3 mg/kg in combinofion with pfimumab 1 mg/kg in RCC ond dMAR or MSI H CRC, the incidence o fver ﬁjndion festabnormalies was 19.8% (132/666). Grade 2, rode 3, and Grode 4 coses werereported n 4.8% (32/666), 4% [49{666), and 1.5% (10/866) of poients, respectvely. Medion fime o onset was 2.1 months (rnge: 0.336.6). Resolufon occured n
112 pafints (84.8%) with o medion fime t resoluion of .3 weeks (jang: 0.1°175.9). Inpofiens reated with rivolumab 3 mg/kg n combinafion it pfmumab 1 mg/kﬂ in MPM, the ncidence of fver funcion tst normlfies wos 12.0% (36,/30). Grade 2, Gode 3, ond Grade 4 coses were reported n 1.7% (5/300), 4.3% (13/300), ond 1.0% (3/300) of Jmﬂem; respectiely. Medion
fime foonset wos 1.8 months (rang: 0.5 20.3). Resolufon occured in 31 afients (86.1%) it o medion ime fo resoltion of 4.1 weeks (ronge: 1.0 78.3+). Inpafiens feoted with nivourab 240 mg or 360 mg in combinafon chemotherapy ingesti, GE o oesophagel odenocarcnoma, he ncdence of Fver function fest obnomolifes was 26% (203,/782). Grode 2 nd Grade 3 coes were eparted
in 9.0% (70/782) and 3.7% (29,/781) of pafients, respecively. Medion fime to onset wos 7.9 weks (ange: 0.1-61.3). Resolution occuredin 156 potients (78%) with o medio tmefo resouton o 10.1 wesks (ronge: 0.4-150.6°). In piets teated with volumab 360 mg every 3 wesks in combination with iril'\mumuh | mE/kg every & weeks and chemotherapy in NSCLC, the incidence of fver
functon test cbnommalies was 13.4% (48/358). Grode 2, Gmge 3, and Gode 4 coses were reported n 3.1% (11/358), 3.4% (12/358), and 1.1% (4/358) of paint,respctively. Median fime o onse was 10.6 weeks (rnge: 1.1-68.3). Rsoluion accured n 37 potents (80.4%) ith o median fimeforesoluin of§ weks (ronge: 0.3+-45.0°). In pafiens reated wih nvoumab 240 mg in
combinaton with cobozanfin 40 mg n RCC, the ncidence of e funcion st cbnomalie was 41.8% (133/320). rode 2, Grade 3, and Grade 4 coses were reported n 14.7% (47/320), 10.3% (33/320),and 0.8% (2/320) o pient,respectively. Median fme fo onset wes 8.3 weeks (ange: 0.1-107.9 weeks). Resolon occure in 101 patiets (75.9%) ih o media fme fo reolfon of
9.8 weeks (ronge: 0.189.3t weeks). Immune-related nephritis and renal dysfunction In pafin's eated with nivolumab monotherapy, he incidence of nephrs o encl dksﬁm(ﬁon wos 2.3% (87 /3771). The mjorty o cses were Grade 1 or 2 sevety repoted n 1.3% (49/3771) ond 0.6% (24/3771) of paints respctively. Grode 3 and 4 coses were reported
in0.3% (13/3771) and <0.1% (1 /3771) ofpatents, espectively. Medion fime t onset s 2.6 manihs (ange: 0.0 18.2). Resoluion occured n 55 potens (86.3%) with o median fime foresouon of 9.6 weeks (ange: 0.3 79.1°). n pofiens reated with ivolumab 1 mg/kq incombinafion with sfimumab 3 mgy/kg in melanoma, he ncidence of nephis o enaldysfncton was 5.1% (23,/448).
Giode 2, Giade 3, nd Grade 4 coses were reported n 1.8% (7 /448), 0.9% (4/448), ond 0.7% (3,/448) of patients, respecively. Medion ime to onset was 2.6 monihs (1ong: 0.5:21.8). Rsoluion ccured n 21 pafiens (91.3%) with o median fme fo resoluton f 2.1 wesks (ronge: 0.1-125.1°). In patiets feoted with iolumeb 3 mg/k% in cominotion with gfimumab 1 mg/kg n RCC ond
AUMMR or MSI  CRC, the incidence of neEhmis ortenoldysfuncton wos 8.6% (57 /666). Grode 2, Gad 3, ond rade 4 coses were eportedn 3.8% (25,/666), 0.6% (4/666), nd 0.8% (5/666) o paints,respectively. Medio fme 1o onet was 2.1 months (ronge: 0.0-34.8). Resoluio occured in 45 pofiens (78.9%) with o media fimeforesoluon of 10,0 wesks (ronge: 0.1+106.0°). I pints
freated wih nivoumab 3 mg/kg in combiafon it ipi“mumub 1 ma/kg in MPIY, the ncdenceofrenldysfuncion s 5.0% (15,/30). Grade 2 an Grode 3 cses were reported n 2.0% (6/300) and 1.8% (4/300) of pafients especivey. Medin fime fo onset v 3.6 months (range: 0.5 14.4). Resoluon occred in 12 pfients (80.0%) with  medin fme f resolton of 6.1 weeks (ange:
09126.4+). I pofents Iremeg with nivolumab 240 my or 360 mg in combinaion with chemotheapy ingestic, GE)or cesophageal odenacarcnoma, e incdence ofneptiis o encl dysfuncion was 3.3% (26,/781). Gode 2, Grade 3, and Grade 4 coses were reported i 1% (8/782), 0.6% (5,/782), and 0.1% (1/782) of patents especvely. Medion fime fo onsetvas 12.4 weeks range: 1.7-59.4).
Resoluton occued i 19 potents (73.1%) with o medion fme fo resolton of 3.1 weeks (1onge: 0.1-42.4).In pafientsteated wih nivolumab 360 mg every 3 weeks in combinaion with ipimumad 1 mgy/kg every 6 weeks nd chemotherapy in NSCLC, the incidence of et o enal dysfuncion wos 7% (25,/358). Grade 2, Grode 3, and Grade 4 coses were reported in 2.2% (8/358), 1.7%
(6/358), ond 0.6 (2/358) of potiens,respectvly. Medion fime fo onset wos 10.6 weeks (range: 0.1-51.3). Resouton occued n 14 pafients (56%) with  median fime to reoltion of 6.3 weeks (rang: 0.1+-82.9"). In pofiens eated with nivolumab 240 mg in combinafion with cobozontind 40 mg in RCC, the ncdence of nephi, immune medioted nehris, renl alr, acute Kidney njry,
blood ceatnine increased o blood weo increased s 10.0% (32/320). Grode 2 and Grade 3 coses were eparted n 3.4% (11,/320), ond 1.3% (4/320) of patents, respecively. Medion time to onet was 14.2 wesks (ange: 2.1-87.1 wesks). Resoluon occured in 18 paients (58.1%) with o medion fme fo esoluon of 10.1 weeks (ronge: 0.690.9" weeks). Immunerelated
endocrinopathies: Inpafiens eoted with iolumob monotherapy, the incidence of tyrad disorders, incucing hypothyridism o hypethyridsm, wos 12.0%(451/3771). The mojrt of coss were Grade 1 or 2 nsevery reported n 5.8% (217 /3771) and 6.0% (227 /3771) ofpotents, espectvely. Gade 3 thyrod disorders werereported n 0.2% (7/3771) of paiets. Hypaphyss (3




Grode 1, S6rode 2, 7 Grade 3, nd 1 Grode 4), hypopiuitarism (5 Grade 2 ond 1 Grode 3), advenal insufficency (incucing secondory odvencortical nsuficency ond odvenocortical nsuficiency acute) (1 Grade 1, 15 Grode 2, ond 8 Gode 3), diobefes melius (mdud\'n% Type 1 diobetes mellus) (1 Grode, 4 Grade 2 ond 2 Grade 3), ond cbefic ketoacdosis (2 Grade 3) were reportd. Medion fme fo
anse of these endocrnapaties was 2.7 months (ronge: 0.3 29.1). Resolton occumed n 239 paients (48.7%). Time fo resolutin ronge from 0.4 fo 150.0* eeks. I poiets feated wih nvoumab 1 mliw/kg in combinafon wih pfimumab 3 mgy/kg in melanoma, e ncdence of hyrid disorders was 25.2% (113/448). Grode 2 and Grade 3 hyrid cisorders were reportedin 14.5% (65,/448) and
1.3% (6/48) ofpotents, Iespediuel;i. Grade 2 ond Grade 3 hypophysts (ncuding Iymphu(;iﬁc ypoohysis) occured in 6% (26,/448) and 2.0% (9,/448) of pafiens,respctively. Grode 2 ond rade 3 hypapitutarism occured n 0.4% (2/448) and 0.7% (3/448) ofpatients espectively. rade 2, Grade 3, o Grade 4 adrenal nsufficieny (incuding secondary acvenocoriclinsuficiency) occured
n1.6% (7/448),1.3% (6/448) and 0.2% (1,/448) of ptints, respecively. Giode 1, Grade 2, Grade 3, ond rads 4 diobees melfus and Grode 4 cobefic kefoacidosis were eachrepored n 0.2% (1,/448) of potients Medion ime to onsetofthese endocinopaties wos 1.9 month (ronge: 0.0-28.1). Resoluton ocured n 64 patients (45.4%). Tme foresoluton anged fiom 0.4 to 155.4° weeks.
In pofients reated with rivolumab 3 mgy/kg in combination withpfimura 1 m/kgin RCC ond MR or MSIH CRC, the incidence ofthyroid disordrs wos 26.9% (179,/668). Giode 2 ond Grode 3 thyroiddsordrs werereported n 15.3% (102/666) and 1.7% (11/666) of patiens, respectively. Hypophysi occred n 3.%% (26,/866) of paints. Grods 2, Grode 3, and Grods 4 coses were reported
in 0.8% (5/666), 2.3% (15,/666), and 0.3% (2/666) of pafients, respetﬂvei{. Grade 2 ypopituitarsm occred n 0.5% (3,/668) of patents. Grade 2, Gade 3, nd Grade 4 adenal nsuficiency (nluing secondary drenocorcal isuficency) accured n 3.5% (23,/686), 2.0% (13,/666) nd 0.3% (2/866) of pafents especiey. Diugetes melitus incuding ype 1 obetes melitus (2 Grade 2,
1 Grade 3, and 2 Grade 4), and dobefic efoacidosis (1 Grutlle 4) were reported. Medion ime to onset of these endocinopaties was 2.1 months (mndqe: 0.027.2). Resoluton ocured n 89 pofients (41.4%). Time t resolutin ronged from 0.4 to 257.1* wesks. I potiets feated wih nivolumeb 3 mg/kg in combinaion with pimumab 1 mgy/kg in MPA, the ncidence of thyraid disoders was 14%
(43,/300). Grode 2 and Grade 3 thyrid disorders were refon‘ed in 9.3% (28,/300) ond 1.3% (4/300) of potiens,respectively. Hypophystis occured in 2% (6,/300) o paiets. Grade 2 cses were repoted n 1.3% (46300) of potets. Grade 2 and Grade 3 hypopiutrsm occuredin 1.0% (3/300) and 1.0% (3/300) ofpatents, respectively. Gade 2 ond rade 3 adrenalnsuficiency ocured n
1.7% (5/300) nd 0.3% (1 {300) of paints, respecivel. Medion ime to onsetoftese endocinopathies vas 2.8 manfs (range: 0.5 20.8). Resoluton occred n 17 [rutiems (32.7%). Time t resoluton anged from 0.3 to 144. 1+ weeks. I paiens reated wih nvolumab 240 mdq o360 mﬁ n combinafion wih chemotherapy i gostic, GEJ o oesophageal odenocarcinom, the ncdence oftyroid
disorders was 12.3% (96,/761). Grode 2 thyrid cisorderwsreported n 6% (47 /782) poients Grode 3 hypophysis occuredin0.1% (1/782) of paients. Grade 2 ond rode 3 hypaptutarism occured n 0.8% (2/782) and 0.3% (2/782) of paients, especively. Giade 2 and Grace 3 odenal isuficiency occred n 0.4% (3/782) and 0.1% (1/782) ofpoiets, respectively. rode 2 and Grade 3
diabets melfus nduding Ty 1 ciobees melitus were reprted i 0.3% (2,/782) of afiens. Medion fime to onsetoftese endocrinapaties was 15.0 weeks (range: 2.0+124.3). Rsoluion occured i 46 pafients (43%). Time o resoluton ranged from 0.4 o 13,1+ weeks. n pafiens eated with ivalumab 360 mg every 3 weeks n combinaton wih pmumab | mg/kg ety 6 wesks ond
chemotherapy in NSCLC, e ncidenc of hyrid disorder was 245% (86/358). rode 2 nd Grade 3 tyraid cisorders were reported n 12.8% (44 /358) and 0.3% (1 ( 358) of afient,respectvey. Hypophysis occured n 1.4% (5/358) f pafients. rade 2 and Grade 3 coses werereported i 0.6% (2/358) ond 0.8% (3/358) of paints, respecively. Grade 2 hypoptuitarism occured i 0.3% (1/356)
of patiens. Grode 2 and Grads 3 odrencl insuficency occured n 1.7% (6/358) and 1.4% (5,/358) of pafients, respe[ﬂve?y. Dicbetes melius in(Iudil:ig Type 1 diobetes melitus wos not reported. Median fme fo onset of these endocrinapotes was 12.1 weeks (range: 1.9-58.3). Resoltion occured i 30 [rmiems (39.3%). Time fo resoluton mnged from 1.4to 72.4* wegks. In Jmﬁems freated with
mivolumab 240 mg in combinafion vith cobozanfi 40 mg n RCC, the incidenc of thyroid disorders was 43.1% (138,/320). Grade 2 and rade 3 thyroid disorders were r?fun‘ed n23.1% (74 {320) and 0.9% (3/320) ofpatents, espectively. Hypophysis occured n 0.6% (2,/320) ofpotients, ol rade 2. Adtenc nufficncy (ncluding secondory adhenocortical nsufficency) ccured n 7% (15/320)
of paiets. Grode 2 ond Grade 3 adrenal insufficency coses were eported in 2.2% (7{320) and 1.9% (6,/320) of otients,respctively. Nedio fme fo onet of these endocinopaties ws 12.3 weeks (ange: 2.0-89.7 weeks). Resluton ocured n 50 paints (39.2%). Time fo reolfion ronged from 0.9t 132.0 weeks. Immune-related skin adverse reactions n pufents
Heated with rivolumab monotherpy, e incidence ofosh was 28.4% (1072/3771). The majority ofcoses were Giade 1 nseveity reported n 21.7% (818,/3771) of pafients. Gade 2 and Giade 3 coses were eported 54% (204/3771) ond 1.3% (50,/3771) f ptients respectvly. Medio tme to onet wos 1.4 months (range: 0.0 27.9). Resolton occured n 677 patints (63.7%) with a medion
fime toesolton of18.4 weeks (0.1 163.1°). Inpotents eated with nvolumab 1 mg/kg n combination withpiimumab 3 may/kg in melanoma, the incdence ofrash was 65.0% (291/448). Grads 2 and Grade 3 cases wererepored n 20.3% (91 /448) and 7 8% (34/448) ofpaiets, especively. Medion fime o onst was 0.5 months (ronge: 0.0+19.4). Resolufon occuredin 191 ptients (65.9%)
with o medion fime foresolufon of 11.4 weeks (range: 0.1-150.1). In paints eated with nivolumab 3 mgyk in combination withipimumab 1 mgykg in RCC and dMAR o MSI H CRC the incdence ofrah s 47.7% (318/666). Grade 2 and Grade 3 coss e repored n 13.7% (91/666) and 3.5% (26//666) ofpaient, respctvely. Medion fime o onst was 1.0 months (1nge: 0.033.8).
Resoluionoccured in 228 pofients (71.9%) with a medion fime f resoluton of 12.1 weeks (mn?ez (.1-268.7°). Inpotients teated with rivolumab 3 mg/kg in combinafion with pfimumab 1 mg{kg in MPM, he incidence of rash was 36.0% (108,/300). Grode 2 and Grade 3 coses were reportedin 10.3% (31,/300) and 3.0% (9,/300) of poten, respectvly. Medion fime fo onset ws 1.6 months
(range: 0.0 22.3). Resolution occued in 71 ptients (66.4%) with o medion fime o resoluon of 12.1 weeks (ronge: 0.4 146.4°). In pofiens eated withnivolumab 240 mg or 360 mg in combinaion with hemherapy in gusmc, 6F) or uesophuieul adenocarcinome, the incdence ofrsh wes 27.4% (214/787). Grode 2 and Grode 3 coses were refon‘ed in 1% (55/782), ond 3.3% (26/780) of
pafint, respecively. Medion fime fo onset wos 9.6 weeks (ronge: 0.1-97.4). Resoluton ocured n 124 pafients (57.9%) with  medio tme foresolufon of 23.4 weeks (ange: 0.1-153.67). In pofens eated it ivolumab 380 mg every 3 weeks in combination with pimumab 1 mg/Kg every 6 wesks and chemotherapy i NSCLC, the incidence ofrsh ws 37.7% (135/358). Gode 2, Grode 3,
and Grode 4 cases were reportedin 11.5% (41/358), 4.2% (14/358) and 0.3% (1/358) f patiens, respecivel. Nedin fme t onset was 3.3 weeks (range: 0.1-83.1). Resolution occed in 9 potiens (71.6%) with o mediontme f resolion of .4 weeks (ronge: 0.1+-84.1-). I potetsfeated with ivolumab 240 mg in combinetion with cabozanfnb 40 m? in RCC, the nddence o osh was
62.8% (201/320). Grade 2 ond Grode 3 coses were reported in 23.1% (74/320) ond 10.6% (34/320) f prients,repectively. Median fimefo onet was 6.14 weeks (ange: 0.1-104.4 weeks). Rsoluon accured n 137 pafiens (68.24%) with  medion ime to esouton of 18.1 weeks (range: 01-130.6* weeks). Rre ases of SIS and TEN some o hem with ffal utcame have e fserved
(seesecions 4.2 ond 44). Infusion reactions In pfiens reated wih nvolumob monherapy, he incience o hypesensivity /ifusion reacons was 3.8% (1 44? 3171), induding 7 Grade 3 and 3 Grade 4 coses. In paiets eated with nivolumab 1 mg kg in combinfion with ipfimumab 3 m/kg in melanoma, the incidence of hyprsensiviy /infusion reacions wies 3.8% (17/448) o
wiete Grode T or 2 inseveriy, Grode 2 coses were reported n 2.2% (10,/448) ofpatens. I pofients heated with nivalumab § mg/kq incombinaion withfpiimumab 1 mg/k%‘m RCC and dMAIR or ST CRC, the incidnce of hypersenstviy/infusionreacons was 3.8% (25,/866); ol were Grade T or 2 i seeiy. Grode 2 coses werereported n 2.4% (16,/666) of potets. Medionfime o onset ws
0.7 months (ronge: 0.0 22.). Resolution occued n 23 potients (92.0%) with o medion ime to resolufion of 0.1 wesks (range: 0.1 79.1°). n potens reated with rivolumab 3 mgy/kg in combineion wih imumab 1 mg /K in P, the ncdence o hypersnsifiry /infusion eactions was 12% (36,/30); Grode 2 and Grade 3 coses were reportedn 5.0% (15/300) and 1.8% (4/300) ofpotiets,
tespectively. Inpafientsreated with ivolumab 240 mg or 360 mg in combinaion with chemotherapy in gostic, GE) r oesophageal adenocardinom, the ncidence f by er&ens\'ﬁvw?inmion teacions was 14.2% (111/781). Grade 2, Gode 3, and Grade 4 coses were epored n 8.8% (69/782), 1.9% (15/782) and 0.3% (2/782) of patens, especivey. n pafiens eated withnivlumob 360 mg
every 3 weeks n combinafion with pfimumab 1 m/Kg every 6 weeks and chematherapy n NSCLC, the incidence ofhypersensivity /fusin reacions was 4.7% (17,/358). Grade 2, Grade 3, ond rods 4 coses were reported n 2.2% (8/358), 0.3% (1/358) and 0.3% (1/358) of pofiens, respectvly. I ptients eated with volumab 240 mg in combinaion with cobozaninh 40 mg i RCC, the
incidence of hypersenifidty /fuson reactons was 2.5% (8,/320). AL 8 ptients were Grode 1 or 2 in sverty. Gade 2 cuses were reported in 0.3% (1/320) of pofien's. Complications of allogeneic HSCT in classical Hodgkin lymphoma Rapid onset of 6/HD hos been reported with nivolumab uss bfore ond ofter ollogeneic HSCT (see section 4.4). In
2 evauated pafens from two cHL fudies who undemen alogeneic HSCT afer disconiuing nivolumab monotherapy, rade 3 or 4 cute GVHD was epored n 1762 paients (27.4%). Hyperacue GVHD, defined o acue GVHD occuring within 14 days cfe fem celifusion, was reported n four pients (8%). Astem‘\(ﬁfequiling febrle syncrome, vithout an idenﬁiieg inectious couse, wos repored n
i pofients (12%) within he firt 6 weeks post-ronsplonofion, Steroids were used nfourpatiens and hree poiens esponded o seroids, Heparic veno-ocdusiv disease occued n fwo pafens, one of whom died of GVHD and multirgon falre. Ninteen of 62 potients (30.6%) died fom mmgli(miuns of alogeneic HSCTafternivolumab. The 62 paients had o medio foloweup rom subsetLuem nr\ogenei(
HSCT of 38.5 months (onge: 0-68 months). Elevated liver enzymes when nivolumab is combined with cabozantinib in RCC Ina dnicalstdy of previouly uneated potens with RCC receiing ivolumab i combinaion with cobozantin, o highe incdence of Grodes 3 nd 4 AT increased (10.1%) nd AST increase (8.2%) were obsenved reloive
o nivolumab monotherapy in pofients with odvanced RCC. Inpofients with Grode >2 inceased AT o AST (1=85): medion time o anset was 10.1 weeks (range: 2.0 fo 106.6 weeks), 26%receved coricosterids for medion duration of 1.4 weeks (1ange: 0.9 to 75.3 weeks), and resolution to Grodes (-1 occured in 91%with median fime fo resoufion of 2.3 weeks (range: 0.4 o 108.1+ weeks). Among
the 45 patents with iade >2 incrased ALT or AST who were rechallenged itheither ivolumab (n=10) orcobozontinh (n=10) odminstered s o sw’n?le agentor with both (1=25),recurence of Giade 2 nceosed ALT or AST ws bserved n 3 pofiens eceiving OPDIVO, 4 potientsraceiving cobozanfnb, nd 8 pafens receing both OPDIVO ond cobozantnb. Laboratory abnormalities
In pofients reated with nivolumab monotherapy, the propaton of paients who experienced o sftfom baseie t a Grode 3 or 4 lobootory abnormal iW wos s follws: 4.1% for anaemio (ol Grads 3), 0.8% or rombocytopoeni, 0.8% for lucoposio, 10.3% for ymphapaeni, 1.0% for neutropaeni, 1.9% forincreased olkaline phosphtase, 2.6% for nceased AST, 2.3% for ncsased ALT, 1.0% for
inceased ool bilrbin, 0.8% for mceased reainin, 2.7% forhypergycaemi 1.2% forhypoglycaemio, 3.5%fr increased amylose, 6.7%% inceased pos, 5.3% forhyponatraemi, 1.4% for byperkaloemi, 1.5% forhypokcloemi, 1.3% for hypercalcaemin, 0.6% for hypemagnesaemia, 0.4% for ypomagnesgemia 0.7% forhypocalcemin, 0.9% for ypoalbuminaemio, and <0.1% orhypematoemic.
In paiets reated wih ivolumab 1 mg/Kg in combination with pfmumab 3 mg/kg in melanomo, the proporion of pafients who experinced o worsening from boselin fo o Grode 3 or 4 loborotory obnormaly was o5 Yollows: 2.8% for anaemi (ol Grode 3), 1.2% for frombocytopaenia, 0.5% iorfeumpoemn, 6.7% fo ymphopaenio, 0.7% for neutropaeni 4.3%forincreased alkoline phosphaase,
12.4% forincreased AST, 15.3% for increased ALT, 1.2% forincreased tofal bilrbin, 2.4% forincresed creafining, 5.3% for hypergycaemio, 8.7% for increased omylase, 19.5% for increased ipase, 1.2% for hYpoculcuemiu, 0.2% each for hypematroemio and hypercalcoemia, 0.5% for hyperkoloemia, 0.3% for bypermagnesaemio, 4.8% for hypokalaemia, ond 9,5% fo hyponataemia, n pafients heoted
vih nvoumob 3 mg{kg in combinafion with pfimumab 1 mg/kg in RCC and dIAR or MSI H CRC, the proporton o paiets who experienced o worsing from baseing to a Grode 3 r 4 lobortory abnormaity wos s follws: 4.3% for anaemi (ol Grade 3), 0.8% fr hrombocytopoenia, 0.5% fr leucapoeni 5.3% for Iymphorvuemﬂ, 1.1% for neutropaeni, 2.8% fo inceased okalne phosphatose,
.7% for increased AST, /8% for increased ALT, 1.8% forincreased fotolbilrubin, 2.3% for mceased cratinine, 7.2% for hyﬂerg\ymemiu, 12k hypo#lytemiu, 11.1%forinceased amylase, 20.2%fo inceased \iruse, (0.5% forhypocalcoemio, 1.2% for bypercalaemia, 2.2% orhyperkolmia, 0.9% forhypemagnesaemio, 0.3% for ypomugnesuemiu 12l hy‘wka\aemm, and 9.2% for byponatraemi,
In potients reated with ivolumab 3 mgy kg in combinaion with pfimumab 1 m/kg in MPH, the proporion ofpaients who experienced a worsening fiom besefin t a Gads 3 or 4 aborotory obnormality was s follws: 2.4%fo anaemi 1.0% each for hrombocytopaenia and eucapoenia, & 4% forlymphopasrio, 1.3% for nutropaeni, 3.1% orinceased alolne phosphatue, 7.1% eachfor ncreased
ST and inceased ALT, 1.7% for nceased otal biliubn, 0.3% for inceased eatine, 2.8% for hyperlycaemiv, 5.4% for inceased amylas, 12.8% for inceased lipes, 0.7% for hypermatraemio, 8.1% forhyponairaemi, 4.1% for hyperkalomin, 2.0% for hypokaloemi, and 0.3% for bypocalcaemi. n pofiens eated with rivlumab 240 mg or 360 mg n combinafion with chemotherapy ingostic GEJ
ar esophageal adenocorcinomo, te proporfon of pofiens who experinced uworseﬂ‘mﬂ from baseing to o rade 3 or 4 aboratry obnormality was os follows: 13.9% for anaemia 6.8% for thrombocytopaeni, 11.8% leukopaeni, 12.2% forymahopaenio, 29.3% neutopaerio, 4.6% for nceased AST, 3.4% forinceased LT, 3.0% fornceased blrubin, 1.0% for nceased aeafinine, 0.5% for hypematraemi,
6.3% for hyponataemia, 1.4% for hyperkeloemia, 6.5% fo hypokaloemia, 0.3% for ‘penu\cuem'\u, 1.8% fo hypocolcaemi, 4.2 for hppelglycﬂemm, and 0.7% for hypoglycaemia. I pofiens teated withnivoumab 380 m every 3 weeks in combinaton withipimumab 1 mg/Kg every 6 wesks and chemotherapy in NSCLC, the proporon of pafients who experenced o worsening from baseig fo o
Grade 3 or 4 lobrotory obnomalty was o follows: 9.2% for anaemia, 4.3% for ombocytopaenio, 9.8% for leucopoenio, 5.8% For ympopaenio, 14.7% for newtapaenia, 1.2% for inreased alkaline phosphotus, 3.5% forincreased AST, 4.3% forincreased ALT, 0% For increased tofal irbin, 1.2% For incrensed aeatinine, 7.1% fo hyperglycoemi, 0% fo hypoglycaemia, 6.7% for ncreased amylose,
11.9%fornceosed hﬁuse, 1.4% forhypocalaemia, 1.2% or hypercalcaemi, 1.7% fo hyperkloemia, 0.3% forhypemognesaemia, 1.2% for hxpomugnesuemia 3 5% fo hypokaloemio, and 10.7°%fo hyponataemia, In limtiems eated withivolumab 240 mg in combinaton with cobozantn 40 my n RCC, the proportion of pafiens who experienced  worsening fom beseig o o Giade 3 or 4 oborctory
abnomolty wos o folows: 3.5% foranaemia (ol Grode 3),0.3% for Thromhotropueniu, 0.3% orleucoposnio, 7.5%for ymphapaeni, 3.5% orneutropaerio, 32% for increased olkaline phosphtase, 8.2%for increase AST 10.1%for increase AL, 1.3% forincreased tofol biliubin, 1.3% for nceased ceainine, 11.9% fornceased amylos, 15.6%for increased pse, 3.5% orhyperghycoemi, 0.8%
forhypoglycaemia 2.2% or hypocalaemia, 0.3% orhypercalcaemi, 5.4% fornyperkloemia, 4.2% forhypemagnescemia, 1.9% for hypomogrescenia 3.2% fo hypokaloemi, 12.3% fﬂfﬁyponanuemiu, and 21.2% forhypophosphataemic. Immunogenicity 0f the 3124 pafents who wer eated ithrivolumab monotheray 3 mg/bg or 240 mg every 2 weeks ond evoluablefor the prsence
of aniproductanthodies, 286 paients (8.9%) ested posiive forreatment emergent anfiproductanbodies with ieen pafients (0.5%) tesfingposive for neutalising anfibodies. Coodmiisrfion with chemotherapy id not afectnivolumab immunogenicy.OFthe pafints who were frated with ivolumab 240 mg every 2 weeks or 360 mg every 3 weks in combinafion with chemotherapy and evolucble
forthe presence of antproductanthodie, 8.8% ested osiive for eatment emerﬁem antproductantbodis with 0.3% fested posive for neuhuﬁsing anfhodies. O the pofients who were freated with ivalumab in combination with pfimumab and evoluable forthe presence ofanfvolumab onibodies, the incidence of afiivalumab unﬁhoﬁ'\ex wos 26.0% with ivolumab 3 méq/ kg ond i\f]ilimumuh Tmg/
Ky every 3 wesks, 25.7% with ivolumab 3 mgyKkg every 2 weeks and pimumab 1 mgy/kg every 6 wesks, and 37.8% withivolumab 1 mgy/kg ond inimumab 3 mg/Kg every 3 weeks. The incidence of neutlisng anibdies against vl was 0.8% with nivolumab 3 mg/kg and ipfimumab 1 m/kg every 3 weeks, 0.7% wih mvolumuhﬁmg/k%evew?weeks ond iplimumal lm%/kg ety
 wesks, nd 4.6% with ivolumob 1 mg/kg and [\'filimumub 3 mg/kg every 3 weeks. O patients evoluobl for the pesence of antipimumab onfibodie, he ncdence ofantplimumab anfbodies mné]ed fom 6.3 10 13.7% ond nemmh’s'mdq antodies ogainstipiimumab mn%ed Trom 0 1o 0.4%. Of the pofients who were feated with ivolumob in combinafion with pfimumab and chemotherapy and
exaluoble for the pesence of antivolumab anfbodies or neutalsing ntbodies againt ivolumab, the incidenc of onfiivolumab onfibodies wos 33.8% and the incidence of neulisng antbodies was 2.6%. Of the paiets who were eated with nvolumab n combinafion vith fimumab ond chemotherapy ond evaluoble for he prsence of ofpiimumab antbodies or neutlising antbodies ogaingt
iplimum, the ncidence of antipimumab onibodies wos 7.5%, an the neutalsing anthodtes was 1.6% Although the dearance of ivoumab was incrased by 20% when antivolumatvantbocies were presen, here was no eidence of o ofeficacy oratered foxicty t‘Jmﬂ\e in the presence of nivolumab antbodies based o the pharmacokinfic ond exposureesponse analyses for both monatherapy
and combingfon, Poediic fopu\mion Only fmited safefy doo ofnivolumab os monotherapy or in combination wih ipfimumab i chdre below 18 years of age oe avalable (see secin 5.1). No new soefy signls were observed in dincl sty CA209908 of 15T paediatic potiens ith highgrade primary cenrl nervous sytem (CNS) malignancie,rlfive o dofo ovaobe n adultstdies across
indicoions. Eldery No overl dferences insofety were reportd befween eldey (> 65 yeors) and younger paients (< 65 yeors). Dota from SCCHN, adivant melanomo, and djuvant OC o GEIC pafients 75 years of oge or oldr ore foo it tochow condusions on s population see secon 5.1). Data from IR o ST CRC pafients 75 years of g or oldr are fmited (s secion 5.1). Dto from
cHL ptients 85 years o age o olderarefoo mite o drow conclusions o tis populafion (see secton 5.1). I MPM ptients, there wos o hiﬁher fot of seious dverse eacfions and disconfinuafion rte due o adverse reacions n pafens 75 years ofage orolder (6% and 35%,respecively) rlaive to ol paiens who received mvolumab in combinafon vith iﬁihmumub (545 ond 28%,respctively). For
pafintsteated with nivoumab in combinaion wih cbozonfin doto fiom RCC pafients 75 years of oge or oldr are foo it to drow conclusions on his papulofion (e secion 5.1). Hepatic o enclimpaiment In he nonsauumous NSCLC study (CA209057), the safey prf n pofiens with besele renl or hepatic mpaiment was comparabl fo tht it veralpopulofion. These resuls should be
terreted wih coufon due fo the small sompl sz wihin he subgroup. Reporing ofsuspcted adverse eactions Reporing suspected odese reactions afterautharsaion ofthe medicinal roductis importont, It alows confinea moritring o he benefit/isk balance f he meicinalproduct, Healtcors prfessonal re aske foreport any suspected advere reactons v he nofioncl eporting systemfsed
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