OPDIVO: The first and only adjuvant
immuno-oncology (I-0) treatment that

reduces the risk of recurrence or death
for all high-risk patients with MIUC
whose tumors express PD-L1TC >1%'

DFS benefit was achieved regardless of prior
(‘ ‘ neoadjuvant chemotherapy, cisplatin
~ eligibility, or nodal involvement in patients
whose tumors express PD-L1TC 1%
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OPDIVO: the first and only adjuvant immuno -oncology treatment in MIUC proven to reduce
the risk of recurrence or death in patients whose tumors express PDL-L1TC 21%

Median DFS not reached with OPDIVO:

Despite curative efforts, lack of proven effective The risk of recurrence is reduced by 45%

& tolerable options post radical resection means
d p p I’OXi matE|\/ With Disease-free survival in patients with PD-L1TC 21%
muscle-invasive urothelial carcinoma (MIUC)
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Checkmate 274: the first and only phase 3, '
placebo-controlled, adjuvant trial in patients | HROsGemscosep0n
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No. at Risk Months
OoPDIVO — 140 113 98 91 76 68 58 50 38 31 27 24 21 12 10 1 0 0
Placebo — 142 90 73 59 53 49 42 37 28 22 17 16 12 7 5 3

Probabillity of disease-free survival

Checkmate 274 DMFS improved with OPDIVO vs Placebo

Tumor PD-L1 > 1% population
OPDIVO as post-surgical adjuvant therapy for high-risk MIUC
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Galsky et al. CM274. Adjuvant NIVO in high-risk muscle-invasive urothelial carcinoma. AUA2022. Oral

Minimum follow-up time of 6.3 months. Median follow-up time of 22.1 months for OPDIVO and 18.7 months for placebo. Cl=confidence interval; DFS=disease-free survival; HR=hazard ratio; IT T=intent to treat;
MIUC=muscle-invasive urothelial carcinoma.



OPDIVO: the first and only adjuvant immuno -oncology treatment in MIUC proven to reduce
the risk of recurrence or death in patients whose tumors express PDL-L1TC 21%

Who should be considered for adjuvant treatment
with OPDIVO ?'

After radical resection, OPDIVO is for ALL patients ... whose
with

\/ \/

Urologist needs to request PD-L1 TC > 1% testing routinely
from pathologists after radical resection for patient’s
discussion during MOC
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Surgery PD-L1 testing

Thereis a -40%
prevalence of PD-L1

. TC=1% in MIUC
- y- designates staging after therapy (in this context, after neoadjuvant chemotherapy) i
- p- designates pathologic staging at the time of surger; tumor tlssue Samples

*Lymph-node positive covers all stages: T1+.



Opdivo has a manageable safety profile’ Opdivo offers a maintained quality of life throughout time®

EORTC-QLQ-C30 global health status score*

Improvement
A
7]
OPDIVO (n=351)* Placebo (n=348)* p
Any grade (%) Grade >3 (%) | Anygrade (%) Grade >3 (%) %
Any-cause AEs 989 427 95.4 36.8 n'-E?
Treatment-related AEs' 775 179 55.5 7.2 %
Treatment-related AEs leading to discontinuation 12.8 JA 2.0 14 _,E:
2 5
o S Any grade 2
Treatment-related AEs occurring in 2 5% of patients in either arm Crade>3 IR un Deterioratid
eterioration
Pruritus 0i0 ke
Fatigue 0310 ws w9 wi3  wi7 w21 w25 w31 w37 w43 w49 FU1  FU2
Diarrhea 09m0.3 No. at Risk Time points
Rash 0640 Optivo 116 106 97 86 80 73 65 61 56 50 50 46
Lipase increased 51 26 Placebo 17 10 87 77 77 68 58 54 47 42 M 36
Hypothyroidism 00
Amylase Increasecl 37 -14 * Number of patients displayed is the number of patients inclused in the mixed effectslinear regression for repeated measures analysis at each visit.

tStandard error (SE) is the robust SE calculated using empirical variance estimator. FU denotes Follew-up; LS, Least Square.

Hyperthyroidism 00
Asthenia e [0

Nausea 00

Decreased appetite 0.6§0

Blood creatinine increased 0310 Opdivo offers a flexible dosing in the adjuvant

Maculopapular rash i (i ;
5 0 B 0 5 0 5 W0 ® 0 5 treatment of MIUC

Incidence (%)

Dose every 4 weeks

*Includes all treated patients. T There were 2 treatment-related deaths due to pneumonities in the OPDIVO arm. There were no tretment-related deaths in the placebo arm. Includes events reported

= =gk =]
between the fi rst dose and 30 days after the last dose of study therapy. ! ! R— R—
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OR For up to 1year
Dose every 2 weeks
=
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OPDIVO.

(nivo/uab)

OPDIVO as monotherapy is indicated for the adjuvant
treatment of adults with muscle invasive urothelial
carcinoma (MIUC) with tumour cell PD-L1 expression
21%, who are at high risk of recurrence after undergoing
radical resection of MIUC’
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/ Ex-fuctory (exdl. VAT)
OPDI 70 OPONO 40y 50990
= . / b ° OPDIVO 100 mg €L.274]75
OPDIVO 120 mg £€1.529,83
(anO uma ) OPDIVO 240 mg £3.059,65

1. NAME OF THE MEDICINAL PRODUCT OPDIVO 10 mg/mL concentatefo solion forinfusion. 2, QUALITATIVE AND QUANTITATIVE COMPOSITION Eoch mLof concento for soluon for infusion contains 10 mg ofrivlumab. One viel o 4 mL confins 40 mg ofrivolumab. One vial o 10 mL contoins 100 mg of nivolumab. One vialof 12 mL contins 120 mg of ivalumab. One
vilof 24 mL conains 240 mg ofnivolumab. Nvoumab i produced n Cines hamste ovry el by recombinant DNA fechnology. Excent with known ffctEoch L o concentatecontin 0.1 mimol (o 2.5 mg) sodum. Forhe ul st of excipens,see secion 6.1 3. PHARMACEUTICAL FORM Concentte for soluton for infusion (sterleconcentte). Cleor o oplescent,coloues o ple yellow
i tho may contin few light parices. The soufonhas o pH of approsimately 6.0 and an asmalafty ofapproimatly 340 mOsm/kg. 4. CLINICAL PARTICULARS 4.1 Therapeutic inications Melnoma OPOIVO os morherapy o in combinaion vith nimumab i ncicted for he reatment of cvanced (unresectale o metostfic) melonama in aduls. Relaive o nivolumab morcherapy
anincrese in rogissione sunvival (PFS) and ovrallsunve (0S) for he combinafion of ivoluma with mumabis estobshed only i potiens withlow fumour PHLY xpresson (see secions 4.4 and 5.1). Adjoant tretment of melonoma OPDIVO os monotheropy s indicate for the djuvant eatment ofodul with melanoma with nvolvement of ymph nodes o mefostofic isease who hove undergone
comple resecion (s secon 5.1). Nowmall el lung concer (NSCLC) OPDIVO in combinaion with pfimumab and 2 yces ofplotnursdased chemotherapy i incicated for the fsine eatment of metestarc nonsmallclllng cancr i adufs whose umours hove no sensising EGFR mutafion or ALK tansocain. OPDIVO s monatherapy i indicted for the freament oflocaly advanced or metestfc
nonsmall e ung conce e pir chemotheropy in aduls. Molignant lewal mesothelioma (MPM) OPDIVO in combination vith pfimumab i ndcoted for he it e teatment of odultpafients ith unresecoble malignant pleurl mesothelioma. Renalcelcurcinoma (RCC) OPDIVO s monotheray i ndcoted for he treaiment of advanced enal celcarcnoma after priortherapy n aduls. OPDNO n
combinafion with pfimumob s indicted for the fsine reatment ofodutpotiens with nemediae/poarisk odvanced renl el crcnoma (se section 5.1). OPDIVO i combinaion with cobozantin s incicted for the fxstine treatment ofadut patiens with odvonced enalcell corcinomo (e secion 5.1). Classicol Hodgkin ymphama (cHL) OPDIVO o5 monoeroy s incicoted for he reament of odut
pafients with reloped or refactory closscl Hodgkin fymphoma fter utologous stem cell ansplnt (ASCT) on featment withbrentuimob vedofin, Sauamous cll conce of the head and neck (SCCHN) OPDIVO as monotherapy i indicted for the reatment of recurent o metostfic squomous cellcancr ofthe head and neck n aduls progessing on or afer lotnumased theropy (see section .1). Uotheil
carcnoma OPDIVO as monotherapy i indicated for the featment oflcolly advanced uvesectble or metastfic rotelol corcinomo n ol ofterfure f prorplafinum-<onaiing herapy. Adivant eatment of iothelial orcinomo OPDIVO s monatherapy s incicoted for the adjovont retment o odut with musde nvsiv uiotelal orcinomo (IUC) it tumourcel PIHT expression > 1%, who areaf
High sk ofrecurenc after undergoing radicalresection of MIUC (s secton 5.1). Mismatch repai defcien (GHMR) or micosotelite instabifty high (MSHH) colorectl cancer (CRC) OPDIVO i combination with nimumab i ndicted for the reatment of adul pfients with mismatch repir deficentor micosatelite instoifty high metasafic colorectl concer after pror fuorapyrmidine hased combinafion
chemotherapy (see secton 5.1). Oesophogeol squomus cell corcinomo (0SC) OPDIVO i combinafion it nimumab i indcaed forthe irine eatment of adul pofiens with unesectble advanced ecurient or medastoic oesophogsal squamous ell carcnoma wih fumour cell DA expresion > 1%, OPDIVO i combinafion with floropyrimiding:and lofnumased combinafion chemotherapy s indicted
forthe firin teatment ofadulpafiens ith unesectoble avanced, ecurentor mefustuicoesophagl squamous cll corinoma with fumour ellPO-LT expresion > 1. OPDIVO s monotherapy is incoted forthe reatment ofadultpoiens with nvesectble dvance, ecurent ormedastaic oesophageal squamous cell cocinoma afterprio fuaropygimidine:ond lafinunsbosed combinaion hematherapy.
Adivont treatment of oesoghageal or qstrooesophagea junction cancer (OC o GEIC) OPDIVO os monatheropy i incicaed for he odiovont retment of odut pofients with oesophageal o gusro-oesophageal juncon cuner who hove residue pothlogc isase folowing pror neaadjvant cemoradotherapy (se secion 5.1). Gastric, gastrooesophageal junction (GEJ) or oesophageal
adenocarcinoma 0PDIVO in cominafion vith fuaropyrimidin: nd plofnursbosed combination chemotherapy i nccaed or the frstine reatment of dult pfiens it HER2negafive avancedor mefutaic gstic, sfooesopfagea uncion o oesophagealadenacarcnoma whose fumours express PO witha combined psiiescoe (CPS) > 5. 4.2 Posology and method of administration
Tieotment must be nicted ond supense by physicions experienced i he reament of concer. PAL testing fspcifed i the ndicaion, patien selctionfr eatment with OPDIVO based o the tumour expression of PDALT shoud b confimed by a validted est (see secions 4.1, 4.4, and 5.1). Pasaogy 0PDIVO as manotherapy The recommended dose of OPDIVO i iter ivolumab 240 mg every 2 weeks
or 480 my every 4 weeks (see secion 5.1) depending on the nicoton, as presented i Tobe 1. Table 1: Recommended dose and ifusion time fr intravenous adminisafion of ivolumab monotherapy Incicaion™ Melanoma (advanced or adjovant reatment), Renel cll corcinoma, Muscl invasive wotheil carcinoma (MIUC) (adjovant teatment) Recommended dose and nfusion fime : 240 mg every
1 weeks over 30 minues or 480 mg every 4 weeks over 60 minues; esophogeal orgosrooesophogea juncion cancer (vt eatmen) : 240 ma every 2 weeks ovr 30 minutes or 480 my every 4 weeks over 30 mintesforthe it 16 weeks,folwed by 480 my every 4 weeks over 30 minues; Nowsmall el lung conce,CosialHodgin ymphoma, Squamas cell conce of the ead and neck,
Unthelo corcinom, Qesophagea squemos cecrcnoma Recommended dose nd nfusion fime : 240 m every 2 weeks over 30 minutes *As per monoterapy ndicaron in secion 4.1. I melanoma, RCC, OC, GEIC or MIUC (advant eatment) pafients need fo be switched from the 240 mg every 2 weeks schedule to the 480 me evey 4 weeks schdule,te i 480 m dose shoud be adrinistered
0 weeks afe he lost 240 my dose. Conversey, i pfients need fo be swithed from the 480 mg every 4 wesks shedule fo he 240 my every 2 wesks schedul, thefst 240 mg dose shoul be odmiistered fourweeks ofter the lost 480 mg dose. OPDIVG in combinafon ith fmumab Melanoma The recommended dose is 1 mgy/kg ivalumab in combinafon with 3 mg/Kg ifimumab administered
inrovenously every 3 weeks forthe fis 4 doses. This i then followed by  second phase in which ivoumab monotherapy is administered inrvenousy o either 240 mg evry 2 weeks or ot 480 mg every 4 wesks, o presented in Tole 2. For the monotherapy phase, fhefist dose of nivolumab should b adminitred; 3 weeks afer the lus dose of the combinafion ofmvolumab and pimumab f using
240 mg every 2 weeks; or 6 wesks ofterthe lostdose ofthe combinafion ofrivolumab and pimumab i using 480 m every 4 wesks. Tole 2:Recommended doses nd ifusion tmes for inravenous odministafion ofnivolumabin combinafion with iplimumab for melanoma Nivolumab Combinafion phase, every 3 weeks for 4 dosing cycs : 1 mg kg ovr 30 minutes Monotherapy phase : 240 mg every
1 wesks over 30 minutesor 480 my every 4 weeks over 60 mintesIpiimumab Combinaion phose, every 3 weeks for 4 dosing cydes : 3 may/kg over 30 minutes - alignont pleurl mesothlioma The recommended dos is 360 my ivoumab adrinistered ntovenously ovr 30 minutes evry 3 weeks n combinaton with 1 mg/kg nfimumab odministered infivenously over 30 mintesevery 6 weeks.
Treotment s confinued for p to 24 months i patients wihout disase progesson. Renolcll corinom ond dMAR or MSH coloretol concer The recommended dose is 3 mg,kg ivolumab i combinaion with 1 may/kg nfimumab adinstered nrovenously every 3 wesks orte it 4 doses. This s then follwed by a second phase inwhich nivolumab monoherapy is dinstered nrovenously o ither
240 mg every 2 weeks or ot 480 my every 4 weeks (RCC ony), cs presented i Toble 3. For the monotherapy phese, the it dose ofrivolumab should be adinstered; 3 weeks ofe he los dose of the combinafion ofnivolumab and pfmumab f using 240 m every 2 weeks; or 6 wesks ofer the st dose of he combinaion of nivolumab and ipimumab i using 480 me every 4 weeks (RCC nly).
Table 3 Recommended doses and nfusion fimes for inravenous odmiisation o vl in combinion vith imumafor RCC and dhAMR or MSHH CRC Nivolumab Combinafion phase,every 3 wesks for 4 dosingcyces - 3 m/kg over 30 minutes Monotherapy pose - 240 mg every 2 weeks over 30 minutes or 480 mg every 4 wesks over 60 minutes (RCC oly) Ipfimumab Combinafion phose, every
3 wesks for 4 dosing cyces - 1 m/kg over 30 minutes - Oesophogea!squamous cell carcinoma Th recommended dos i ither 3 mg kg nivolumab every 2 weeks or 380 mg mvolumab every 3 weeks adminstered ntovenously over 30 minues in combinafion with 1 m/kg pfimumab odminitered ntavenously over 30 minuts every & weeks. Tieatmen s recommended unl dissase progiesion,
unacceptobl foricy,or up to 24 months i potients without disease progression. OPDIVD i combinafon with cabozantin Renalcoll crcinoma The recommended dose s ivolumab administered inrovenously ot either 240 mg every 2 wesks or 480 mg every 4 weeks in combination with 40 mg cobozanfind administered oroly every doy. Tabe 4: Recommended doses and infusio fimes for infrovenous
adminisofionofnivolumab i combinafion with or adinistafion o cobozantin fo RCC Nivolumab Combination phase: 240 mg every 2 weeks over 30 minutes o 480 me every 4 weeks over 60 minutes Cabozantinib Combinaion phase: 40 mg once dafy. OPDIVO in combinafion with plmumab and chemorherapy Non smallcell lng concerThe recommended dose s 360 mg mivolumeb adminsteed
inrovenously over 30 minutes every 3 wesks in combination with 1 mg/kg ipfimumab odminiteed ntavenously over 30 minues every 6 wesks, nd plfinum-besed chemotherapy admiistered every 3 weeks. Afer complfion of 2 cyls ofchemotherapy, reatment is confnued with 360 mg nivolumab odinitred ntovenously every 3 wesks in combination with 1 m/kq nfimumab every 6 wesks.
Treatment is recommended unl disease progresson, unacceptabl foxicty, o upto 24 months in pafiets withoutdisease progression. OPDIVO in combination with chemotherapy Oesophageal squomous cellcacinoma The ecommended dose of ivolumab is 240 g every 2 weeks or 480 mg every 4 wesks admiistered inrovenously over 30 minutes i combinafon with uorapyrimidig- and ploinumvbosed
chemotherapy (se0 secion 5.1). Tratment with nivolumab is recommended unf diseose progression, unacceptable oxiity, o up to 24 months in pofens without diseuse progessio. Gasti, qastrooesophageal junction o oesophage adenocarcinoma_The recommended dose is 360 mg valumob adinistered ntovenously over 30 minutes in combinaton with fluoropyrimiding: nd plotnum-bosed
chemothrapy admiisteed every 3 weeks or 240 mg nivolumab administeed ntovenously over 30 minues n combination with fuoopyrmicine: nd plofinurebased chematherapy adminitered every 2 wesks (see secion 5.1). Teatment with nivoumab s recommended unl disease progession, unacceptle foicty, or p to 24 months n paints withou disease progession. Durafon of eofment
Treatment with OPDIV, ether o5 @ monoterapy o n combinafion with pfimumab or other thercpeufic agents, should be coninue s ong o cincel beneit i obsrved or unlteatmen s o longr folered by he poien (and up o maimum durafion ofthevapy ifspcfied for on nicaion). Fo adovant theray, the maximum eament duraion with OPDIVO is 12 monts. For OPDIVO in combinfion
vith cobozanfin, OPDIVO shauld be confinued unfl disease progressin, unacceptobl tosicy, or up to 24 months n paiens without disease progression. Cabozantin should be confnued unfl disease progressio or unacceptable toxicty. Refr o the Summary of Product Choracterisics (SmPC) forcabozanin, Aypice responses (i, an nfal ransient increse intumour size o small new lesons ihin
thefistfew months follwed by tumour shinkage) have e oseed. s recommended fo contnu teatment with ivolumab o ivolumab n combination with nfimumafor ciricallystble potiets with el evidenc ofdiseas progresion unldiseaseprogression i confimed. Dse ecalafion rreducion i nt recommende for OPDIVO as monatherapy ot n combinaionwith aher thercpeutcagens.
Dosing deloy o disconinuaion may be equied b o individua oty and flerbiity. Guideines for permanent disconfinuaton or withholdingof doses are desrbed n Toble 5. Detaled qidefins for the management ofimmune-eloted odverse reacions e descbed nsechion 4.4, When ivolumabi odminitred n combinafion with fher therapeuticagents, efr fo the SmPC of these oter combinafion
therapeuticagens regrding dosing. Tobe 5 Recommended treatment mactficatons fo OPDIVO or OPDIVO n combination Immune:velate peumonitis Sevety: rode 2 pneumonis Teatment modficaion Withold doses) unl symptoms esolve,rodiogrptic bnormales improve, nd management with coricostrads i complete Sverty  Grode 3 or 4 preumoris Featment moodficton :
Permanently disconinu featment Immune-=related coitis Seveiy - Gode 2 diurhosa or colfs Tisatment modfiction  Witkhold dose(s) unl symptoms resove and management withcoricsterids,  needed, is complete Severty  Grade 3 diarhoeo orcls - OPDIVO monotherapy Teatment modificaton: Wihhald dos(s) uni symptoms esolve and management with corfcostrids i complete -
OPDIO+ipimumot* Teotment modficaion : Pemanently disconfinue eatment Severy  Gode 4 diorhoe or colfs Heatment modificain : Permanently disconiue reament Immunereloted hepatitis Severty  Gode 2 elevoion in spurate aminahransterase (AST), olaine aminofionsfras (ML), or otlbfrbin Teatment modficaion - Wihld doses) unfl loborotory values et fo beseing
and monagement with corfcostrads,  neded, s complte Sevty  Grade 3 or 4 levtion n AST, AL, ortofol iiubin Freatment morficution : Pemanentl disconfiue etment. NOTE: for RCC patets eated with OPDIVO in combination with cobozantinib vith ver enzyme elevotons,see dosing quideines folowing his fobe. Immune-related nephritis and renal dysfunction
Severy - Grade 2 o 3 crafinne elevoton reament modficaion : Wihhold dose(s) unl eatnin refurn o boseine and management with coricostruds i complete Severy : rode 4 ceatnine elevfion Teatment morficaion : Pemanentl disconfinue reament Immune-related endocrinopathies Severty : Symptomaic Grade 2 or 3 hypothyridism, hyperthyroidism, hypophysts, Sevey -
Grode 2 adrenalnsuficency Sevety - Grade 3 cobetes Teaiment modfiction - Withold dose(s) unilsymptoms resolve and managementwith corfcosteraid i nede for symptoms o auteinflmmation) is complee. Teotment shoud b contnued i he presenceof hormone eplcement therapy s ong o no symptoms re presnt Sevety  Gade 4 hypothyoidiom Severy - Grode 4 ypertyraidim
Severty - Grode 4 hypophystis Severty  Grade 3 or 4 adrenol nsuficency Severy : Gade 4 diohees Tieatment modfication - Permanenty disconinue fetment Immune-related skin adverse reactions Severty - Grade 3 rash Teatment mocficaion - Wihhald dose(s) un symptoms resolve and management with coticsteroids s complete Sevrty - Gode 4 ash Teatment modficaton : Permanenty
disonfinue fretment every : Stevens Jonson synome (S15) ortoicepiderml necralysis (TEN) eatment modiicaion : Permanenty dsconinue reament (see section 4.4) Immune-related myocardits Severy - Gode 2 myocardis eatment moficaion : Wihhold dose(s) unlsymptoms resolve and management with coricostrads i complee Sevety - Grade 3 or 4 myocoris eatment
modficaon : Pemanentl disconiue eament Other immune-related adverse reactions Severty - Gode 3 (frst occrence) eatment madtficotion : Withold dose(s) Severty  Grade 4 or recurent Grade 3 ; ersitent Seveity - Grade 2 or 3 despite eotment modificain; by foreduce corcstead dose fo 10 mg prdrisone r equvlent per doy Teatment modficton : Pemanently
disconfinue reatment Note: Toicity grade or n accordonce with Notonal Cancer nsftte Common Terminology it for Adverse ventsVersion 4.0 (NCHCTCAE vA).  During odministotion ofthe second phse ofreatment (vaumab manotherapy)folloing combinaionetment, pemanently disconfinue teatment f Grade 3 darhoea or ol occurs. Recommendtionfr the use of hormone replocement
therapy is provided in section 4.  The saefy ofrenififing ivolumab orrivolumab i combinaion with ipimumab herapy in pfients preiously experiencng immuneselated myocadis s ot known. OPDIVO as monatherapy o in combinafion with othe therapeutic agens shoud be permanentl disconfinue for: ode 4 orrecurent Grode 3 odverse reactios; Prsisent Grads 2 or 3 odverse reactions
despite managemen. Pfens eated with OPDIVO must e given the potient lert crd and be nformed about the sk of OPDIVO (se clso packagefeafle). When OPDIVOis cdmiistered n combinaion with pfimumb i iher ogent s witheld, he ofheragent should aso be witeld. 1 dosin s resumed after o dly, et the combination featment or OPDIVO monatherapy coul be resumed bused
o the eveluction ofthe inividualpoien. When OPDIVO i odministred n combinafion with chematherapy, efr fo the SmPC of the other combinaion theapy agentsregording dosing. I any agents are withhed, the other agents moy be confnued. K dosing is resumed ofter  dely, either he combinafion reatment, OPDIVO monaherapy or chemathercpy clone could b resumed bosed on the evalafion of
the ndiidual pfient. 0PDIVO in combinafon with cabozanfin in RCC When OPDIVOis used n combinafon with cobozanfib, the above eatment maficafions in Toble 5 lso ply to the OPDIVO componet. In addiion,for ver enzyme elevofions, n pafients with RCC being feated with OPDIVO incombination with cobozantn - ALTor AST > 3 tmes ULN but < 10 imes ULN without concurent ool
bilirubin > 2 fimes ULN, both OPDIVO and cobozanfnib shoud be witheld il hese advese eactions recover fo Godes (-1, orfiosteraid therapy moy be consideed. Rechallenge with o single medicne o rechalenge with bth medicins ofe ecovery may b considred. I rechllnging with cbozanfin, efr fo cobozontin SmPC -1 ALT o AST > 10 tmes ULN or > 3 tmes ULN with concurent ftal
Hilirbin > 2 tmes ULN, both OPDIVO and cabozantinb should be pemanenty discontnued and coriosteroid therapy moy be considered. Special populations Paectatic population The soety and eficacy of OPDIVO i cilren below 18 years of age have not been estblished. Curently ovabl dota of OPDIVO) as manatherapy or in combinafion with pimumab ore descibed i sechions 4.8 ond 5.1 but no
recommendation on  posology con be made. Eidr No dos acjustment s requied for eldery patiens (> 65 year) (see secio 5.2). Renal impaiment Bsed on the populafion phamacokinfc PK) resus, o dose jusment i requed in potiets with mid o modeate rencl impaiment (se section 5.2). Do from pafiens with severe renclimpaiment re foo mited to drow concusons o fis
populaion. Hepatic mpaiment Based o the populaton PK resuls, no dose adjustment is required n paients with mid hepofic impainment (see secion 5.2). Dota from paiens with moderate r svere hepaficimpaiment ore oo fmited fo aw conclusions o these populations. OPDIVO must be admiistered with coution n patiens with moderate (ot biibin > 1.5 x to 3 x the upper it oformal
{ULNY on any AST) r evere (totlbliubin > 3 x ULN and any AST) heptic mpaiment. Method of administaion OPDIVO i for infrvenous use nly. st be adinistred o5 an infivenous infusion over a perid of 30 or 60 minutes depending o the o (see Toles 1,2, 3 ond 4). The infusion must be adinistere through o sterle, non-pyogeric, ow protein binding e B with o pore size
af 0.2:1.2 mm. OPDIVO mast not be dmiisered cs o nfovenous push or olus iecion. The fotl dose of OPDIV required con b infused ey s o 10 my/mL soufon orcan be it withsodim chloride % may/mL. (0.9%) souion for njctionor glcose 50 may/mL. (5% soluton for icton (see section 6.6). When acmiistered n cobineion with pfimumab and or chematherapy, OPDNVO
sfoud e given st follwed by nlimumab(f applable) an then by chematherapy o the some doy. Use separae nusion bags ond fiersfor eah nfusion. Forinshuctons on the preparation nd handling of the medicinl product before adminisato, see secion .6. 4.3 Contraindications Hyperensiiviy fo the acie substonc or to any of the excipens sed i secion .. 4.8 Undlesirable
effects Nivolumob os monotherapy (see section 4.2) Summary o the suffy profl n he pooled dooset of ivalumab os manotheropy aros fumourtypes (n = 4122) with mirimum foloweup rangng fom 2.3 to 28 months, the mast equent advers reacions (> 10%) wee fofigue (45%), musculoskeltel pain (31°%), dihoga (26%), cough (24%),rosh (24%), nouse (23%), prrits (19%),
decreased oppfite (18°%), consipation (17%), dyspnoea (17°%), ahdominl i (16%) uppe espvtory oct nection (16%), ot (145%), yrexa (14%), vomitin (145%), headache (13%) and odema (107%). The majoty ofadvese reacions were mildto moderate (61ade 1 or 2. Wiha minmum of 63 months Folw-up in NSCLC, no new saety signes were identfed. Tbulted summary of
e eacfionsAdver eactions reported n fhe poled daoset forpatiens heated withnivolumab monotheray (n-= 4122) ae resented i Toble 6. These reactions e resented by system orgam s and by requency. Fequencies ae defind as: very common (> 1,/10); common (> 1,/10010.< 1/10); uncommen (> 1/1,000to<1/100); 1are (> 1/10,000 to< 1/1,000); very e (< 1/10,000);
7ot known (connot be esfimated fm valble postmakefing dta). Wikin each equency grouping, advrsereaconsor presented n the order of decreasing srousnes. Tuble 6 Adverse reactions with nivolumob monotherapy Nivolumab monotherapy Infections and infestations Very common pperrespiratory et necfion Common pneumoic, broncis Rore asepic mringis
Neaplosms benign, molignant and unseciied (incuding cysts ond polyps) Rre isicyficnecrofsng ymphadenits (K fymphadenit)-Blood and ymphatic system disoders Very common fymohopaenia, anasmi, lucopoenc’, neutopasrict, hrombocytopaenia? Uncommon eosinopii Not known hosmophagocyfic ymphotisiocyosi lmmune sysem disorders ommon infuson elted reactio,
ypesensvity (incuding anaphylacic eaction) Uncomman sarcoidosis Not known ol organ tansplont refecton Endocin disoders Common bypathyridism, hyperthyridism, hyridifs Uncommon adienl nsufficenc, hypopiuitarism, hypophyss, dabetes melfu Rore dioefic etoaddos's, bypaporathyridism Metabalism and nutition disorders Very common deceased appeie, hypeglycaemic®
ypoglycoemia® Common dehycrafion, weight decreased Uncommon mefabolic acidois Notknown fumu yss syndiome” Nenvoussystem disorders Very common headache Commn peipheral neurapathy, dizzinss Uncommon polynewropathy, utoimmune neuopathy Gincuding focialond ohducens nenve paress) Rore Gullain-Baré syndrome, demyelinafion, myasthenic syndrome, encephlis® Eye disoders
Common blred vison,dry eye Uncommon uveifs Not known VogtoyanagtHorado syndromes Cordiac disorders Common tochycardi, il filafion Uncommon myocordis® peicrdaldsorders ahythmi including ventriclor ahythic) Vool isoders Common hypertension Rare vascli Respirotoy, thooci and mediotina disoders Very common dyspnosa, cough Common pneumonis®
pleural efusion Uncommn ung inirotion Gashointestinl isoders Very common diarhoea, vomiig, nause, abdominal pain, conspafon Common cofs', stomais, ry mouth Uncommn pancreatt, gastis Rre duodenl ulcer Hepotobiloy disorers Uncommon hepafis, chletoss Skin and subctaneaus fisue disorders Very commn ash’, prurius Comman vilio,diy skn, enytemo, lopedi,
wicro Uncommon psovioss, osoce, eythema mulfforme Rare foxc epidemal ecrlysis Stevens-ohson syndiome?,Not known iche sclrosts,other chn disorders Musculoskeletol and connectv fisue isoder Ve common musculoskeltel i, vl Common arthis Uncommon plymyolg heumaica Rore Siogren'ssyndrome,myopety, myosis (incuding polymyosts)®, habdomyolysises
Renaland inory disorders Common enal fiwre (inlcing ocute Kidney injury)* Rar Fobulinerstilnepis, ysis nonifecive? Generldsodets and adiisofion i condions Very common fofiue, pytexo, oedema® Common poin, chestpain nvestigafions!Very common nceased AST, hyponatraemi, ypoalbuminasm, increased alkaline phosphotass, inceased reainin, ncreased AL, ncreased
lpos, hyperkloemia, imcreased amyose, ypocalcoemi, bypomagnestemio, hypokalaemia,hyperclcoemia Commn inceased ol birbin, hypernatoemia, hypermagnesoemio Adversreacion requencis presened n Tble 6 moy notbe fully atibutobl to mivolumab lone but may conai contrbutions rom the underling disase. ®Foolcass have been repored n completed orongoing clnica fuie.
* Frequences of loboratory terms relct the propartion of pafints who experienced o worsening fom baseline in oboratory measurements. See “Description o selected odvese reacios; laboratory abnormalies” helow.  fehratening coses have been reporte n complted or ongoing cincl fudes. ¢ Rsh i a compasit term which incudes rash maculopapular ash erytematous,rash prufic, rosh
follulor, rash maculr, rosh morbilform, rash pplo, esh pustulor,rsh vesiclr, ol roh, dematit, dermatis cneform, dematits allegic,dermris otopic, demafts bulou, dermafis efolofive, dermais psoriosform, dug erpfion and pemphigoi. * Reportd also i sudies outside he poold dofos,The frequency s based on he program-wide exposue.* Muscloskeltal poin s composte
fem which indudes bk pan, bone puin, musculokeletal st ain, musculoskeltal discomfor, myalgi, myalgia tercostl, neck pain, pan n extemiy, and spinal pain. ¢ Posmarkeng event also see secion 4.4).  Reportedinciical sudies and inthe postmarkefing sefing. ericurial isorders i o compositefem which inludes peicoris, percardal effson, oo fomponade, nd Dreslrs
syndiome. | Angemio s composite ferm which indudes, amang other couss, hoemalytic anaemia and autoimmune anaemio, haemagloin deceased, on defcency anaeia and ed blood cellcount decreased.  Incudes adren nsuficiency , adrenocortical nsufcency acue, and secondry dvenocorticlinsufficency. ' Includes encephis and imbic encephalis. Oedema s composite ferm which includes
generlised ogdema, oedema periphera, perpherl sweling nd sweing. Niolumob in combination ith imumab (s secion 4.2) Summary of the sufefy profle When ivolumab i odmiisteed n combinafion with pfimumab, reerto the SmPC orpiimumab pior o iifion of rofment,Foraddifonol nformafion on the sfey profe of pimumab monoherapy, please refrfo the ipfimumab SmPC.
Melanoma n e pooled dafaetof rivolumab 1 mgy/kg i comination wihpiimumab 3 mg/kg in meanoma (n = 448) with minimum followup ranging from 6 to 28 months, the most equent odverse reacions (> 10%) wereras (52%4), Tuigue (46°%), arhoea (43%),prrus (36%), nousen (26%), yrexa (19%), deceased appeie (16%),hypothyridism (16%), cols (15%), vomiing (145%),
artvalio 13%), sbdominl ain (13%), headache (11%), nd dyspnoea (10%). The mjorty of advese eactions were mild o moderat (6tade 1 or2). Among the pofiens eated with rivolumab 1 mgy/kg in combinaton with fimumab 3 mgy/kg in CA209067, 154313 (49%) had the fstonset of Grode 3 or 4 dversereacions during the il combinaion phase. Among the 147 piets intis
roup who confinued eatment in the singleagent phose, 47 (324%) experenced ot east one Grode 3 or 4 dvers reacion during the sinleagent phose. With o minmum of 90 months folow up from study CA209087, no new sufety sigals were idenified. RCC and iR or ISHH CRC Inthe pooled dtosetofnivolumab 3 mgy/kg n combination with imumab 1 mgy/Kg across fumaur ypes (n = 666),
with o minmum fllw-up ranging from 7.5 to 27.6 months, he mast feguent advere eacions (> 10%) were atigue (58%), darhoea (41%), musculokeletel pain (39%), ush (38%), prurus (35%),nousea (30%), cough (29%), yrexa (29%),abdminal pin (224%),arhalgia (22%), decreased pefte (22%), upper resiatory facinfecion (21%) , vomitig (217%), headache (19%),dyspnoea
(19%), bypothyroidism (18%), consipaton (18%), oedema (icuding perpheral ogdema) (16%), dizziness (14%), hyperthyridism (12%), dry skin (11%), hypertension (10%). The mojrty ofadvers reacions were mid to moderoe (Giade 1 or 2). Among the paients eated with ivclumab 3 mgy/kg in combination with fimumab 1 mg/kg, 194 /666 (29%) hod the it onset of rade 3 or 4
adversereacons uing fhe il combination phase. Among te 474 pafients n fis group who confinued eafment i the snleagent phase, 168 (35%) experienced a et ne G1ade 3 or 4 advers reacton during the singeagent phase. With o minimum of 60 marths follwup fom study CA209214 in RCC, no new sety signes were identied. OSCC and APHLInthe poold dotuet of nivolumob 3
mg/kg in combinafion with pimumeb 1 mg/kg acoss umour types (n = 622), ith a minimum foloweup onging fom 20 to- 22,1 months, the most fequent acvers reaction (> 10%) wee fuigue (32%), rash (31%), donhoga (27%), nousea (23%), pyreia (21%), ecreased appefte (20%), constipation (20%), muscloskeletal pan (19%), prurius (19%), ypathyricism (14%), and
pneumonia (11%). The majory of advers reacions were il to moderate (Grade 1 or 2. Icidences of rode 35 odvese reacions were 62°% fornivolumab in combinafion with nfimumab and 52% For chemotherapy olone, with 1.0% ftal advers reacions atrbuted to voumab pus pimumab incuding preumnts. Median duraion of therapy was 3.79 months (95% C1 3.52, 4.60) for ivelumab
in combinaton wih pimumab ond 3 48 months (95% C: 345, 3.48) for chemtherapy. Tbuloed summary ofadverse racfons Advers reacions repored in the poled dotaset fr paints teated withnivolumab 1 mgy/kg n combination with pimumab 3 mg kg in melunomo (n = 448) for potiens reated ith volumob 3 g/ incombinaion with pfimumab 1 mg/kg n RCC and dMAR o NSIH
(RC (n:=666) , ond for patiens reated with ivolumab 3 mg/kg in combinafion with pfimumab 1 mgy/kg n OSCC and WP (v = 622) ore presented in Tble 7. These reacios ore presented by system organ dss nd by frequency. Frequencies are dfined as: very common (> 1,/10); comman (2 1/100 o< 1,/10); uncommon (2 1/1,000 o< 1/100); rare (> 1/10,000 o < 1/1,000); very
1ae (< 1,/10,000), ot known (connot be esfmated rom valble pstmorkefing dot). Wiineach frequency groupng, overs reacons ore prsented nthe orde of deceasing srousness. Table 7: Adverse reactions with nivolumab in combination with ipilimumeb lnfecors and nfstaions Very Cornmon Nivolumab 3 mgy/kg in cmbinfion vith gfmumab 1 mg/kg n RCC and
IR o MSH CRC: upperrespiatory fact nfection Nivlumab 3 may/kg in combination with pfimumab 1 mgy/kg i 0SCC and P pneumoni Common Nvolumab T /&g in combination withplimura 3 may/kg in melanoma: pneumoni, pper resiatry fact inection Niolumab 3 /g n combinaton wihpimumab 1 may/kg in RCC and AR or ST CRC: preumoria, broncis, conuncis
Nivoumab 3 mg/kg in combination with nfimumab T mg/Kg in OSCC and MPHY uppe resiatory rac nfection Uncormmon Nivolumab 1 m/kg in combinafion with iiimumab 3 mgy/kg in melanoma : bonchiis Nivolumab 3 mg/kg in combinafion with imumab 1 mg kg in RCC and dAR o NSI K CRC: aseptic meningtis Not known Nivolumab T mg/kg n combinafion with nimumab 3 mg/kg in
melonoma : esepfic meningis Blood and fymphaticsystem disoders Very Common Nivolumab 1 mgy/kg n combinafion with ipfimumab 3 mgy/kg in melanoma: fymphopaeric, leucapoenia®, neuropaeni’, hrombacytopoenc’,anaemict Nivolumab 3 m/kg in combination wih nimumab 1 ma/kg n RCC and AMAIR or ST H CRC: fymphopoeni’, leucopaeric!, neutopaenic®, hrombocytopoeni’
anaemic® Nivolumab 3 mg/kg in combinafion with nfimumab 1 mgy/kg in 0SCC nd MPAY: anoemic®, ymphapaenia’, rombacytopoenc® Commn Nivolumab 1 mgy/kg in combination withmumab 3 mg/kg in melanoma: eosnophifi Nivalumab 3 ma/kg n combinaton with nimumab 1 mg/Kg i 0SCC and MPN: neutopoenic® leucopoeric® Uncommon Nvolumab 3 my/kg n combinafon with
ipimumab T mg/kg n RCC and dIAR or MSIH CRC: sinaphlia Not known Nivolumab 1 mg/kg in combinaion with imumab 3 mgy/kg in melonom: hoemaphagocyficlymphotisiocytoss Nivolumab 3 mg/kg n combinaion with pimumab T mgy/kg n RCC and GMAIR or MSI K CRC: hoemaphagocyfic ymphabistioytosi Immune system disorders Common Nivolumab T mgy/kg n combination vith
ipimumeb 3 mgy/kg i melanoma: nfusion elote reaction, hypersensifity Nivalumab 3 mg /g in combination with imumab 1 may/kg in RCC and MR or NSI H CRC nfusioeloted reacton, hypersenstvity Nivolumeb 3 mgy/kg n combination with pfimumab 1 mg/kg in in OSCC and MPMinfuson-eloted reacion, hypesensity Uncommon Nivolumab 1 mg/kg in combinaion wih ipimumab
3 mg/kg in melonoma : sarcoidosis Nvoumab 3 mg/kg in combinaion with ipmumab 1 mg/kg in RCC ond MR or WSI H CRC: sorcidsis ot known Nivolumab 1 my/kg n combinafion with ipfimumab 3 mg/kg in melanoma - sofd orgon frnsplon rection Endocrin disorder Very common Nvclumab 1 mg/kg in combination with imumab 3 may/kg n melanoma: ypathyradism-Niolumab
3 mg/kg in combinaion withipmumab 1 mg/kg in RCC and MR o MSI K CRC: hypothyridsm, hyperthyroiism Nivolumab 3 mgy/kg in combination with nimumab 1 mgy/kg in OSCC and MPN: hypothyridism Common Nivclumab 1 gk in combination with imumab 3 mgy/kg in melonomas adienl nsufficiency,hypopinitarim, hypaphysis, yperhyroidism, thyridtisNivaumab 3 mg/kg in
combinafion vith pfmumab 1 mg/kg in RCC and dMAR or MSI H CRC: drenal nsuficiency, hypophysis', hyridits, diabetes mellus: Nivoumab 3 my/kg in combinafion it gimumab 1 may/kg in OSCC ond MPN: hypethyridsm, acrenal nsuficiency, hypopiutrs, hypophysits, dabetes mellus, tyridts Uncommon Nivolumab 1 may/kg in combinafion with fimumab 3 mgy/kg in melanoma
- i ketoacdosis, iabetes mellus Nivolumab 3 may/kg in combnafion with ipfimumab 1 mg/kg in RCC and dMAR or MSI H CRC: diabefc ketoaddosis, hypopittrism Not known Nivlumab 1 may/kg n combinafion with ipfimumab 3 mg/Kg in melonom: hypaporahyraidisme Nivolumab 3 mgy/kg n combination with pfimumab 1 mg/kg in RCC and dMAR or MSI H CRC: hypoparathyroidisme
Metobolism and nutiion disoders Very common Nivolumab 1 mgy/kg n combinaion with nfimumab 3 mg,/kg in melanoma: deceased appeie, hyperglycoemia®, hypogycaemia®Nivolumab 3 m/kg in combination with pfmurab 1 mgy/kg in RCC and dAAR o MSI K CRC: decreased appefite hyperglycaemia®, hypoglycaemic® Nivolumab 3 m/kg in combinaton with pfimumb 1 mgy/kg in 0SCC and




AP decreased appefit, yperglycaemic®, bypogfcaemict Common Nivolumeb 1 mg/kg in combinetion with pimumab 3 mg kg in melonoma: dehydiaion, weight decreased Nivolumab 3 mg/kg incombinaion with pifmumab 1 ma/kg in RCC and dMAR or MSI H CRC: dehycrafion, weight deceased Uncommon Nivolumab 3 mgy/kg in combinaton with nimumeb 1 mgy/kg in RCC ond AR or MSI
H CRC: medaboli cidosis Not known Nivaurab 1 mg/Kg in combination with imumab 3 mg/kg in melanom: tumout fss syndhome” Nervous sysem disordes Very common Nivaumab 1 mg/Kg in combination with ipimumab 3 mg/kg in melonoma : Headoche Nivolumab 3 may/kg in combination with pfimumab 1 mg/kg n RCC and dMAIR o MSI H CRC headache, dizziness Common Nolumab
1 mg/kg in combinaion with ipimumab 3 mgy/kg in melanoma  peperol neuropathy, dizziness Nivolumab 3 m/kg in combinaion with ipmumab 1 mgy/kg n RCC and WA or MSI H CRC peipherl neropathyUncomman Nivolumab 1 mg/kg in combination wih nimumab 3 mgy/kg in melanoma: GulinBaré syndrome, polyneurapathy, nurits, peroneal nerve palsy, autoimmune neviopathy
(inclding focial and oducens neve poesis), encephalfs: Nivolumab 3 mgy/kg in combinaton with nfimumab 1 mgy/kg n RCC ond dIAR or I H CRC: plyneuropathy, autoimmune neuiopathy (nucing ool and abducens nerve poresi), myasthenia gros, encephlfs Nivolumeb 3 mgy/kg in combination ith nfimumab 1 may/kg in OSCC and WP encepholis Eye dsorders Common Nivolumab
1 mag/kg in combinofion with fimumab 3 mgykg in melonoms uvet, blured vison Nivolumeb 3 mg kg in combination it pimura T mg /g in RCC and dAR or MSI H CRC: blurred vison Uncommon Nivolumab 3 may/kg n combinafon with imumab 1 mgy/kg in RCC ond MR or MSIH CRC wi Nivolumab 3 mgy/kg in combination wih ipimumab 1 mg/kg in 0SCC and MPA: uvets Not
Known Nivomab 1 my/kg in combinafion with imumab 3 mgy kg in melanoma : VogtoyanagiHorada syndromes Cardiacdiorders Common Nivoumab 1 my/kg n combinafion with imumab 3 mg/kg in melonoma : ochycordia Niolumab 3 mg /g in combinfion with pfimumab 1 mgy/kg in RCC ond MR or M H CRC: tachycardio Uncommon Nivoumab 1 my/kg n combination with pimumab
3 mg/kg in melanoma : anhythmi (including veniclo anhythmia)*, ol ftilation, myocarieNivolumab 3 mgy/kg in combinafion ith fimumab 1 mg/kg in RCC and dIMR or MSIH CRC oyt (ncluding venticuorarhythmia), myocoris Nivolumab 3 mgy/kg in combinafon vith nimumab 1 my/kg n OSCC and MPAk: myocardis ot known Niolumeb 1 mgy/kg in combinafon with
ipimumeb 3 maykg in melanoma: pricordil disorders Vsculr isoders Very common Nivoumab 3 mg/Kg in combinaton ith fimumab 1 mg/kg in RCC ond dMR or MSI H CRC hypertension Common Nvclumab 1 mgy/kg n combinafion with piimumab 3 mg/kg in melanoma  hypertension Resiratory, thoracic and medistinal disoders Very commn Nivolumab 1 mg/kg in combination with
inimumob 3 mg /K in melonoma: dyspnoea Nvolumab 3 m/kg in combinafion with imumab 1 mg/kg i RCCand dWAR or I H CRC:dyspnos, cough Common Nivolumab 1 mg/Kg incombinfion with pfimumab 3 may/kg in melanoma: pneumonis®, pulmanary emboisn, cough Nivolumab 3 mgy kg in combination withpiimumab 1 m/kg in RCC and dMAR or NSI H CRC: preumonits, pleral
effusion Nivolumab 3 mg/kg in combinaion withpimumab 1 mg kg in 0SCC and MPA: pneumontis* Uncommon Nivolumeb 1 mgy/kg in combineion with pimumab 3 mg kg in melanoma : pleurl ffsion Gstrintesinldisordes Very common Nivolumab 1 my/kg in combinafion ith gimumab 3 may/kg in melanom - ol diarhoe, vomifing, nause, abdominal pin Nvclumab 3 mg/kg in
combinafion with ipiimumab 1 mg kg in RCC ond dIMR o ST § CRC: diowhoss, vomitig, nouse, abdominal poin, confiparion Nivolumab 3 may/kg in cominafion with pfimumab 1 mg/kg in 0SCC and MPM: diarhoe, nausea, consiparion Common Niolumab 1 mgy/kg in combination with fimumob 3 my/kg n melanoma - stonfits, puncreatis, constipation, dry mouth Nivoumab 3 mg/kg in
combinafion vith pfimumab 1 mgy/kg in RCC ond dMAR or MSI H CRC: colfts,stomafits, pancrtis, dry mouth, ustits Nivolumab 3 mgy/kg in combinaion withpimumab 1 my/kg in OSCC and MPM: cls,panceatits Uncommn Nivolumab 1 mgy/kg incombination with mumab 3 m/kg n melanomo: intetina pefoafion, usti, duodenitis Hepatobilory cisoders Common Niolumab 1 mg/
Kg in combinaton with nfimumab 3 may/kg in melanoma: hepis Nvolumab 3 mgy/kg in combination with nfimumab 1 may/kg in RCC and dIAMR or MSIH CRC hepotis: Nivoumab 3 may/kg in combinafion with pimumab 1 mg/kg in 0SCC and IPM: hepois Sin and subcutneas fsue disordes Very common Nivalumab 1 mg/kg in combineion with nimumab 3 mgy/kg n melanoma: rosh,
prutus Nvolumab 3 mg kg in combinofion with imumeb 1 mg kg in RCC ond dMAR o NSIH CRC: rash, prurius, ry kin Nivaumab 3 may/kg n combinaton it pmura 1 my/kg n OSCC nd MPM: rosh’, rurtus Common Nivlumab 1 gy in combinfion vith nimumab 3 mg kg in melonoma: viligo, dy sin, rythemo, lopeia uicra Nvclumab 3 m/kg n combination with pimumab
1 mg/kg in RCC and dIUMR or MSI H CRC: rythema, olopeco, uricria Uncommon Nivoumab 1 my/kg in combinfion with piimumab 3 m/kg in melanoma: parcss Niolumab 3 mgy/kg in combinaton with fimumab 1 mgy/kg n RCC and dIAR or MSI H CRC: Stevens:lohnson syndrome, viio, erythema muliforme, porass Rre Nivolumab 1 mg/kg n combination with pfimumab 3 mg kg n
melanoma : foxc epidermal necrlysis™ Stevens-Johnson syndromes Not known Nivolumab 1 mg/Kg in combinafion with nfimumab 3 mg /g in melanoma: fhen slrosus, ofher fchen disrders Nivoumab 3 mgy/kg incombinaionwith pfimumab 1 mgy/kg in melonoma: chen sclrost, oher ichen disorders Nivolumab 3 mgy/kg in combination withpfimumab 1 may/kg in OSCC and MPAN:lhen scros,
ofher fchen disordes Muscloskeletol ond connecive issue disoders Very cornmon Niolumab 1 mg/kg in combinaton with imumab 3 may/kg n melanoma . artralgio Nvlurab 3 mg/Kg in combination with ipimumab 1 mg/kg in RCC ond 0MAR o MSI § CRC: musculoskeletl o’ artlgi Nivoumab 3 mg/kg in combinfion with pfimumab 1 mg kg in 0SCC and MPH: musculoskeleol pain'
Common Nivalumab 1 mg/kg in combinaion with pfimumab 3 m/kg in melanoma : musculoskeltel pain'Nivolumab 3 mgy/kg in combinaton with imumab 1 mgy/kg in RCC ond MR o MSI H CRC i, muscle sps, musculor weakness Nivalumab 3 m/kg in combinafion with pfimumab 1 m/kg in 0SCC and MPAY: rti Uncommon Niolumab 1 mgy/kg in combination with pimumab
3 mg/kg in melonoma: spondyloarthrapaty, Sogren'ssyndiome, arhis, myopathy, myostis (nduding polymyosids)*, thdomyolyss® Nivolumab 3 mg/kg in combinaionwith pfmumab 1 may/kg in RCC ond MR o M H CRC: polymyolgia heumatic, myosis (incuding polymyost), thabdomyolyss Nivolumab 3 m/kg in combinafion with nfimumab 1 mg/kg in 0SCC and MPA: myosit Renal
and wrinary disorders Common Nivoumab 1 m/kg n combinofion with imumab 3 mgyKg in melonoma: renol e including cute Kidney ijuy)“ Nivolumab 3 mgy/kg in combination it pimurna T g /g in RCC and AMMR or ST H CRC renol e inclucing cute Kidney nury)Nivoumab 3 may/kg n combination with imumab 1 mg/kg in MPN: renal e icluding cute Kidney injuy)
Uncommon Nivolumab 1 mgy/kg in combination vith imumab 3 mgy/kg in melanoma - tubuloitestiiol nephis, cysis nonifective’ Niolumob 3 mgykg in combination wih ipimumab 1 mg/Kg i RCC and MR or NSIH CRC bbulinersiilmephi,cystis noinfective Nivolumab 3 may/kg in combinafion with nfimumab 1 mgy/kg in OSCC and PN cysits nonnfecive! General cisrder ond
administaton st condions Very common Nvolumab 1 mg/kg in combinafion with nimumeb 3 me kg in melanomo - fofigu, pyrexi Nivolumab 3 mgy/kg in combination with pfmumab 1 may/kg in RCC and dIAIR or I H CRC Figue,pyrexi, oedemo (ncuding peipherl oedema) Nivoumab 3 mgy/kg in combinaion with pfimumab 1 mgy/kg in 0SCC and MP:foige, pyrexio Common Nivolumab
1 mg/kg i combinaion with pimumab 3 my/kg in melonoma: oedema (induding perpherl oedema), pain Nivoumab 3 mg kg in combinaton with imumab 1 mg/kg in RCC ond GMMR or MSI H CRC: pin, ches pan, chills Uncomman Nivoumab 1 mg kg in combination with fimumab 3 m/kg in melanoma - chest pain Investigations?Very common Nivolumab 1 m/kg in combinaion with
ipimumob 3 me/kg in melanoma: inceased AST,inceased AL, inceased tofal bliubin, inceased alkolne phsphase, increasd fpase,increased omylose, inceased aainine, hypocalaemin, hyperkalemio,hypokalaemia, hypomagesoemia, hyponatraemioNivolumab 3 mg kg n combinafion with pmumab 1 m/kg in RCC and dMAR or MS! § CRC: inceased AST, imceased AL, imceased ool birbin,
inceosed akaine phosphatose nceased ipase, inceased amylose, increased ceafinine, hyperclcoemi, ypoclcoemio, hyperkaloemio, hypokaloemi, hypomagnesaemio, hyponttoemia Nvolumab 3 kg ncombinaion with pfimumab 1 mg/kgin OSCC ane MPH: ypanataemics,inceosed AST, nreased AT, ncreased olkling phosphatese, hypocalaemia, hyperkelemio,hypomagnescemia, ncecsed
crafinin, hypokolaemia, hypercalcoemio, increase foolifbin inceased pese, nceased mylase Common Nivoumab 1 m/kg n combination with gimumab 3 may/kg in melanoms hyperclcoemi, hypermagnesoemi, hypemtioemia Niolumab 3 mg/kg in combinaion withpimurab 1 m/kg: hypermagnesaemi, hyperataemio Nvolumab 3 mg kg in combinafion with pfimumab 1 mg/kg
in OSCC ond MPH: hypermatrmio, bypermagnesaemia * Fotol oses hve e reported in completed o ongoing cinca sfues. ® Frequencie of loboratory terms reflec he propartion of pafients who experenced a warseningfrom boseline i aborotory measurements. See “Descripfion of seected advers reacions; loborotry obnomales” below.  fehreatening cases have been reported in complted
o ongoing cinical sfudes. ¢ Rash s o composte tem which includes maculopapulo rsh, rash rythematou, rsh pruric,rosh foliculor, rosh maculr esh morblform, rash popular,rah pustulor, rash papulosquamous, ash vesicla, rsh generalise, exfolifv rosh, dexmafti, demafits cnedorm, denmafts alergic, demafs fopic, dematis bullous, demof exfloive, dermatis psoresfom, drug
erupfon and pemphigoi.  Reported ol instuies outside the poled dotset. The fequency s bosed on the program-ide exposure.  Musculoskeltalpin i o compsit erm whichincldes bock pain, bone pai, musculoskeletol ches pan, musculoskeletldiscomfort, myelgi, neck pai, pain i extemity, nd sinal pan. ¢ Postmarkefing event (clso see secion 4.4) * Reported n cical stuies and n the
astmarkefing sefing. Peicrdol disoder is a compost ferm whichincludes peicrdits,peicordial effson, cordio tomponad, and Dreslrssyndiome. ' Anaemi s composte tem which inludes, omong othe couss, hoemolyfic anaemi and autoimmune anoemio. Nl in combinaion with ofher therapewtic agents (see secton 4.2) Summaryofthe sufty profl When nivolumab s adinistred
in combinetion, efrto the SmPC for the resective combination herapy components ror o nfifion of reament. In the pooled dofose f ivoumab 240 m very 2 wesks or 360 mg every 3 weeks in combinafion with (hemorhempy acoss fumour fypes (n= 1092), with o minimum foloweup ranging from 12.1 to 20 months, the most requent odvere reacions (> 10%) werenausea (53%), perpheral
neuropoty (43%), figue (41%), darhoeo (37%), deceased appefit (35%), consipation (30%), vomitin (29%), stomafits (25%), obdomine pain (23%), pyrexia (19%), rash (17%), musculoskeleolpain (17%), cough (14%), edema (incuding pepherl edema) (14°%), hypoolbuminaemia (13%), eadache (10%). ncdences of Grade 35 advers reactons were 76% forrivolumab n combinafon
vithchematherapy and 62% for hematherapy alone, with 1.4%ftal adverse eactons atbuted o nvolumob n combinafion it chemotherapy ncuding preumonia, ebrils neutropoeni, hrombosis,pneumonis, diarhosa, and renlfoure. Medion durafion oftherapy ws 6.44 months (95% C1: 5.95, 6.80) for ivolumab in combination with chemotheropy and 4.34 months (95%C1: 4.04, 4.70) for
chemotherapy. In the dooset of nivolumab 360 me every 3 weeks in combinaion with ipimumab 1 gy every 6 weeks and 2 cyces of chematherapy n NSCLC (n = 358), with  minimum folloeup of 6.5 monihs, the most requent acvers reacions were ffigue (36%), nousea (26%), rosh (25%), diahoeo (20%), prurtus (18%), decreased appeie (16%), hypothyraidism (15%), and vomiting
(13%). The majory o advers reactions were mid fo moderte (Grade 1 o1 2). Medmn durfion oftherapy was 6.1 months (95% C14.93, 7.06) for ivolumab n combinafion with ipfimumab and chemo feropy and 2.4 months (95 % (1230, 2.83) forchemotherapy. Tabulted summary o adverse reactons Advese reacions repoted n the dataset for pafiens teated with nivoumab 240 mg every
D wesks o 360 mg every 3 wesks in combinfion with hematherapy in 0SCC and gustc, GEJ or osophageal odenocorcinoma (n-= 1092) and for pafiens reated with ivolumab 340 mg every 3 weeks n combinafion with fimumab 1 mgy/kg every & wesks and 2 cyls of chemotherapy n NSCLC (n = 358) re presented qubIeB Thesereacions re resented by sysem organ loss nd by frequency.
Frequencie are defied os: very conmon (> 1/10); common (> 1/100 1o < 1/10); uncommen (> 1/1,000 to < 1/100); rar (> 1/10,000 to < 1/1,000); very rre (< 1/10,000), not knawn {cannot be estmted from ovalobe post marketng doo). Within eachfequency rouping, adver reacions are presented n the ordr of deceasing seriousness. Toble 8:Adverse reactions with
nivoluntab in combination with other therapeutic agents lfecons and nfstations Common Nivoumab n cmbinetionwithchemotheapy: upperrespiratory oct nfecion, reumonia Nivolumab in combinaio vith imurab and chemothery: confuctvis, pneumon, espttory act nfecion Blood and hmghafc system disorders Ve Common Nivolumab incombnafion ih chemotherapy:
Tieutopaenia anoemia,lecopoeni’, ymphopaenia, trombocytopaenia ivolumab in combinafion with ipmumab and chemherapy: anoemiae, thrombocytopaeni', leucoposria, ymphopoeni', neutrpasria Commn Nvolumab in combinfion wih chemotherapy: feble neutropaenia Nivolumab in combinafion with Ip\'limumab and chematherapy: febrl neurapoenia Uncommon Nivolumab in
combination it chemotherapy: eosnaphilio Nivolumab in combinafion withipimumab and chemotherapy: easinoptlia lmmune system disordes Common Nivoumab in combinafion with chematherapy: hypersenstvy, nusio rlated reaction Nivolumab in combinafion with imumab and chemotherapy: nusioneloed reacion, hypersenitviy Endocrne disoders Very common Nivolumab in combinafion
vithipmumab and chemotherapy: hypothyridism Common Nivolumab in combinafon with chemotherapy: hypothyradism, hyperthyroidism, chenalinufficncy Nvolumab in combination with ifimumab and chemotherapy: bypethyraidism, adrenl insuficiency, hypophystis, hyroidis Uncommon Nwo\umubmmmhmutmnwwrluhemo therapy: hypopititarism, dobetes mellfus Nvolumeb in combinafon
wnh|p|hmumuhund(hemmhempy hypoplmnumsmh naporahyraidism Rore Nivolumab n combination withchematherapy: ypaphysis Metobofism and nution dsodets Very common Nivaurabincombinaionwith chematherapy: decreased it hypoctbuminoemi, hypergycaemia,hypoglycaemia Nvoluma incombinaion with pfmumab and chematherapy: decreased oppeite Commn Nivolumab
in combinafion with chemothery: hypoobumincemia Nivolumab in combinaton vith pfimumab and chemotherapy: defyclafion, hypoctbumingemi, hypophosphataemia Nemvous system disordes Very Common Nivolumab in combinafion with (hemmhempy: peipheral neuiopathy, headache Common Nivolumab i combinafion wih (hemothempy: paraesthesio dzziness Nvolumab in combinafon with
pimumob and chemotherapy: peipherl neuropathy, dizziness Uncommon Nvolumab n combination with imumab and chemotherapy: polyneurapahy, utsimmune neutopathy (ncuding fciland obducens nenve poresis), encephal Roe Nivoumabincombinaion withpfmumab and hemotheroy: GulloinBaré syndrome e disorders Common vl in combination it chemotheroy: dry ye,
Blured vsion Nivolumabin combinaton with pimumab and chemotherapy: dry eye Uncommon Nvolumab in combinafion it chemotherapy: uvefis Nvoumabin combinaion with imumab and chemotherapy: bluved vision, epscrtis Cardia sordts Common Nivoumab in combinaion wih chemotherapy: fochycardio Uncommon Nivlumab in combinafion with chemotherapy: myocardis Niolumab
in combinafon vith gfimumob and cemotheray: ochycordi, ol fileton, badycardioVoscuordisordes Common Nivolmab in combinafion it chematherapy: hrombosist, hypertension Uncomman Nivolumab in combineion with pimumab and chematherapy: hypetenson Respirotory, thoraic and mediosina cisordrs Very common Nivoumabin combination with chemotherapy: cough Commn
Nivolumab in combination it chemherapy: preumaniti:, dyspnoea Nivolumab in combinaton with fimumab and chemotherapy: pneumonis, dyspnoe, cough Uncommn Nivolumab in combinaton with fimumab and chemotherapy:pleurlefusion Gusinestinal isorders Very common Nl incombinaion with chemotherapy:diarhoea, tomafs, vomiting, nouse, abdominal pin, consfipofion
Nivolumab in combination with nfimumab and chemotherapy: nausea, diarhoeo, vomiting Common Nvolumob n combinfion with chemotherapy: colf’, ry mouth Nivolumab in combinafion with ipfimumab and chemotherapy: onstipaio, somafts, bdominl pain, cls, dry mouth, panceai Uncommon Nivolumab in combination it chemotherapy: panceatis Hepatoblry disoders Common
Nivoumab in combinaion with fpiimumab and chemotherapy: hepfis Uncommon Nivolumab in combineion with chemotherapy: hepois - Sin and subeutoneaus fssue isordrs Very common Nivaluma n combinafon with chemotherapy: ot Nivoluma in combinafion with ipfimumab and chematherapy: esh, prrts Common Nvolumab in combinafion with chemotherapy: palmorlontar
eryfiodysaesthaesio syndiome, pruiu, ki hyperpigmentaion, olopeco, dry skin,erythema Nivolumab in combinaion wih imumab and chematherapy: lopei, dy sin, erythema, uicria Uncommon Nivolumab in combinafion with pfimumab and chemotherapy: psoiss, StevensJohnson syndiome,viligo Not known Nivoumabin combination with imumab and chematherapy: fihen scros,
ofher fien disorders Musculoskeltaland connectv fiss disordes Very common Nivolumob in combinaion with chemotherapy: musculoskeltal paint Common Nivoumab in combinafion with chemotherapy: artralgi, musclor weakness Nivolumab n combinafion with ipfimumab and chemotherapy: musculoskeletl pain, arhralgio arhis Uncommon Nivolumab in combinafion with ipimumab and
chemotherapy: musculr weakness, muscl spasms, polymyolga heumofica Renoland winary disordets Common Nivalumab n combinafion with chemotherapy: renlfuur' Nivolumabin combinaton with imumab and hemotherapy:renl fllure (including oute idney njry) Uncommon Nivoumab in combination withchematheropy: nephit,cystis noinfecive? Nivolumab n combinaion with ipimumab
and chematherapy: cysifs noninfetive Rore Nivolumab in combinaion with cemotherapy: nephris_Generl disorders and adminisrtion it condions Very common Nivlumab n combinafionwithchemotherapy: Ffigue, pyrexo, oedema (induding peipher edema) Nivolumab in combinaion with pmumab and chemotherapy: atigue Common Nivolumabin combinaion with imumab and chemotherapy:
pyrexia, oedema (icuding perpheraloedem) Uncommon Niolumab in combination with nimumab and chemotheray: il chest pain nvesigations Very commn Nivoumab in combination with chematherapy: hypocalaemi, inceased ransaminases, hyponaraemic, increased amylose, hypomagnestemic, ineased alklne posphotse, hypokaloemic, inceased eafin!, inceased pese,
yperkaloemi, inceased ofol bilbin, hypematremioNivolumab n combinafion with pfimurnab and chemotherapy: ncreased alkaline phophaases' increased ronsaminases, inceased rafinin’,nceased mylase,increase lpas, hypokeloemic', hypomagnesoemia, hyponatroemi Common Nivolumab n combinafion with chemotherapy: hypercalcoemia, hypermagnesoemia‘ Nvolumab n combinafion
it pfimumab and chemotherapy: inceased totol b, nceased thyroidsimuloting hormane Uncommon Nivluma in combinafion with pfmumab and chemotherapy: increased gomme-gltomylrnsterse. * Rash i o composit fem which ndudes maculopapuor rsh, fash erythematous, rsh prurc,rsh maculr, esh morilfom, rh pplor,rosh generaled, demaft, demof ocnifom,
dermatis alergic, demmafts oopic, demafi bulou, drug erupion, ond exfloive osh, nodulor ash, rsh vesclo.® Musculoskeltal pin i a compostes fem which ncudes back pain, bone poin, musculoskeltol cest poin, myolia, neck pain, pan n exvemit,spinalpan, and mustuloskeletal iscomfor,  Frequencie of aboratory terms rflec he propoton of paients who expeienced o worsning
from boseing n aborotory meosurements. See “Descrpin ofseectd dvers reacios; lobrotory abnomlfe” below. * Anoemia i o composte fem which ncudes on defciency anoemi, and hoemoglbin deceased. * Reported n lnical sudie and n he postmorkefing seting. * ifhreatening caes hove been reported n completed o ongoing lical sudies. ¢ ot coses hove heen rported in
completed o ongang il sudis. Nivolumab incombinaion withcobozantind (s secion 42) Summary ofthesofty profl When nivolumab s adiisered incombinaion withcabozanfi,refer o the SmPC fo cbozantn pror fo ifaion ofreatment. For addifonol nformation on the sefty rofle ofcobozantin montherapy, lecserfer o the cobozanfi SmPC. RCCIn the dtosetofmivolumab
240 my every 2 wesks in combinaion with cabozantind 40 mg ance daiy i RCC (n=320), with o minimum folwup of16.0 months,the mostfrequent acvers reacions (> 10%) were diorhosa (64.7%),foigus (51.3%), pulmur \umurely hrodyscestesiasyndiome (40.0%), stomris (36.8%), musculokeltal pui (37.5%), ynertension (37.2%), ras (36.3%) hypotyraidism (35.6%), decreased
appefte (30.3%), nausea (28.8%) uhdommulpnm (25.00%), dysguesio (23.8%), upperrespiatry fact nection (20.6%), cough (20.8%),prsts (20.6%), i (19.4%), vamiting (18.4%), dysphoni (17.8%), headoche (16.3%), yspepsia (15.9%), dizziness (14.1%), conspetion (14.1%), pyresia ( 141 %), oedema (13.4%), musce sposm (12.2%), dyspnoea (11.8%),poteinuia (10.9%)
and hyperthyridism (10.0%). The morty of adverse reatons were m||dmm0demte (Grode 1 2). IubufaredsummaryafudvevseveamansAdvenereumons teported in medamsetforpmmms feated with rivolumab 240 mg in combinaton with cobozanfin 40 mg (n = 320) re presented n Tabl 9. These reactions ore presente by system orgon dss and by frequency. Feguencie ore defned o:
vy common (> 1/10); comman (2 1/10010.< 1,/10); ncommon (> 11,000 to<1/100) , not known (cannot b esimated from avalbl post makefng dum). Witin each frequency grouping, advese reacions re prsented n the ader ofdeceasing eriousess. Tuble 9: Adverse reations with nivolumeb in (ombinulion with cobozantinib Ifecions ond ir#exmﬂuns Very common
upper tespirotorytoct inecton Common pneumonia; Blood and lymphaficsystem disorders Very common anaemic, thrombocytopaen’,leucopoenia,lymphopaenia, neuropaeniat Common eosinophl; Immune system disoders Common hypersensiity (including anaphylactic reacion) Uncommon infusion rloed hypesensiity reacion; Endocrindisoders Very common hypthyroidism, hyperthyridism
Common adrenal nsufficiency Uncommon hypophysifs, hyris; Metobolism and nutition disordes Very common deceased appefte, ypogtcaemic, yerglycaemic, weight decreased Common dehyciation; Nemvoussystem disorders Ve common dysgeusi, dizinss, headoche Common pergheral newopathy Uncommon encephalis utoimmune, GulloinBaré syndrome, myosthenic syndrome; Earand
oyt disorders Common initu; e dsordts Comm dry eye, blred vison Uncornmon uvefs ardiacdisorders Commn il bilfion, tchycardi Uncommon myocadis; Vasculrdisorders Very common hypertension Common hrombosi Respiotory horacic and medtastinldisorders Very common dysphri, dyspnosa, cough Common pneumonits, pulmonary embolism, pleural effusion, pistos
Gustaintstina disorders Very common darhoea, vomifing, nousa, consfipation, stomris, abdomina pan, dyspepia Common cofs, gustifs, ol pa, iy mouth, hoemorthids Uncommon panceati, smllnestine perfraton, lossodyric; Hepotobfry disorders Common hepai; Skin and subcutoneous tisue isorders Very common plmorlontor eythrodysoesthesio syndiome, s, pruts
Common alopeci, iy skin,erythem, hircolourchange Uncommn parcs, ricorio Nt known ichen serous, ot ichen disordes; Musculoskeltoland comnetivefissu disordrs Very comman musculoskeletol poin,artvalgio, muscle spasn Common arfhis Uncommon myopathy, asteonetossofthe ow, fisulo; Renal and winary disoders Very common potéinuria Common renol e, acute idney
jury Uncommn nephis Rore eyt noinfective;Generol isorder and odministation st condtions Very common fafigue,pyrexia, oedema Commonpain, chest o, nvestigations Very comman increased olkalie phosphatase, nceased AL, inceased AT, inceased ot bfrbin nceased ceainine inceased amylase, ncreasd fpase, ypokalomio, hypomagnesaemia, hyponaraemi, hypocalcaemi,
hypercalcoenia, hypaphosphotaemia, hyperkalaemio, bypermagnesaemio, hypemataemia Common blood cholesterol inceased, hypertigyceridoemia Advers reacion fequences presented n Tble 9 may ot be fully afrbutale o ivolumab alone but may contain contibutions fom the nderling disease or from medicina productused n combinafion. *Thrombasis 5 o composit term whih ncludes portol
vei trombosis, pumonry vein hrombasis, pulmnary tromboss, aoric hrombasis, rtricl romboss,deep vein thrombasis, pehvc vein tromboss, veno covo thombosis, venous fhrombasis, imb venous thrombosis. ® Fatal coses hove been repoted.“Rash is  compasit tem which indudes dermaris, dermafis acneform, dermafts ollergic, dermats aopic, dermafis bullus, etofoive rash, rash
erythematous, rsh olfulr,rosh moculr, rash macuspapulo, rsh papulr, rosh morbillorm, fash pruric, and drug eruption. ¢ Musculoskeletl poi s  compostefem which nludes bock pain, bon pain, musculoskeletal chestpan, musculoskeletldiscomfor, myolgi, nec pai, pain i exvemity,sina pin. Frequencis ofloorafory ferms reflect he propartion of pofiens who experienced o worsning
from hoseing in loborotory measurements (vithte excepton of bood cholesterolncecsed, nd hypertighyceridoemi). See “Descripion of sleted advere reacions; oborotory obnormaies™ below*Reportd in il sudies and in the postmarkefing sting. Desciton o slected advese reactions Nivolumab o ivolumab n combinafion with o herapeufic agents s ssociated with mmuneseloted
adverse eactons. With appropite medicol terapy,immuneqelte adver reacionsresoved i most coses. Permanent disconinuafionof etment was reqired i a geoter proporion ofpotients recehing nivolumab in ombinaion with pfimumab or cobozantind than n hose eceiving ivaumab monaherapy. Tobes 10 and 11 present the percentoge for immunereloted odvese reactons who were
pemaretly disconinued from feotment by dosing regimen. Addionaly,for ptiens who experenced n event, Toles 10 ond 1 present he percentage ofpaints whorequed higfdose cotcostraids (ot et 40 mg daiy pedisone equivlents) by dosing regimen. The management guidlnes orthese adverse reaconsare descbed i secon 4.4, Table 10: Immunereluted adverse reactions
leading to permanent discontinuation or requiring highrdose corticosteroids by dosing regimen (nivolumob monotherapy or nivolumab in combination with iilimumab) Immune related adverse reaction leading to permanent dmonlmuamnPneumonms Niolumeb 3 m/kg or 240 mg monatherapy % - 1.5 Nvalumab 1 mgy/Kkg n combinafion with
\pilimumub3mg/kg in melonoma % ZOMonumub3mg/k in combinofion with pfimumab 1 mg/kg n RCC and WA or MSI H CRC %: 2.3 Nivolumab 3 mgy/kg n combination ith gimumob 1 m/kg n OSCC and MPAY: 3.2 Clis Nivolumab 3 may/kg or 240 mg monotherapy % : 1.0 Nvalumab 1 mg/kg in combination wwrh\ limumeb 3 mgy/Kkg in melonoma %: 16 Nivolumob 3 mg/kg in
combinafion with ipfimumab 1 mg/kg in RCC ond MR o MSIH CRC % 36Nw0|uma 3 mg/kg in combinaion with pmumab 1 mgykg in OSCC and MPY%:3. 1 Hepatitis Nivolumab 3 may/kg or 240 mg manotherapy % - 0.9 Nivolumab 1 m/kg in combinafion with ipfimumab 3 mg/kg in melonoma *: § Niohmob 3 mg/kg in tomhmmmnwwh\ limumob 1 mg/Kg n RCC and dMAIR or MSI H
CRCY%: 4.5 Nivoumab 3 mgykg in combinaion with pfimumab 1 may/kg in OSCC and MPM:3.4 Neohis and renl dysfuncion Nivalumab 3 my/kg or 240 mg monatherapy %: 0.3 Nivoumab 1 may/kg in combinetion wih imurab 3 m/kg in melanoma % 1.1 Nivoumeb 3 mg kg in combinfion with pfimumab 1 mgy/kg in RCC nd d MMRorMS\H(R( % 1.4 Nivalumab 3 mg/kg n combinafion
vith pfimumab 1 mg/kg in 0SCC and MPH:1.0 Endocinopathies Nwolumub3mg/kg0f24l]mgmon0ﬂ1eru %: 0.3 Nivolumab 1 mg/kg mcombmununW|h|p|||mumuh3mg/kgmme|unumu : 2.7 Nivclumab 3 mg/Kg in combination vith pimumab 1 mg/kg in RCC ond dMANR o MSI § CRC %: 2.9 Nivolumab 3 ma/kg n combination with pfimumab 1 mg/kg n 0SCC and MPH: 1.9 Skin
Nivolumab 3 mg/kg o 240 mg manotherapy % Oéanlumubl g kg in combination ith imumeb 3 mg,/kg in melanoma %: 0.9 Nivolumab 3 mgykg incombinfion with pimumab 1 mgy/kg i RCCand dbAR or WSI H CRC%: 1.2 Nivolumab 3 may/kg n combinaion withpimumab 1 may/kg n OSCC and MPH:0.8 Hyperensiiy fuson eaction Niolumob 3 my/kg or 240 mg monherapy
%: 0.1 Nivalomab 1 mg/kg in combination with gfimumab 3 m/kg in melanoma % 0Niv0\umﬂh3m /g in combinaton with pfimumab 1 mg/kg in RCC ond MR or WSI H CRC%: 0 Nivolumab 3 m/kg in combinaion with nimumab 1 m/kg in 0SCC ond MPIY:0.8 Immune related adverse reaction requiring highdose corticosteroids®® Poeurorit ivohmab 3 m/kg or 240
g monotherapy % - 85 Nvolumab 1 mg/kg in combination wih imumab 3 ma/kg in melanoma % 63 Nivolumab 3 mgy/kg i combinfion vith fimumab 1 mgkg i RCC and dMMR o MSIH CRC %: 58 Nivolumab 3 me/kg in combination it pimurab 1 my/kg n OSCC and MPW:52 Cotis Nivolumab 3 mg/Kg or 240 mgmonatherapy % 14 Niolumeb 1 mg/kg n combination with pimumab
3 my/kgin melonoma ' 46 qu\umubSmg/k in combinafion with pfimumab 1 mg/kg n RCC and dMA or MSI H CRC %: 24 Nivolumab 3 mg/kg in combinaion with ipmumab 1 mgy/Kg in 0SCC and MPI'%:28 Hepats Niolumab 3 mgy/kg o 240 mg manotherapy % - 20 Nivolumab 1 mgy/kg n combination with ifimumab 3 mg/kg in melonoma %: 46 Nivoumab 3 mg/kg in combinaion
vih \p\hrnumuM mg/kgin RCC ond dMAR or I H CRCY%: 36 Nwolurnu 3 mg/kg in combinaion with ipiimumab 1 mg/kg in 0SCC and P33 Nephits ond encl y@n( on Niolumeb 3 mg/Kg o 240 mg monatherapy % : 22 Nivolumab 1 mg/kg n cont mahonwwthl flimumeb 3 mg/Kg in melonoma %: 17Nw0|umu 3 mgkgin combinfion with pifmumab 1 mg/kg in RCC ond dWAR or
ST CRCY%: 26 Mwolumﬂb3mg/kg in combinaton with gfimumob 1 mg/kg in 0SCC and MPH:39 Endocinopaties Nivolumab Smg/k or 240 mg monotherapy % : 6 Niclumab 1 mgy/kg n combinafon wnh pilimumab 3 mg/Kkg in melanoma %: 27 Nwolumub3mg/kg in combinaton with gfimumob 1 mg/kg n RCC ond dMAR o ST K CRC % 24 Nivolumab 3 m/kg n combinafion with
inimumob 1 mg/Kg in 0SCC nd MPI':13 Skin Nvolumab 3 meg kg or 240 mg monotherapy % : 4 Nvoumab 1 my/kg n combination vith imumab 3 mg/kg in melanoma % 7 Nivolumab 3 mgy/kg |n(omhmahonwwthmlhmumubImg/k in RCC and dMAR or M H CRC %: & Nivalumab 3 m/kg in combinfion with pfimumab 1 mg/kg in OSCC and WPN%:9 Hypersenstiviy/nfusion eacion
Nivolumab 3 mgy/kg or 240 my monotherapy % : 18 Nivalumab 1 mg/kg in combinafion with pfimumab 3 mg/kg in melanoma %: 6 Nvoumab 3 m/kg n combination it nfimumab 1 mgy/kg in RCC and MR or ST § CRC : 12 Nivalumab 3 meg kg in combinaion with pfimumab 1 m/kg in OSCC and MP:16 ° ot lecst 40 mg daly preisone equivlents *frequency is besed on the numbe
of pofiens who experence the immuneseloted advese reacion Table 11 Immmune related udverse reactions leading to permanent discontinuation or requiring high dose corticosteraids by dosing regimen (rivolumab in combination with other therapeutic agents) Immune reluted adverse reaction leading fo permanent discontinuation Preumorit
Nivolumab 240 mg or 360 mg incombinaion with chemtherapy %: 2.4 Nvoumab 360 m in combination wih pimumab 1 m/kg and chematherapy in NSCLC %: 2.2 Nivoumab 240 mg in combinaton with cobozantiib 40 mg i RCC %: 2.5 Cotis Nivoumob 240 mg or 360 mg i combinaion with chemtherapy %: 2.5 Nvolumab 360 me in combination with ipimumab 1 mg/kg and chematherapy

in NSCLC % 4.2 Nivoumob 240 meg n combinafion with cobozontint 40 mg in RCC %:2.5 Hepotis Nivolumab 240 mg or 360 mg in combination with chemotherapy %: 1.1 Nivalumab 360 mg in combinetion with imumab 1 may/kg and chematherapy in NSCLC %: 3.4 Nivalumab 240 mg in combination with cobozanfin 40 mg n R((“’n 4.1 Nephitis ond rena\ dysfunthon Nivolumab 240 mg or
360 mgin combinafion with hematherapy %: 3.3 Nvolumab 360 mg n combinafion ith imumab 1 may/kg and chemotherapy in NSCLC %: 1.4 Nvolumab 240 mg in combinfion with cobozontind 40 mg in RCC %: 0.6 Endocrinapaties Nivolumab 240 mg or 360 mg mwmbmanonwwrluhemo herapy %: 0.5 Nivolumab 360 mg in combination with pimumab 1 mg/kg ond hemherapy in NSCLC
% 2.0 Nivolumab 240 mg n mmbmmwn vith cabozonfind 40 my n RCC %: 1.3 Skin Nivolumab 240 mg o 360 mg in combinfion with cemotherapy lUNonumuh 360mg in combinaion with ipmumab 1 mgy/kg ond chemotherapy in NSCLC : 1.1 Nivolumab 240 m in combinafion with cobozantind 40 mg in RCC%: 2.2 typersensiity/nfusio reacion Nivoumab 240 mg or 360 mg in
combination vith chematherapy %: 2.5 Nvolumab 360 mg in combinafon with fimumeb 1 mgy/kg ond (hemothempy inNSCLC %: 0.6 Nivolumab 240 mg in combination with cobozantib 40 mg in RCC % O Immune related adverse reaction requiring high dose corticasteroids* Peumonts Nivolumab 240 my or 360 mg incominafion with chemtherapy % 59 Nvolumab 360 mg n
combination vith pfimumab 1 my/kg and chemotherapy in NSCLC %: 68 Nivolumab 240 mg in combination with cobozantnt 40 mg n RCC %: 56 Clis Nivolumab 240 mg or 360 mg in combination with chemotherpy %: BquIumubS(aOmg in combinaton wih pimumab 1 mg/kg ond chematherapy i NSCLC % 20 Mwolumah 240 myin combinafion withcobozanfin 40 mg n RCC : § Hepatifs
Nivolumab 240 mg or 360 mg in combination with chemotherapy *: 8 Niolumab 360 mg in combinafion with pfimumab 1 may/kg and chemotherapy in NSCLC %: 29 Nivolumab 240 mg in combinaion wih cbozonfn 40 mg i RCC %: 23 Nephitis and renol dysfuncion Nivolumab 240 mg o 360 mg n combinaton with chemotherapy %: 10 Nvalumab 360 mg n combinof \onwm\p\hmumm mg/
kg ond chemotherapy in NSCLC %: 24 Nivolumab 240 me in combinaton with cobozanfin 40 mg in RCC %: 9 Endocrinapaties Niolumeb 240 mg or 360 mg in combinafon with themu herapy %: 6 Nvalumab 360 mg in combinafionwith pfimumab 1 mg/kg and chematherapy i NSCLC %: 8 Nivoumob 240 m in combinaton with cobozanfin 40 m in RCC 4.2 Skin Nivoumab 240 mg or 360 mg
mtomhmunon it chematherapy %: 6 Nivolumab 360 mgmmmbmanonwnh ipimumeb 1 mg/kg ond hematherapy in NSCLC % 10 Nivolumab 240mg in combinafion wih cobozonfin 40mg nR(C%:8 yuersensnwwz\nfumnreutn Nivolumab 240 mg or 380 mg i combinaion with chemtherapy %: 24 Nivolumab 380 mg in combinaion with pfimumab 1 may/kg and chemotherapy n NSCLC
% 29 Nivolumab 240 mg in combination with cobozonfin 40 mg in RCC % 0ot eas 40 me afy predisone equivolens frequency i based on the number f patiens who experience the immune elted odverse reacion Immune eloed pneumonis n pofens remed vith nvolumab monmherupy,the incidence of preumonif,ncucing ntersiiol g dseaseand ung inflation, was 3.6% (147 /4122).
Ihemu\ﬂnh/of(useswereGmde1ur2|nsevemyrepone |n0%(38/4122 ) and 1.8% (74/4122) ofpotientsrespecively. Grade 3 and 4 coses were reported in 0.8% 32/4122) and <0.1% (1/4722) of potientsrespecivey. Grade 5 coses werereported n < 0.1% (2/4120) of unemsinTheseslud\'es.MediﬂnﬂmemometwusM.4weekx (mnge: 0.7:85.1). Resoltion accuredin 100 potiets
(68.0%) vith  medion fime fo resolution o 6.6 wesks (range: 0.1+109.1);*denotes o censred observafion. I potients heated with nivolumab 1 may/kg in combinaion withpfimumab 3 may/kg in melonom, the ncdence o preumorits induding nertilung isese, wos 7.8% (35/448).Gmde 1, Grode 3, ond Grade 4 coses werereported n 4.7% (21/448), 1.1% (5/448), ond 0.2% (1/448)




of pfint, especively. One f te Grode 3 preumonit coses worsened ove 11 doys with o fotal outcome. Median ime to onst was 2.6 monts (range: 0.7-12.6). Resoltion occured in 33 patiets (94.3%) with o medion fime fo resoluton f 6.1 weeks (ange: 0.3:33.1). I porens eated with rivolumab 3 m/kg in combinaion with ipimumab 1 mgy/kg in RCC and dMAR or M1 H CRC, the
incidence of preumorits induding nfersillung disease was 6.5% (43,/666). Grade 2 and Grode 3 coses were reported in 3.3% (22,/666) and 1.1% (7 /466) , of patiens,respectively. Medio time o onse was 2.7 months (ange: 0.25-56.8). Resoluton occred n 39 patients (90.7%) with a medion fime o esolution of . weeks (ronge: 0.7-110.3°). In pafients teated with nivolumab 3 mg kg
in combinaton with fimumab 1 mg/kg in OS(Cund NP, he ncdence of pneumonits including intestifal ung diseusewus”“ (48/622). Grode 2, Grade 3 and Grade 4 coss were repored n 3.7% (23/622), 1.3% (8/622) and 0.6% (4/622) of pafiens, especively. Mecion e toonget s 2.7 months (range: 0.3 20.8). Resolton occured n 34 pients (70.81%) with  medan ime fo
tesoluton of 7. weeks (fonge: 0.1 149.3+). In pafientsteaed with nivolumab 240 mg or 360 mg n combinafion withchematherapy in SCC ond gostic, GE) or sophageal adenocarcinoma, he ncdence of peumonis induding nertilung dsecse was 5.4% (59,/1092). Grade 2, rade 3, and Grade 4 coss were repored n 2.7% (29/1092), 1.2% (13/1092), and 0.3% (3/1092), of
atint, respecively. Medionfime o onset was 24,1 wesks (range: 1.6-96.9). Resoluton occred n 40 potets (67.8%) with u median fime o tesluton of 10.4 weeks (ange: 0.3+121.3). In ptintsteated with nivolumab 360 mg every 3 weeks in combinaion withfimumab 1 kg every 6 weeks ond chemotherapy in NSCLC, he inidence of preumarits ncluding nertil ung disease wos
5.3% (19/358). Grod 2, Grode 3, and Grode 4 coses were repored n 2.2% (8/358), 1.1% (4/358), and 0.6% (2,/358) of patients, respecivey. Medion fime o onsetws 18.1 wesks (ange: 0.6:52.4). Resoltion occured in 14 pafients (74%) with o medion fme fo resoluion of 4.3 weeks (ange: 0.7-27.9"). In pofiens reated with rivlumab 240 mg in combination with cobozaninh 40 mg in
RCC he ncdence of pneumonisincluding intestifal lung disese wos 5.8% (18,/320). Grode 2 ond rade 3 coses e report ed in 1.9% (6/320) and 1.6% (5/320) of potiens, respectvely. Mecn fme fo onst was 26.9 weeks (range: 12.374.3 weeks). Resoluion occured in 14 paients (77.8%) with  medion time fo resoluton f 7.5 weeks (ronge: 2.160.7+ weeks). Inmure elaed clfs In
pafintsteated with ivolumab monatherapy, the incdence ofdihosa, ol or frequent bowel movements was 15.3% (631/4122). The majorty o cases were Grode 1 or 2 in severy reported n 9. 9% (409 /4122) and 3. 9% (160/4122) of ptints respectivey. Grade 3 and 4 coses were reported i 1. 5% (61,/4122) ond <0.1% (1/4122) o patientsrespecively. Medion fime to onset wos
19 weeks(mngeOHISé) Resluton occued n 565 patients (90.5%) with o median ime fo resoluionof 2.4 weeks (range: 0.1 124.4%.n pu fiens eated with nivolumab 1 mg/kg in combinaton ith imumab 3 mgy/kg in melanomo,te incdence f diarhoea or colfs was 46.7% (209,/448). Giade 2, Grade 3, und Gade 4 coss were repored n 13.6% (61/448), 15.8% (71,/448), and
0.4% (2,/448) of potents,respectivly. Medionfim fo onst was 1.2 months (range: 0.0-22.6). Resoluton occued n 186 paients (69.4%) with a medion time foresolufon of 3.0 weeks (nge: 0.1-159.4). I potients eated with ivalumab 3 m/kg in combinafion with pfimumab 1 mg/kg n RCC and dMAIR or NI H CRC, the incidnce of dmrrhoeu o colfs wes 27.9% (186/686). Gade 2 nd
GmdeS(useswemrepune in 9.6% (64/686) ond 4.7% (31 /866) of potients, respectvely. Medion fme fo onset wes 1. 4m0n ths (fange: 0.0-48.9). Resoltion occured in 170 pafients (92.4%) with a median fime to reolufion of 2.2 weeks (rang: 0.1-117.0). n pafients teated with ivolumab 3 mg/kg in combination with imumab 1 mgy/kg n OSCC and NP, the incidence of dinhoga o
colfswas 16.7% (104/622). Grade 2 and Grode 3 coses were reparted n 5.5% (34/622) and 3.4% (21 /622 of putents respecively. Medion fime o onset wos 3.3 manths (range: 0.0- 217). Resoluon occured n 98 pafiens (94.2%) vith o med‘\un fime o esalufionof 3.1 weeks (range: 0.1 -109.3+). In pafiens eated withnivolumab 240 mg o 360 mg in combinafon ith hemathergpy in
0CC ond gosti, GEJ or esophageal adenocorcinomo,the incidence ofdarhoga orclfs wos 29.8% (325/1092). Grade 2, Giode 3, and Grade 4 coses werereported n 4% (103/1092),4.0% (44/1092), nd 0.5% (6/1092) of potiens, respectvly. Medion ime to onset s 4.4 weeks (range: 0.1-93.6). Resoltion occued n 264 pfients (87.7%) with o medion fime o resoluton f 1.6 weeks
(ronge: 0.1-117.6%). In paientsteated with ivolumab 360 m every 3 weeks n combination with ipimumab 1 mg /K every 6 weeks and chematherapy n NSCLC, the ncdence o dahoeo or colifs was 22.% (80,/358). Giade 2, Grode 3, rode 4, nd Grode 5 cass were reported i 7% (25,/358), 5% (18/358), 0.3% (1,/358), and 0.3% (1/358) of potiens,respectively. Nedion fme fo onst
wios 5.1 weeks (range: 0.1:53.6). Resoluton ccured i 70 patents (87.5%) with o medianfimeforesluion of 1.4 weeks (tnge: .1-76.9). In afiens eated with ivoumab 240 mg n combination with cabozanfin 40 mg in RCC, the ncdenceof dihoea, cofs, requent bowel movements or entetis was 59.1°% (189,/320). Grade 2 o Grode 3 cses werereported in 25.67% (82/320) and
6.3% (20/320) ofpotents, espectvely. rode 4 were reprted i 0.8% (2,/320). Medion fime t onset wes 12.9 weeks (nge: 0.3-110.9 weeks). Rsaluton ocured n 143 patients (76.1%) with o medion fme fo resoluion of 12.9 weeks (ronge: 0.1-139.7* wesks). Immune-elted heporis n pfients reated withrivolumab monotherapy, e ncidence of e fncton fest obnormaies wes 7.4%
306,/4122). The majorty of coses were Gode 1 or 2 i severy repored in 4.0% (165,/4122) ond 1.7% (70/4122) of potiens respectvely. Grade 3 ond 4 coses were eportedin 1.4% (59,/4122) and 0.3% (12,/4122) of patints, respecively. Median ime to oset was 10.0 weeks(range:0.1-120.0). Resoluon occuredin 240 potients (79.5%) with a medio fime fo resolton o 6.1 weeks
(ronge: 0.1-126.4°) In pafiens eated wih nivolumab 1 mgykg in combiation ith imumab 3 m/kg in melanoma, he ncidenceofve funchio st abnormalies wos 29.5% (132,/448). Grade 2, Grade 3, and Grode 4 cuses were reartd n 6.7% (30/448), 15.49% (69,/448), und 1.8% (8/48) o paint,respectivly. Medion fime o onset was 1.5 months (range: 0.030.1). Resolton
aceured in 124 pfients (93.9%) with o medion ime to esoluon o 5.1 weeks (range: 0.1-108.9). In afients eated with ivolumab 3 mg/Kg incombinaionwith pfimumab 1 mgy/kg in RCC and AR or NI H CRC, the incidence o vr funcion test abnormales was 19.8% (132,/666). Grode 2, Grode 3, and Grade 4 coses werereported n 4.8% (32/668), 7 4% (49 /666), and 1.5% (10/666)
of patiets, mspemve\y Medion fime o onsetws 2.1 months (range: 0.3:36.6). Resolution occured in 112 patiens (84.8%) with o medion fime o resoluton of 6.3 wesks (range: 0.1+175.9). I potients eated with ivolmab 3 m/kg in combinafion with imumab 1 mg/kg in OSCC ond MPH the inidence ofiver function fest obnomolies was 12.9% (80/822). Grode 2, Grode 3, nd 4 cuss
wererepored n 2.3% (14/622),4.5% (28/620) ond 0.5% (3/622) of patens, especivey. Medion fime o nset s 1.6 months (rnge:0.220.3). Resoluton occured n 70 pfiens (87.5% )wnhﬁmedmn fime oresolufon of 4.1 weeks range: 1.0.78.3+). Inpotentseated wih nivolumab 240 mg r 340 my in combinfion chemotherapy n OSCC and gutc, GE or oesaphagealadenocarcnamo,
the incdence of ver funchion tst bnormales was 21.8% (236,/1092). Grade 2, Grode 3 ond Grode 4 coses wererepored n 7.1% (77/1092), 3.2% (35/1092) und<01”o(1/1092) of pafients,respecticy. Med\nnﬂmemonsetwuﬂ9weeks (range: 0]841 ). Resolufon occured in 185 potients (79.7°%) with o medion fime o esoluon o 9.1 weeks (ronge: 04-150.67). In pafients eated
vith rivolumob 360 m every 3 weeks in combinafion with nfimumab 1 m/kg every 6 weeks ond chematherapy in NSCLC, the incidence offver function estcbnomaliies was 13 4% (48,/358). Grode 2, Grode 3, nd Grode 4 coses were reported n 3.1% (11/358), 3.4% (12,/358), nd 1.1% (4/358) of patiens,respectvely. Median fime o onset ws 10.6 weeks (rang: 1.1-68.3). Reoluion
occured n 37 potients (80.4%) with o median fme foresolufon of 5 wesks (range: 0.3+-45.01). In pafiens reated withnivolumab 240 m in combinaton with cobozanfin 40 meg n RCC,the incidence ofver fncton test obnormales was 41.6% (133,/320). Grade 2, rode 3, ond Grode 4 coses were rep ured in 14.7% (47/320), 10.3% (33/320), and 0.6% (2/320) of pafiens, respecivey.
Medion fime o onset wos 8.3 wesks (ange: .1-107.9 weeks). Resaluton occured n 107 petiens (75.9%) with o medion ime fo resoluon of 9.6 weeks (ronge: 0.1-89.3+ weeks). Immuneeloed nephrtis and renaldysfuncion n pfientsteoted with ivalmab monathercpy, te incidence of nephts or renﬂl dysfnction s 2.7% (112 /4122). The majorty of coses were Grode T o 2 insevery
teported n 1.6% (66,/4122) and 0.7% (28/4122) of pofiens espectivel. Gmde3und4mseswemrepone in 0.4% (17 /4122) and <0.1% (1 /4122) o ptient,respctivey. Medion fme fo onsetvs 11.3 weeks (ronge:0.179.1). Resolu fion occured n 74 patients (69.2%) wwrhﬂmedmnnmelmesolunonoiﬂOweeks (range: 0.3 79.1-). In potiens reated wih ivolumab 1 mg/kg n combination
with pimumab 3 mg/kg n melanomo, the ncidence o et or enal dysfuncion was 5.1% (23,/448). rade 2, Grade 3, und Grade 4 coses were reportedin 1.6% (7 /448), 0.9% (4 /448), and 0.7% (3/448) ofpotiets,respectively. Media ime o onset wus?émonrhs(runge 0.5:21.8).Resoltion occumed n 21 pafients (91.3%) with a i fime to esoluton of .1 wesks (range: 0.1125.1).
In patients eated with ivolumab 3 mg/kg in combinaion withipimumab 1 mg/kgin RCC and dIAIR or MSIH CRC, he ncdence f e hrmsorlenuldysfunmunwusB6 (57/666). Grode 2, Grode 3, undGmdemsesweIere narted in 3.8% (29,/666), 0.6% (4/666), ond 0.8% (5/666) of patients,respeciely. Median fime t onset was 2.1 months (range: 0.0-34.8). Resolfon occuredin
45 pofients (78.9%) with o medion fime o resoluton of 10.0 weeks (ronge: .1108.0"). In potens eated with volumab 3 mg/kg in combinafion with nfimumab 1 mgy/kg in 0SCC nd MPH, the incidence o encl ysfuncnonwus37 (23/622). Grade 2 ond Grade 3 coses were repoted i 1 4% (9,/622) and 1.0% (8,/622) ofpatens, respectively. Medion ime to onset was 2.8 monts (range:
0.3-14.4) Resolotion occred n 17 patiets (73,4 )wwthumedmn fime o resoluon of 9.6 weeks (ange:0.7172.1). In pafens reated ith nwo\umuh 240 mg or 360 mg in combinafion with chemotherapy in 0SCC and gasti, GEor oesophageal adenocarcinoma, the ncidence of nephits orrenal dysfuncton wos 9.1% (99,/1092). Grade 2, Grode 3, and Grade 4 cuses were reported n
3.7% (40/1092), 1.1% (12/1092), ond 0.2% (2,/1092) ofpotiets espectivel. Medmnnmeounsetwusmweeks (range: 0.7-60.7). Rsolufion occured in 62 ptints (62.6%) with  medio fme fo resolufonof 1.7 weeks (rang: 0.1-135.1°). In pafients eated withnivolumab 360 mg every 3 weeks in combination withpimurnab 1 m/kg every 6 weeks and chemotherapy n NSCLC, he
incidence of nephris or enoldysfuncion was 7% (25,/358). Grade 2, Grode 3, nd Grade 4 coss were reparted in 2.2% (8,/358), 1.7% (6,/358) and 0.6 (2,/358) of patients,respetivey. Medion tme 1o onst wos 10.6 weeks (ronge: 0.1-51.3). Resaluton occured n 14 patients (56%) with o median fime o resouton of 6.3 weeks (rane: 0.1+82.9"). I paiets ieated wih nvolumab 240 mg
in combinaton with cobozanfnb 40 mg in RCC, the ncdence of nephis, immune medited nephis renol e, acue Kidhey njry, hluud creafining ncecsed o lood urea increased wos 10.0% (32,/320). Grade 2 and Grade 3 coses wee reparted n 3.4% (11/320), ond 1.3% (4/320) of patents, respecvly. Medion fime o onst was 14.2 weeks (fange: 21871 weeks). Resoluion occured in
18 potens (58.1%) with 0 medion ﬂme toresoluion of 10.1 weeks (rnge: 0.6:90.9° weeks). Immune-eloted endocringpoties In paients teated withnivolumab monotherapy, he incidenceof thyroid dsorders, nducding hypothyridism or hypethyridism, wos 12.5%(516,/4122). The mjorty o cses were Grode T or 2in severty eportedin 6.1% (253/4122) and 6.2% (256/4122)) o paients,
tespecively. Grade 3 thyroid disorders werereported n 0.2% (7/4122) of pofient. Hypophysis (3 Giade 1, 5 Grode 2, 7 Grode 3, ond 1 Grade 4), ypapittorism (5 Grode 2 and 1 rade 3), chenol nsufficiency (incuding secondory ovenocortical nsfficiency and adhenocortclinsuficiency cute) (1 Giade 1, 17 Grade 2, and 8 Grade 3), cobetes melius (ncucing Type 1 iobetes mellus, ond iabefc
Ketoacidosis) (1 Grade1, 4 Grode 2 and 5 Grade 3 and 2 Grade 4) were repoied. Medion fne fo onet of these endocrnapaties was 11.1 wesks(ronge:0.1126.7). Resolution occured in 278 pafients (49.8%). Medion fme foresolufon wos 4. wesks (mnge:(]4to 2044 weeks. I pients reated with ivalumab | mg/Kg in combiafion i W|h|p|hmumuh3m i/kg in melonomo, fhe inidence of
thyraid disoders was 25.2% (113,/448). Grode 2 ond Grode 3 thyrid cisoders were reportedin 14.5% (65,/448) and 1.3% (8,/448) of potiens,respctively. Grode 2 ond Gode 3 hypophysis (ncuding ymphocyfichypophysit) occred n 5.8% (26,/48) and 2.0% (9/448) ofpatents, respectvely. Gade 2 and Grade 3 hypapititorism occured n 0.4% (2/448) and 0.7% (3/448) of potents,
tespecively. Giade 2, Grode 3, and Gode 4 odienol nufficncy (ncuding secondory chenocorical nufficency) occued n 1.6% (7/448), 1.3% (6/48) and 0.2% (1 /448) of potiens, respectivly. Gade 1, rode 2, Grade 3, and Grade 4 iabetes melfus and Grode 4 iobefc eoucss o reportd in 0.2% (1/448) ofpotients Mecian ime fo onset of hese endocrnapates wos 1. 9m0nh
(range: 0.0-28.1). Reslution ccured n 64 potients (45.4%). Time fo resluion range from 0.4 fo 155.4* weeks. Inpatiens eoted wth nvolumab 3 mg/kg incombinfion with pfmumab 1 mg/kg in RCC and MR or MSIH CRC, the incidenceof thyroid dsordrs was 26.%% (179,/666). Grade 2 and Grode 3 thyroiddisorders were repored n 15.3% (102/666) and 1.7% (11,/666) of pafients,
tespechivel. Hypophysis occured n 3.9% (26,/666) of potiens. Grade 2, Grode 3, and Grode 4 coses were reported n 0.8% (5/666), 2.3% (15/666), and 0.3% (2,/666) of patient, respecively. Gode 2 hypapitutorism occured n 0.5% (3,/668) of pfients. Grode 2, Grode 3, ond Grode 4 odvenal insufficency (ncluding secondory odvenocoficalinsefciency) ocured n 3.5% (23/666), 2.0%
(13/666) and 0.3% (2,/866) of paients, espectively. ichetes mellus incucing Type 1 dioetes melfus (2 Grode 2, 1 rade 3, ond 2 Grade 4),and dibefic Kefoucidosis Himde 4) were repored. Median fime fo onset o these endnmnopu ties was 2.1 monts (range: 0.0-27.2). Resoluton ocured n 89 potients (41.4%). Time to reolution ranged from 0.4 0 257.1* weeks. In paients heoted
i nivolumab 3 mg/kg in combination with pimumab 1 m/kg in SCC and MPH, the ncdence ofthyroid dsordrs was 18.2% (113/622). Grode 2 and Grade 3 thyrod dsordrs were reported in 8.0% (50/622)) and 0.5% (3/622) of pafiens, respecively. Hypophysis occured n 2.3% (14/622) ofpmlems Grode  coses wererepored i 1.1% (7/622) of afiens. rode 2 and Grade 3
hypopiitrism occured n 1.8% (10/622) and 1.3% (8/622) ofpotients, espectvely. Gode 2, rade 3 ond Grode 4 achenl nsufficency (ncuding secondory odvenocartical nsuficiency) occured in 2.1% (13/622),1.3% (8/622), ond 0.2% (1/622) o potients espectivel. Diohetes mellus inclucing Type 1 iobetes melius and Iulrnmanﬂypel diabetes mellus (3 GmdeZundZGmde 3) were
teported. Medion fme o onset of hese endocrinapoties w0324momh 5 (1nge: 0.4- 20.8). Resoluion occured in 43 potiens (30.7%). Time o esoluon range from 0.3 10 1851+ wesks I potents eated with ivolumab 240 mg o 360 mg n comhmunon il chemotherapy in OSCC and gesric, GE or oesophageal dnocorcinomo, the incidence of hyrid cisoders ws 11.7% (128/1092).
Grode 2 tyraid disoder s reporedin 5.5% (60/1092) pafiens. rade 3 hypophysis accured n < 0.1% (1/1092) of pafiens. Grade 2 and Gade 3 bypopititasm occured n 0.3% (3/1092) and 0.3% (3/1092) ofpotient, respecvely. Grade 2, Grode 3 and Grade 4 drencl nsfficncy occred n 0.7% (8/1092), 0.2% (2/1092) and <0.1% (1/1092) of paint, respctvely. Dichetes
melitus nduding Type 1 dmbetes melitus ond fulminent Type 1 ciobetes melfu (1 Grode 2, 2 Grode 3 ond 1 rade 4), and dmbent Ketoacidosis (1 Grade 4) were reported. Median fime t onset o these endocrnapates was14.3 weeks (range: 2.0+124.3). Resoluton occuned in 56 parens (36.9%). Tme fo resolufon ranged from 0.4 to 155.7 weeks. I potients eoted wwrh fivolumab 360 mg every
3weeknnwmbmanonwnh|p||\mumuhlmg/gevewbweesundchemulhempymNS(l( rhemudente01ﬂ1ym|dd\sorderswus24% (86/358). Gmde2undGmdeSmym\dd\smdemwerem ored in 12.3% (44/358) and 0.3% (1/358) ofpotients, espectively. Hypophysis occure in 1.4% (5/358) o paints. Grode 2 ond rade 3 coses werereported n 0.6% (2/358) and 0.8% (3/358) of
pafiens,respectively.Grade 2 bypapititorism occured n 0.8% (1/358) of patients. Grade 2 nd Grade 3 odvenal nsfficincy occed n 1.7% (6,/358) and 1.4% (5,/358) of patents, respecvely. Diabetes el ncucing Type 1 iabetes el ws notreprted. Medion ime o onse of these endo{rmopu ties was 12.1 weeks (range: 1.9:58.3). Resoluton ocured in 30 pafents (35.3%).Time
to esoluton ronged rom 1.4 r072.4~ wegks. In pofiens eated withnivolumab 240 meg in combinafion with cobozontind 40 mg in RCC, the incidence of tyrad disordrs wos 43.1% (138,/320). Grade 2 and Grade 3 thyroid diordes were reported in 23.1% ( 74/320) and 0.9% (3/320) o potients, espectvely. Hypophysif occured n 0.8% (2/320) of paiets, o Gmde? Idrene nsfficeny
(inclding secondary adhenocoricl insufficency) occured n 4.7% (15,/320) of patints. Gmde 2 and Grode 3 odrencl insuh"\(iency coses were eportedin 2.2% (7 /320) ond 1.9% (6/320) of potiens,respectivly. Medin fme fo onst ofthes endocinopoties wos 12.3 weeks (1ange: 2.0:89.7 weeks). Resolution occuredn 50 pofients (35,2%), Time o esoluon anged fiom 0.9 0 132.0° weeks.
mmunezeloed skinachese reachions I pfiens eated withriolumab monotherapy,the ncidenc of osh wes 29.5% (1215/4122). The majoty o coses were Grode 1 inseveity reported in22.4% (924 /4122) o pfients. Grade 2 and Grade 3 coss werereported 5.7% (235/4122) ond 1.4% (56/4120) ufpuﬁemsrespem'vely. Medin ime o onset wos 6.3 veeks ronge:0.1121.1). Resoufion
accured in 779 potients (64.6%) with o medion ime fo resoltion of 18.T weeks (0.1 - 192.7). In pfients eated with nivolumab 1 mg/kg in combinafion with nfimumeb 3 mg/kg in melanom, e incdence of Tosh s 65.0% (2971/448). Gmdelund Grade 3 coses were reported in 20.3% (91/448) and 7.8% (34,/448) of potiets es ecﬂve\y Medion fime to onset wes 0.5 morths
(range: 0.0-19.4). Resaluton occured in 191 patients (85.9%) with a median fime o resolufion of 11 4weeks (ronge: 0.1-150.1°). Inpotiets eated withnivolumab 3 mg,kg i combinaton vith \hmumu 1 mag/kg n RCC ond dIUMR or WSI H R, the incidence of rsh wos 47.7% (318,/666). Grade 2 nd Grade 3 coses werereported ml37 % (91,/666) and 3.5% (26,/866) of pofiens,resectively.
Medin fime toanset was 1.0 monts (rnge: 0.0-33.8). Resoluon occred in 228 potents (71.9%) with  medin ime o esolutonof 12.1 weeks (ange: 0.1-268.7). I paints reated with mvnlumubSmg/kg in combiafion with pmumab | mgy/Kkgin 0SCC and MPH, the incdence ofrash s 35.0% (218/622). rode 2, Grade 3 nd Grode 4 coses were reportedin 11.3% (70/622), 3.4%
(21/622) and 0.2% (1/62) of patient, respecively. Medion fime t onset wos 1. l months (range: 0.0 22.3). Resoluionoccured in 150 patients 69.1%) it medion timefo resoluton o 11.9 weeks (range: 0.3176.9"). In potiets eated with nvelumab 240 mg or 360 mg in cmbination with chemotherapy n OSCC and guti, GEJ o oesophageal adenocrcnom, the incidence ofrsh wos
24.5% (267/1092). Grode 2 ond Gmde3mseswerere ored in 6.4% (70/1092), and 2.5% (27/1092) o potiets, espectively. Medion ime to onset wos 9. wesks (ronge: 0.1-97.4). Resoluton occured n 166 patints (2. 2“f)wwrhumedmn \memesolunonuﬂ?lweeks(mnge 0.-188.19). Inpuﬂemsnemedwnhnwolumub360mgevew3weeksmtomhmunonwnh|p|hmumuhlmg/
kgevery6weehundchemolhempyinNS(L(,Themddeﬂ(eoflushw05377“ (135/358). Grode 2, Grode 3, and Grade 4 coses were reportedin 1.5% (41/358), 4.2% (14/358), ond 0.8% (1/358) of potens, respemvely e fme fo onset v 3.3 wesks (range: 0.1-83.1). Resolutionoccured n 96 potets (71.6%) with o media fme fo resolton f 9.4 weeks (range: 0.1+84.1%). n
afientseated withrivolumob 240 mg i combinaion with cobozanin 40 me n RCC, the ncdence ofrosh was 62.8% (201/320). GmdeZund Grode 3 coses wererepored n 23.1% (74/320) and 10.8% ( 34/320 pafient,respecively. Medianfime fo onst was 6.14 weeks (ronge: 0.1-104.4 weeky). Resolulmn accured in 137 paiets (68.2%) with  median fime fo resoluion of 18.1 weeks
(ronge: 0.1-130.6 weeks). Roe cass of SIS and TEN'some o hem withfotalautcome hve b obseved (se sechions 4.2 and 4.4). Ifuson reactions n pafients teated withnivolumab monotherapy, the nidenceofh emensmvw/mfusmn reacions wos 3. %% (160/4122), induding 9 Grode 3 and 3 Grade 4 cses. I potents eated with ivolumab 1 mg/kg in combinafion with gimumab 3 mg/
Kgin melanamo,te incdence of hypesensfvy /infusionreacons was 3.8% (17,/448); ol were rade 1 or 2 insevety. rade 2 coses were repored |n72"/a(10/445)0 puﬂems In pafients tieated wih mvo\umubSmg/kg in combination with pfimumab 1 mgy/kg n RCC ond IR o MSI H CRC, the incidenc of ypersenstviy/nfusion reacions was 3.8% (25,/666); oll were rade 1 0r 2in
vy, Gode 2 coss were repor ed in 2:4% (16,/866) o paients. Nedion fme o onse wos 0.7 months (ange: 0.0 22.6). Resolutin occured in 23 pafients (92.0%) with o medion ime fo resolutin of 0.1 weeks (range: 01 79.1°). In afiens eated with rivolumab 3 mgy/kg in combinction mh\p\hrnumubl mg/kgin 0SCC ond MPH, the incidence ofhyperseniivty /nfusion reacons wos 7.2%
(45/622); Grode 1, Grode 2 and Giade 3 cases were reported m34 (21/622), 325 (20,/622) ond 0.8% (4/622) of pofiens,respectivey. Inpatens eoted with ivolumeb 240 mg or 360 mg n combinafon with chemotherapy in DSC( and qustic, G o oesophagel adenocarcnoma, the incdence of hypersensity /fuson reactons was 10.6% (116/1092). Grode 2, Giade 3, nd 6rode 4
cases werereported i 6.5% (71,/1092), 1.4% (15/1092) and 0.2% (2/1092) ofpatiets, respecvly. In pafiens eated withnivolumab 360 m every 3 weeks in combination with pfimumab 1 my/kg every 6 weeks ond hematherapy in NSCLC, the incdence of yperseniidy /infusion reacons wos 4.7% (17/358). 6rade 2, rode 3, and rads 4 coses were repored n 2.2% (8/358), 0.3%
(1/358), ond 0.3% (1/358) of patiens,respecivey. In potiens eated withrivoumab 240 mg in combinafion with cabozanfind 40 my in RCC, the inidence of hypersensiity nfusion reachions was 2.5% (8,/320). AN 8 paients were Grode T or 2 i seveiy. Gade 2 coses were reported n 0.3% (1/320) of paients. Complcafions f alogeneic HSCT n lssca Hodgin hymphoma Rapid onset of
GVHD s been reported with nwe\umuh usbefore and after ollogeneic HSCT (see secion 4.4). In 62 evolated potients from two cHL sudes who s dlogeneic HSCT afte disconfinuing ivolumab monotherapy, Gade 3 or 4 acute GVHD wos reprted in 17,/62 ptients (27.4%). Hy eracute GVHD, efined os acute GVHD occuring within 14 doys ofter stem celnfusion, wos reported n four potets
(6%). A steridequiring febrle syndiome, wihout n identfied infecious coue, s reorted i six pafiens (12%) ithin the it 6 wesks postronslanffion. Stem|ds e used nfour potiens and thee pofiens esponded fo teoids. Hepofic veno-occlusive dsease occued in hwo patients, ane of whom died o GVHD and mulforgon fdure Nineteen of 62 patens (30.6%) died fmm complafons of
logeneic HSCT ofter ivolumab. The 62 potens hod o medion ollow-yp from suhsequemullogenelc HSCT of 38.5 months (range: 068 marth). Hevmedhve!enzymex When ivolmobis combined with cabozonfn in RCC I o cincel sty of presdousy uneated pofiens with RCC receiving ivoumabin combinaion with cobozontin,  higher ncidence of rodes 3 and 4 ALT inceased (10.1%) and AST
inceased (8.2%) were observd reloive o nivolumab monotherapy n pofiens with odvanced RCC In afients with Grade 22 ncreased ALT or AST (v=85): medfin i toonset wos 10.1 wesks (rang: 2,010 108.6 wesks), 26%eceived cortcoserids fo medion durfion of 1.4 weeks (range: 0.9 to75.3 wesks), ond resoluion to Grades 01 occured i 91% with medio fme foresolufonof 2.3 weeks
(range: 0.4 to 108.1* weeks). Among the 45 patients with Grads >2 increased AL or AST who wererechalenged with ither nvalumab (v=10) or cobozantin (n=10) adinistered o a singe ogent or with boh (n=25), recurence o Grade 2 inceased LT or AST was observed n 3 patints recving OPDIVO, 4 paietsreceving cobozonfinb, and 8 paints receving both OPDIVO and cobozanfin.
Loboratory abrormalies I pofients tegted wnh nivolumab monoherapy, the proporion of patens who experenced a shft rom baselinefo o Grade 3 or 4 laborctry obnomalty wos cs folows: 3.9% for ancemia (all Grade 3), 0.7% for thrombacytopaenio, 0.8% for leucopaenia, 9.6% for Iymphopaenia, 1.0% for neutropaeni, 1.9% for increased okaline phosphatase, 2.7% for nceased AST, 2.4% for
inceased AL, 0.9% for increase foolilrbin, 0.7% Forincresed crafinine, 2.7% for hypergycoemia 1.2% for ypagycaemia, 4,24 for increased omylose, 7.4% for increased s, 5.2% forhyponataemia, 1.7% For yperkoloemi, 1.4% forhypokalaemia 1.2% for ypercalcoenia, 0.7% for bypermagnesaemio, 0.4% for hypomagnescemi, 0.7% forhypocalcaemiv, 0.9% for hypoalbumincemia, and
<0.1% forhypematraemia. I paietstieated with nivolumab 1 mgy/kg in combination withpiimumab 3 m/kg in melanomo, the proporton o paients who experenced a worsening fom baseing o o Grade 3 o 4 lobrotory abnormality was asfollows: 2.8% forancemio (ol Grade 3), 1.2% forthombocytopaeni, 0.5% for leucopoerin, 6.7% for ymphopaeio, 0.7% for neutopaenia, 4.3% for inceased
ke phosphaase, 12.4% for increased AST, 15.3% for increased AT, 1.2% for ncreased om\ bilubin, 2.4% forincecsed cetinine, 53’nforhperg\ymemm 8.7% forinceased amylase, 19.5%for increased fpae, 1.2% forhypocalaemia, 0.2% each or hypemataemia undhyperm\tuemm 0.5% forhyperkalemio, 0.3% folhypermugnesnemiu, 4.8% forhypokaloemia,ond 9.5% for yponatcemic.
In potients reated with ivolumab 3 mgKg incombinafion with pfimumab 1 mg/kg in RCC and dMAR or SI § CRC, Ihepmpomonofpanemswhoexpemen(eduwmsenm from bosele t 00Glude30r4\ubnmowubnnrma\m/wususfu\\ows 4.3%forancemio (ol Grade 3), 0.8% for thrombocylopaeni, US%fm\euco oenia 5.3% for ymphapaerio, 1.1% or neutropaenia, 2.6% fo inceased okang
hosphatase, 6.7% fornceased AT, 7.8% forinceased AL, 1.8% forincreased ftol biubin, 2.3% for increasd cratining, 7.2% fo hyperglycaemi, 2.2% fo hypoglyaemio, 1.1% fornceased amylase, 20.2% forincrased ipase, 0.5% for hypocalcasmi, 1.2% fo hypercalaemi, 2.2% 10|hyperku\uem|u 09% forhypermﬁ pesaemio, 0.3% for hypomagnesaemio 2.2% for hypokalemia,and 9,24 fr
hyponatraemic. I pofietsreated with rivolumab 3 m /g in combination it pimuma 1 my/kg in OSCC and MY, the proportion ofparens who experienced a worsening from baselinefo a Gade 3 or 4 lobrafory obnomalty was o ollws: 4.6% for anaemio, 1.0%fr thombocytopaeni, 1.2% for leucapoeni, 10.6% or lymphopaeia, 1.8% for neutropaenio, 3.2%fr increased kaline phosphotue,
.5% for incrensed AST, 6.7%for mceased LT, 1.2% Forincreased ot biliubin, 0.5% for increased reatining, 3.67% fo hy erg\y(uemiu,l.l%fmhvpog\ycuemiu, 5.6%f0r\'measedumy\use,IQ.S%forinueusedI'\pase,0,7%fmhypemmmemiu,lD.U%Imhyponunuem‘m, 8% forhyperkolaemia, 3.7% For hypokalgmio, 1.0% for ypercalcoenia, and 0.3% eachfo hypocalcoemia nd hypermagnesoemio.
In pafients teated with ivolumab 240 mg or 360 mg n combinafion it chemotherapy n OSCC and gastc, GE)or esophageal odenocarcinoma, he propartion of pafints who expeienced o worsning from baseine o a Grode 3 or 4 loboatory nomality was s folws: 16.3% for anaemin, 8% for Thmmbooﬂopuemu 11.5% leukopaenia, 15.4% forlymphopasio, 26.1% neutropoeni, 3.0% for
\'nueusedulku\'mephosphumse, 4.2 forinceased AST, 3.1% forinreased ALT, 2.3%f0f\'n(reoxedhilirub\'n,l.4%f0|intrensed(lemin'me,5.9%f0r‘m(reused amylse, 4.0% for increased pas, 0.8% orhypemataemia, 8.7% for yponataemia, 1.7% or hyperkaloemia, 7.4% for hypokaloemi, 1.0% orhyperclcoemi, 2.0% for hypocalaemia, 1.5% for hypomagnesaemio, 3.1%fo hyperglycaemia, and
% for hypoglycoemi. In afients reaed with ivolumab 360 me every 3 weeks in combinafion with pfimumab 1 mg/kg every 6 wesks nd chemotherapy in NSCLC, the proporion of potients who experienced a worsenng fiom boselne to a Grode 3 r 4 loborotory bnormality was s fllws: 9.2% foranaemio, 4.3% for hrombocytopaeria, 9.6% for \eum noeni, 5.8% fo lymphopaenia, 14.7% for
neunopuemu 1.2% for nceased ool phosphatase, 3.5% fo inceased AST, 4.3% ornceased ALT, 0% for incrsased ool birbin, 1.2% Forincrased eatinine, 7.1% fo hyperglycoemi, 0% for hypoglycoemi, 6.7% for inceased amylase, 11.9% for increase pase, 1.4% forhypocolaemio, 1.2% for bypecalcaemi, 1.7% furhyperkuluemm 0.3% forhypemagnesaemin, 1.2% for hypomagnestemio
3.5% forhypokalaemia, and 10.7% forhyponatraemic. In pfients eated with nivolumab 240 mg n combinafion withcobozanfin 40 me in RCC, he proporfion ofpafiens who experienced a woseningfrom boselin to a Gade 3 or 4 aboraory normlity wsas folows: 3.5% for anaemi (ol Grade 3), 0.3%for hrombocylopaenia 0.3% or eucopaenia, 7.5% for hymphopaenio, 3.5% fo neutapeeni,
3 2% for ncreased alaline phosphatase, 8.2% foHnueusedAST 10.1% forincreased AL, 1.3% for inceased foolbifrubin, 1.3% orincreased creaining, 11.9% forincreased amylas, 15.6% forincreased ipase, 3.5% forhyperglycaemi, 0.8% fo hypoglycoemia, 2.2% for hypoclcaemin, 0.3% fmhypena\(uemm 54% forhyperkaloemio, 4.2% fo hypemagnescemi, 1.9% forhypomognesoemia 3.2%
for bypokalogmio, 12.3% fo hyponatraemi, and 21.2% for bypaphosphatoemia. Immunogeniciy Of he 3529 patiens who were eated with nvolumab monatherapy 3 mg/kg or 240 mg every 2 weeks und uoloble fo the presence of nfipoduct anibodie, 328 patiens (9.3%) tested posiive foreatment emergent anf productantbodis with 21 patients (0.6%) tesing posive fo neutaling
antbodies. Coadminishoion with chemotheropy did ot ffectnvolumab immunogenicy. OFthe pafints who were eated with ivalumab 240 me every 2 weeks or 360 g every 3 weeks in combination wih (hemmhempy and evoluoble for the presence ofanfroductanthodes, 7.5% tested psiie for reatment emergent onfproductnibdies with 0.5% feted posive for neualising anfibodie. Of
the pafiens who were tieated with nvolumabin combinaton with imumab and evaluable for the pesence of antolumab antbodes, the incidence of antiolumab antbodies was 26.0% with nivolumab 3 mg/kg and pfimumab 1 mg kg every 3 wesks, 24.9% with ivolumab 3 mg /K every 2 weeks ond inimumab 1 mg/Kg every 6 weeks, nd 37.8% vithnivolumab 1 mg/kg and fimumob
Smg/kg iy 3 wesks. The inidence of neutlising antbodies ogainst ivolumab was 0.8% with n|v0\umuh3mg/kg and pfimumab 1 m/kg every 3 wesks, 1.5% with nivoumab 3 mg kg every 2 weeks ond pfimumab 1 m/kg every & wesks, and 4.6% wih nivolumab 1 mg/kg and |p||\mumuh3mg/kg iy 3 wesks. OF potients evolable fo te presence of anipiimumab antbodie, the
incidence of anipimumab antbodies onged fiom 6.3 to 13.7% and neutralising anibodies againt pimumab ranged rom 0 to 0.4%. O the pofiens who were fieoted wih vl in combinafion with fimumab and chemotherapy and evluable for the presence ofantnvelumb anthodes r neutalising onthodes oganst rivolumab, the ncidence of aniaivolumab ot \hod\es wos 33.8% and the
incidence of nerlising anfibodies wes 2.6 (Ofthe pafients who were eated with nvolumab in combinafon with pfmumab and (hemolhempy and evluobl orthe prsence of antpimumab anfbodies o neualisng oniodies agoist pfimumab, the mudente ofanpimumab anbodies wos 7.5%, nd the neutolsing unﬂhod\'es wias 1.6%. Athough the clearance ofvolumab was incased by 20%
when anfiivolumatranthodes were present, tere wos no evidence of los ofeffcacy or leed toicty profle in The presence ofnivolumab anfbodies bosed on the pharmocokinfic and exposuretesponse analyss for both monotherapy and combinaion. Poedti populunon Only fimited sfety dota o ivolumab as monotherapy or in combinaion with inimumab n chiden below 18 years of ge re
avlobl (see secion .1). No new ofey signals were observedinciniclstudy CA209908 of 151 paediatic pofiens with highgrade prmry centol nervous system (CNS) molignences, elfive fo doo ovalbl in adult sudie ocoss incicfions. ey No ovraldfrences insofefy were reported befween ederly (> 65 year) and younger paiets (< 65 years). Dt fom SCCHN, adjuvont melanome,
and odjvant OC or GEIC potiens 75 yeors ofage orolderur foo fmied o drow conclusons ontis population (see secion 5.1). Dota from MR o MSI K CRC patients 75 yeos o oge o olde re it (see secion 5.1). Dota from cHL patens 85 yeors of age or older o fo fmited to drow conclusions o fis populafon see secion 5.1). I WP pofiens, thre ws o higher re o srous odverse
reocions and disconfinuaion e due fo adverse reacions n pafiens 75 yeors o ageorolder (68% and 35%, respetvly) reltivefo ol paients whoreceved ivolumab n combination with pfimumab (54% and 28%, respctively). Fr atiens eated withnivolumab n combination with cobozanfn, dot from RCC pafints 75 yearsof age or older re foo fmited o dw condusions on fis populafion
(see section 5.1). Hepatic o renalmpaiment nthe non-squomous NSCLC sudy (CA209057), the sofey roflein parients with beseie enalor hepaticimpaiment wos comparabl o hat n the veralpopulotion. Theseresulsshouldbe interpreted withcouton ue o the smlsample size withinthe subgroups. Reporing ofsuspected odversereacion Reporing suspected advers reactionscfer authriseton
of the medicinal productis mportont, ollows confined moritring ofte benefitisk bolone ofthe medicinal pmdun. Healthare professionals ore asked foreport any suspected odverse teacfions via the national reprting system fisted i fisted in Appendx V. 7. MARKETING AUTHORISATION HOLDER Bisto-yers Squibb Pharma EEIG Plozo 254 Blonchardstown Corporate Park 2 Dublin 15, D15
1867 Ilond 8. MARKETING AUTHORISATION NUMBER(S) EU/1,/15/1014/001 EU/1/15/1014/0026U/1/15,/1014/003 EU/1/15/1014/004 9. DATE OF FIRST AUTHORISATION /RENEWAL OF THE AUTHORISATION Date o fistauthorisation: 19 June 2015 Dateof st renewal: 23 Apr 2020 10, DRUG DISPENSING CLASSIFICATION Medicinal product
ubject o testicted medicel presciption 11, DATE OF REVISION OF THE TEXT 01 september 2022. Detaled nformafion on this meiinolproducis ovalbl on the webste ofthe Evapean Medicnes Agency ity / /v emo.europo.eu
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