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Mapouoiaon KAWIKNC nepimtwonc 1

 [uvaika, 73
e a/a ZAT2, AY,

* MEeTAOTATLKO LEAAVWHOL UTTO
nivolumab + ipilimumab

* JUMMETPLKN TtoAvapBpitida
tumou PA = Awakomn
avoooBeparneiog

* AutAd opoBeTIKN

e Kapio avtamnokpion og GCs
+MTX 20mg

* MpooBnkn tocilizumab = LDA

Mpaypatikod meplotatiko , Movada Peupatoloyiag kot KAwikng Avooohoyiag, NN ATtikov



Mapouaciaon KAWLKNC TtEpUmTwonc 2
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* MAakwdec ca Aapuyya
=2 XMO/ AKO kot
nivolumab yLa
ouvtnpnon

* JUMUMUETPLKN
rnioAvapBittda MK,
Edd, NXK, yovatwv

e ApPVNTLKOG
QVOOOAOYLKOC €AEYXOC

Mpaypatikod meplotatiko , Movada Peupatoloyiag kot KAwikng Avooohoyiag, NN Attikov
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MpoBAnuatiopotl

Etvat dokipun n xoprnon bDMARDSs ;
Y€ TtoLOV a.oBevn;

Moo bDMARD;

Anti TNF vs Anti IL-6 ;

Kivbuvol kot opeAN ;



KatevBuvtnplec odnylec

EULAR- ESMO

J. Haanen et al.

ASCO

Management

All grades.

Clinicians should foliow reports of new joint pain to determine if 1A is present. Question whether symptoms new since
recewving ICPL.

Symptom grade

Assessment and investigations

Document joint or muscle inflammation: joint
swelling, ESR, CRP. CK level, X-ray and US of

Grade 1: mild pain, ints, anatysis of synowial fluid if possible;
weakness consider autoimmune blood panel, including ANAs,
RF, anti-CCP and consider HLA-B27 testing
if spine affected’
Reter to rheumatologist

Grade 2: moderate pain, stiffness
and/or weakness miting
instrumental ADL

Assessments and investigations as for grade 1

In case of no response, consider imaging (US. MAI

CTscan) of refractary arthritis and suspician of
metastatic lesions or septic arthritis
Cansider ANGA and imaging (PET-CT) for
refractory PMR

Girade 3: severe pain, stifiness and/or
weakness limiting self-care ADL

Refer to rheumatalogist
hssassments and Investigations as for
grades 1and 2

-

Grads 4 life-threatening consequences

Refer ta theumatologist
Assessments and investigations as for
grades 1and 2

Management escalation pathway

Continue ICI therapy
Start anaigesi for NSAIDS
Refer to rheumatologist if no improvement in arfhrakgia

8]

Arthralia:
* Asfor grade 1
Inflammatory arthritis-PMR [1V, A]*
* Confinue IC1 therapy
Start prednisona r-requrmlm 10-20 m, dayam consider higher

meth te, azatfioprine,
inhibfor; sansider TMF a inhibitor if fasciitis

Inflammatary anthi LAl
rgrade 2, but temporarity withhold ICI therapy
i A]

L i
= VG = plasma exchar
« Trgat response of ng

Myositis [IV, A]:
* Ag for grade 3

G1: Mild pain with inflammation, enythema, or joint
swelling

Continua ICP
Initate analgesia with acetaminophen andior NSAIDs.

G2: Moderate pain associated with sgns of
inflammation, erythema, or joint swelling: limiting
instrumental ADL

Consider holding ICPL

Escalate analgesia anc consicer higher deses of NSAIDS as needed

If i initiate i 10-20 msld or equivalent,

Ifimpewament. slowtaperaccarding 4-Bweeks If tafterinibal 4 weeks tredt a5 G3.
I unable to lower corticosteroid dose ta below 10 mg/d after 6-8 weeks, consider DMARD.

Consider intra-arbicular steroid injections for large joints.

Referral to rhaumatology.

53-4: Severe pain associated with signs of
inflammation, erythema, or joint swelling:
wreversibie joint dama, isabling: and imiting

Hold ICPI temporarily and may resume in consultation with rheumatology, if recover 1o =< G1
Initiate cral prednisone 0.5-1 mg/kg.
I failure of improvernent after 2 weeks or worsenirg in meantime. consicer synthetic or biclegic DMARD,

Bryan J. Schneider et al , 2021, J. Hageen et al, 2022

seif-care ADL Synthetic: leflunomide, by chioroquine, and s alone or in combination.
Bolagic Consider anticyiokine therapy such as TNFa or 1L 6 ant ists Note: Asa cauton, ILGinhibtion can causeiniesinal
peromton.' Although ths is exiremely rar, it should nat be used in patients with concomitant immure-related colitis
Referral to rheumatolozy
Additional considerations

Early recognition is critical to avoid enosive joint damage.

Corticasteroids can be used as part of iniial therapy in 1A, but because of ikely

earlier than one would with other irAEs.

traatment req i should cansider starting steroid-sparing agents

Oligoarthritis can be treated early on with infra-anticular sternids, conskder early referral.

Avvartoal va xopnynOet anti-IL6
(preferd ESMO) ) anti- TNF

aKopa

Kal padi pe tnv

avocoBeparneia!



Production of new or existing
auto-antibodies (such as GNAL,
ITM2B or PB180)
Increased levels/influx

of pro-inflammatory

cytokines
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Sullivan , Weber Nat. Rev. Drug Discovery , 2022



» irAEs
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Bukhari S et al. Single-cell RNA sequencing reveals distinct T cell populations in immune-related adverse events of checkpoint inhibitors. Cell Rep Med. 2023 Jan 17;4(1):100868.
Chatzidionysiou K. et al, Treatment of rheumatic immune-related adverse events due to cancer immunotherapy with immune checkpoint inhibitors—is it time for a paradigm shift? Clinical Rheumatology 2021



Clinical trials- Real world evidence

> Eur J Intern Med. 2021 Nov:92:87-94. doi: 10.1016/j.ejim.2021.07.016. Epub 2021 Aug 12
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Clinical trials- Real world evidence

EUGAEEIEENY Recniting |

PD-1 Antibody Therapy + Infliximab for Metastatic Melanoma
Conditions

Metastatic Melanoma

Locations

Boston, Massachusetts, United States

LSUAEYON Withdrawn

An Investigational Study of Infliximab With Prednisone or Methylprednisolone
Versus Prednisone Combination Treatment in Immune Related or Severe
Diarrhea in Patients Treated With Yervoy and/or Opdivo

Conditions
Lung Cancer Melanoma  Renal Cell Carcinoma
Locations
Los Angeles, California, United States Aurors, Colorade, United States
Tampa, Florida, United States Atlanta, Georgia, United States

Show sll 10 locations

[ ncroszaazss
TNF-Inhibitor as Immune Checkpoint Inhibitor for Advanced MELanoma

Conditions

Melanoma

Locations

Toulouse, France

SIS Recruiting |

IAdding Certolizumab to Chemotherapy + Nivolumab in People Who Have Lung
Cancer That Can Be Treated With Surgery

Conditions
Lung Cancer  Lung Cancer Stage |l  Lumg Cancer Stage Ill

Locations
Basking Ridge, New Jersey, United States Middletown, Mew Jersey, United States
Montvale, Mew Jersey, United States Commack, New York, United States

Show all 7 locations

Clinical/translational cancer immunotherapy
Original research

Management of infliximab refractory immune checkpoint inhibitor
gastrointestinal toxicity: a multicenter case series &
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Take home messages

AVETULOUNTEC EVEPYELEC ATIO TO LUOOKEAETLKO =2
riolotnTa {wNG Kol BepareuTIKO MAAVO

Mn avtanokpion o GCs + DMARDs =2 xprion b
DMARD

Tocilicumab R AntiTNF (INF)

YKEYPN Kol yla cuyxopnynon avoocoBepareiog Ue
bDMARDs
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