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Immune checkpoint-induced arthritis
Tocilizumab vs Corticosteroids
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|Cl-inflammatory arthritis

* Clinical presentation

* Mono, Oligo polyarthritis
* Tenosynovitis

* Only 13 to 16% are acute
e 87% are chronic even with ICl discontinuation

Ladouceur et al ACR open
Rheum 2025



|Cl-Polymyalgia Rheumatica

*Scapular and pelvis involvement

* Can occur without CRP
* Can only be a PET CT finding.
e Often associated with arthritis

* Less persistence than arthritis



Soluble IL-6 receptor TOC ilizumab
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 Has been used off label for the treatment of irAE even other than
arthritis with good efficacy and tolerance

* Widely used for the management of CAR-T cell toxicity without
loosing efficacy

Campochiaro, et al. Eur Jour of Inter Med 2021
Dimitriou et al. Eur Jour Can 2021.
Stroud, et al Journal of Oncology Pharmacy 2019



CRP is associated with lower
ielanom response rate to ICl

A Baseline CRP Levels
(Nivo)
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0 6 12 18 24 30 36 42 A48
Months

No. at risk
<Median 99 94 77 68 60 56 53 47 46

Median CRP 5,5

Laino AS, et al. J Immunother Cancer 2020

* Target IL-6 could be an interesting way
to improve response to ICl therapy.



A high peak dose is less favorable than a high

cumulative dose for cancer survival
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MTX vs TNF vs IL6R a retrospective study
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The decoupling effect of tocilizumab :

Helps ICI efficacy while controlling autoimmunity
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Tocilizumab prevents relapse during ICI

rechallenge
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IV treatment with tocilizumab 8mg/kg /2weeks
Effective to prevent rheumatologic relapse but not colitis
Longer ICl treatment with TCZ (206 vs 113 days) Petit et al Ann Oncol 2025



Tocilizumab + IPI+ Nivo Melanoma

Latest data
10 patients with 162mg weekly for 6w then /2weeks 6 weeks

40% G3/4 irAE median 4.9 weeks
Liver (20%)
Colitis (10%)

ORR 70% vs 56% for Toci every 2 weeks
ORR 75% with patients with high LDH.

Anouti et al ASCO 2024



CITAR: Checkpoint Inhibitor Treatment of

ARthritis

Phase 2

Randomized

Open

Superiority

Multicentric (Sweden, France (Bicétre, Bordeaux, Brest,
Strasbourg) Germany, the Netherland )

First line

106 patients 53 in each arm



Design of the CITAR study

Primary endpoint
CDAI =10

|
ArmA I

GCs ————
N =50 % I
- Full dos Tapering h Discontinuation

ICl induced
arthritis

Screening

_ Taperlng Discnntinuation

162mg s.c. weekly 162mg s.c. every othe-

week
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Baseline 8 weeks 12 weeks 16 weeks 24 weeks



Inclusion criteria

Any cancer treated with ICl mono or combo
A least 2 swollen joints and CDAI>10

Tender joints, Swollen joints, patient and physician VAS
Patients with less than 7 days of steroids

Patients should be screened before steroid treatment



Exclusion criteria

Prior inflammatory rheumatic disease

Concomitant life-threatening irAE requiring steroids
Steroids for oncologic manifestation that cannot be stopped
Other immunosuppressive therapy

History of diverticulitis

Neutropenia<1000



Primary
% of patient CDAI<10 at week 16.
Secondary

% of patient CDAI<10 at week 16 with O mg steroids
PFS and OS at week 24

Total number of missed ICI| treatments



Ancillary analysis

Design with treatment stop allows
Prediction of chronicity

Prediction of response to Tocilizumab

Sc RNA seq
PBMC
synovial fluid
Synovial biopsy (optional)



Take-home Messages

IL-6 is an interesting target for rheumatologic irAE.

Hypothesis

Might uncouple anti-tumor response and efficacy on irAE.

Substantial improvement in anti-tumor response remains to
be demonstrated in melanoma

Randomized trial are required to establish benefit.



CITAR Trial

2 swollen joints
Inclusion before steroid initiation

IGR ligne directe 2 25 22 Clea Bardon



