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Background Potential associations between

targeted therapies and a new cancer in patients with
inflammatory arthritis (IA) and a previous malignancy are
a frequent concern in daily rheumatology practice.
Objectives To develop points to consider (PTC) to
assist rheumatologists when initiating a targeted therapy
in the context of a previous malignancy.

Methods Following EULAR standardised operating
procedures, a task force met to define the research
questions for a systematic literature review and to
formulate the overarching principles (OPs) and the PTC.
Results The group formulated five OPs; seven PTC were
formulated concerning the initiation of targeted therapies
in patients with active IA and a previous malignancy in
remission and one PTC concerning patients with active
IA who were not in cancer remission. Major themes
included (a) the need to assess the individualised risk

of cancer recurrence based on the characteristics of

the patient, cancer and the underlying disease; (b)

the importance of engaging with specialists caring

for cancer and defining treatment based on a shared
decision between the patient and the rheumatologist;

(c) the value of initiating without delay an appropriate
targeted therapy for the treatment of the IA in patients
in remission of their cancer; (d) the proposal to use
Janus kinase inhibitors and abatacept with caution and
in the absence of therapeutic alternatives, based on the
absence of any data concerning their use in the context
of previous malignancy.

Conclusion The 2023 EULAR Points to Consider
provide guidance on the management of targeted
therapies in patients with IA and a previous malignancy.
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In inflammatory arthritis (IA), the availability and
use of targeted immune-modulatory therapies
(biological and targeted synthetic disease-modifying
antirheumatic drugs (b/tsDMARDs)) have been
increasing since the approval of the first mechanism
of action targeted therapy (a tumour necrosis factor
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WHAT IS ALREADY KNOWN ON THIS TOPIC

= Potential associations between targeted
therapies in patients with inflammatory arthritis
(IA) and malignancy are a frequent concern in
daily rheumatology practice.

= No specific framework has been proposed to
weigh the benefit/risk balance of initiating or
reinitiating a targeted therapy in patients with
IA and a history of cancer.

WHAT THIS STUDY ADDS

= The 2023 EULAR Points to Consider provide
practical guidance on the management of
targeted therapies in patients with IA and a
history of cancer. One of the main points is
the importance of initiating without delay, an
appropriate targeted therapy for the treatment
of the IA in patients in remission of their cancer.

HOW THIS STUDY MIGHT AFFECT RESEARCH,
PRACTICE OR POLICY

= The results of this collaborative work will aid
daily rheumatology practice and enhance
therapeutic decision-making for patients with
a history of cancer who are starting targeted
therapy for |A. Patients may benefit from this
initiative.

(TNF) inhibitor) in the late 1990s." The term ‘IA’
refers to rheumatoid arthritis (RA), spondyloar-
thritis and psoriatic arthritis.

Similar to several other autoimmune or inflam-
matory diseases, IA has been associated with an
increased risk of malignant lymphomas. Indeed,
IA has been linked to an increased risk of some
cancers, directly due to inflammation or auto-
immunity and indirectly via comorbidities and/
or shared risk factors for IA and cancer, such
as smoking. Targeted therapy drugs act to bring
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down disease activity in IA but might also confer specific risks
of malignancy.?

For instance, corticosteroids and conventional synthetic
DMARDs (csDMARDs) such as methotrexate and azathioprine
may increase the risk of (most notably) non-melanoma skin
cancers.® The putative association between b/tsDMARDs and
cancer raises some concerns because the targeted treatments are
more recent and thus less well studied in this respect but also
because of the complex role of cytokines, lymphocytes and other
aspects of immune competence in the pathogenesis of cancer, the
clinical significance of which remains to be fully understood.*

For instance, TNF-q, targeted by TNF inhibitors, has a dual
rale in cancer with both anti- and pro-cancer effects, and TNF-o
signalling plays a pathogenic role in some cancers.’ Interleukin 6
(IL-6) directly stimulates the proliferation of cancer cells via acti-
vating signal transducer and activator of transcription 3 (STAT3)
and subsequent promotion of cell-cycle progression. In human
melanoma, IL-6-activated STAT3 enhances the proliferation of
metastatic cells and contributes to invasion and angiogenesis.®
Of note, neither TNF-a-* nor IL-6-knockout mice’ seem at risk
of cancer.

B lymphocytes play different roles depending on the type of
malignancies. In B-cell lymphomas, tumorous B cells represent
the target cells and B-cell depletion by anti-CD20 such as ritux-
ithab, approved for the treatment of lymphoma and also for the
RA and ANCA-vasculitis, is a crucial part of the cancer treatment.
In contrast, in solid malignancies, B cells might contribute to the
antitumoral immunity. Presence of peritumoral B-cells, located
within peritumoral germinal centres, before cancer treatment,
is predictive of a better survival.®* In addition, B-cell depletion
décreases the efficacy of immune checkpoint inhibitors (ICls)
in animal models.'® Presence of peritumoral B-cell infiltrates is
agsociated with increased survival in patients treated with ICIs."!

Cytotoxic-T-lymphocyte-associated protein 4 (CTLA4)-Ig is
established in the management of RA, but treatment with anti-
badies against CTLA4 is successful in patients with certain meta-
static cancer entities by stimulating antitumoral immunity.'*™*

Adding to the above uncertainties is the fact that with the
improvement in cancer survival”® (and an ageing population),
the number of patients with IA and an ongoing or recent history
of malignancy is increasing. Therefore, in clinical practice, the
potential association between targeted antirheumatic thera-
pies and the recurrence of a past cancer in patients with 1A is a
growing concern. These concerns extend to the initiation of b/
tsDMARD:s in patients who were previously naive to such ther-
apies (but with a history of cancer) and the re-initiation of b/
tsDMARD:s in patients who discontinued such treatment at the
time of a cancer diagnosis.

This issue is shared by patients, primary care physicians, rheu-
matologists, dermatologists, gastroenterologists and oncologists.
Observational data on the incidence of new cancer in patients
with IA and a history of cancer who received b/tsDMARDs and
those who received a ¢sDMARD are limited. A recent study
suggested that reluctance to use a targeted therapy in patients
with RA and a history of cancer was associated with more
frequent use of rituximab (reflecting a channelling bias with its
use in the treatment of non-Hodgkin’s lymphoma). The study
also suggested that fear of cancer recurrence induced by b/
tsDMARDs might result in undertreatment of some patients.'®

International expert guidance regarding the use of b/
tsDMARD:s in patients with a history of cancer and inflamma-
tory or autoimmune disease is limited."” ™"

There is an unmet need for an evidence-based framework to
guide clinicians on the benefit/risk balance when initiating or

reinitiating b/tsDMARDs in patients with IA. EULAR Points to
Consider offers a methodology and an opportunity to gather
patients, clinicians, epidemiologists and onco-rheumatologists
to formulate recommendations, overarching principles (OPs)
and points to consider (PTC) for this topic. Hence, the current
initiative aimed to develop PTC to assist rheumatologists when
initiating/reinitiating b/tsDMARDs in the context of IA and a
history of cancer.

In line with the EULAR standardised operating procedures
(SOP),? the Task Force consisted of 27 members of the required
categories, including the steering committee, experts (with one
oncologist), two EMerging EUlar NETwork representatives and
two patient representatives. All members disclosed their poten-
tial conflicts of interest before starting the process. Due to the
COVID-19 pandemic, the project initiation was delayed and
the Task Force first met online to define the research questions
for a systematic literature review (SLR). The SLR was set to
encompass patients with a history of cancer, regardless of time
since cancer diagnosis and regardless of the status of cancer (in
remission or not in remission), treated with any targeted therapy
for IA, inflammatory bowel disease (IBD) or inflammatory skin
disease.

Two fellows (ES and JM-C) conducted the SLR under the
guidance of the methodologist (AF) and co-methodologist (KL).
Papers published from January 2010 to 15 July 2022 were
considered. The evidence summarised in the SLR was presented
to the Task Force using tables summarising the findings and
assessing the risk of bias. The SLR is published separately but
with the present manuscript, forms an integral and inseparable
part and should be read as such.?'

During the subsequent face-to-face meeting, the Task Force
was informed by the SLR, which focused on the incidence of new
or recurrent cancer in patients with IA and a history of cancer
who received targeted therapies as opposed to csDMARD:s.
The Task Force also considered recent translational data on
cancer immunopathogenesis, the incidence of cancer in patients
receiving b/tsDMARDs and no history of cancer, and the use of
b/tsDMARD:s in patients with ICI-related flare of a pre-existing
autoimmune disease or ICl-related induced inflammatory or
autoimmune disease (in patients with no pre-existing autoim-
mune disease).

We included all b/tsDMARDs with European Medicines
Agency (EMA) approval for any IA. The included drugs were
the four TNF-o-specific monoclonal antibodies adalimumab,
infliximab, golimumab and certolizumab pegol; the TNF-
receptor fusion protein, etanercept; the anti-CD20 monoclonal
antibody, rituximab; the IL-6 receptor (IL-6R)-specific mono-
clonal antibodies tocilizumab and sarilumab; the two IL-17A-
specific monoclonal antibodies secukinumab and ixekizumab;
the IL-17A/F-specific monoclonal antibody bimekizumab; the
IL-12/23 (p40)-specific monoclonal antibody ustekinumab; the
two IL-23 (p19)-specific monoclonal antibodies guselkumab and
risankizumab; the CTLA4-Ig fusion protein, (inhibiting cluster
of differentiation 80/86 (CD80/86)) abatacept; the IL-1 receptor
antagonist anakinra; and the Janus kinase (JAK) inhibitors tofac-
itinib, baricitinib, filgotinib, upadacitinib.

The steering committee prepared proposals for OPs and PTCs
that were discussed and refined by the entire group during the
Task Force meeting. Following the EULAR SOP, consensus was
accepted if >75% of the members voted in favour of the state-
ment in the first round, >66% in the second round and >50%
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Table 1 EULAR Points to Consider for the initiation of targeted therapies in patients with active inflammatory arthritis and a history of cancer

LoE LoA mean (SD) LoA =8/10 (%)

Overarching principles

A These PTC are underpinned by the EULAR recommendations for the management of inflammatory arthritis (ie, RA, SpA) NA 9.6 (0.7) 96

B New-onset or recurrent cancer can occur in patients with inflammatory arthritis with a history of cancer NA 9.9(0.2) 100

C Individualised risk of cancer recurrence needs to be assessed based on the characteristics of the patient, cancer and the NA 9.8 (0.6) 100
underlying inflammatory arthritis

D  The rheumatologist is responsible for the management of patients with inflammatory arthritis and a history of cancer ~ NA 96

E  Treatment of patients with inflammatory arthritis and a history of cancer should aim at optimising outcomes and must ~ NA 9
be based on a shared decision between the patient and the rheumatologist

Points to consider

1 Treating inflammatory arthritis effectively in patients with a history of cancer is important to reduce the potential 5 8.9(2.1) 85 |
associated risk of malignancy

2 The risk of complications associated with undertreated inflammatory activity should be balanced against the potential 5 9.8 (0.5) 96
risk of targeted antirheumatic therapy-related cancer recurrence

3 The rheumatologist should engage with other specialists caring for cancer for the co-management of patients with 5 9.5(1.1) 96 \
inflammatory arthritis and a history of cancer

4 Appropriate targeted antirheumatic treatment can be initiated without delay in patients with cancer in remission 4 9.4(0.9) 92

5 In patients with a history of cancer, JAK inhibitors and Abatacept may be used with caution and only in the absence of 5 8.9 (1.1 84
therapeutic alternatives

6  When targeted antirheumatic therapy is indicated in patients with a history of solid cancer*, TNF inhibitors may be 4 9.2(1.3) 88 \
preferred over other treatment options

7 When targeted antirheumatic therapy is indicated in patients with a history of lymphoma, B-cell-depleting therapy may 5 9.3(1.1) 92
be preferred over other treatment options

8 In patients with a malignancy not in remission and active inflammatory arthritis, the decision to start targeted 5 9.8 (0.5) 100 I

antirheumatic therapy should be based on a shared decision between the patient, the specialist caring for cancer and

the rheumatologist
*This PTC does not concern melanoma.

JAK, Janus kinase; LoA, levels of agreement; LoE, level of evidence; PTC, points to consider; RA, rheumatoid arthritis; SpA, spondyloarthritis; TNF, tumour necrosis factor.

in the third round. The level of evidence (LoE) and grade of
recommendation was based on the Oxford Levels of Evidence.**

Following the meeting, final PTC were then circulated among
the Task Force members for an anonymous vote on the levels
of agreement (LoA) to display the strengths of recommendation
for each OP and PTC on a scale from 0 to 10 (with 0 indicating
complete disagreement and 10 total agreement). In addition to
the LoA, we present the mean (SD) LoA and percentage of votes
that scored =8 for each entry.

New issues arising during the Task Force meeting were added
to the research agenda presented in this paper. The final manu-
script was reviewed and approved by all Task Force members
and by the EULAR Council.

General aspects

The detailed findings of the SLR are presented in a separate
publication.”! However, pertinent results of the SLR will be
presented in the detailed explanation of each PTC. Five OP and
eight PTC were formulated (table 1). All OPs and PTCs concern
patients with an active rheumatic disease, having insufficient
control of disease activity. PTC 1-7 concern patients in cancer
remission, PTC 8 concerns patients not in cancer remission.

Overarching principles

The Task Force used OPs to provide insights into the general

management of cancer in IA. The following principles pertain

to fundamental understandings that require no specific evidence

levels.

A. These PTC are underpinned by the EULAR recommendations
for the management of 1A (LoE NA; LoA 9.6 (0.7)).

This EULAR initiative focuses on the specifics of managing
IA in the context of a history of cancer. All the present PTC
are concordant with EULAR recommendations for RA, spon-
dyloarthritis and psoriatic arthritis. For instance, EULAR
recommendations for RA apply also to patients with RA and
a history of cancer. The current point to consider thus aims
to complement disease-specific EULAR recommendation$
and provide guidance on specific aspects related to treatment
in light of a history of cancer.

. New-onset or recurrent cancer can occur in patients with 1A

with a history of cancer (LoE NA; LoA 9.9 (0.2)).

In these PTC as in most publications on this topic, the Task
Force suggested not to distinguish between the incidence of a
new cancer, histologically distinct from the previous cancer,
and a recurrent cancer. The Task Force further decided not to
distinguish ‘cancer’ and ‘malignancies’, which were consid-
ered equivalent. The term cancer is used going forward. All
OPs and PTC, except PTC 8, concern patients who were suc-
cessfully treated for cancer and are considered in remission
when antirheumatic therapy is discussed. That is, apart front
PTC 8, the present initiative does not concern active cancer,
cancers not in remission or indolent cancers.

. Individualised risk of cancer recurrence needs to be assessed

based on the characteristics of the patient, cancer and the un-
derlying inflammatory arthritide (LoE NA; LoA 9.8 (0.6)).

The characteristics of the individual are crucial to take into
account risk of recurrence and include comorbidities, life-
style (eg, smoking, alcohol) and the patient’s self-evaluation
of disease activity and treatment goals for the IA (figure 1).
The characteristics of cancer (such as type, histology, stage,
anti-cancer treatment and any previous relapses) are also
important to consider. Of note, the SLR showed that very
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limited data were available regarding the risk of recurrent
cancer in patients with specific cancer types/subsets such as
melanomas. The SLR also showed that follow-up after initi-
ation of a targeted therapy and duration of exposure to tar-
geted therapies were limited. Finally, the type of IA including
previous treatments, physician’s assessment of disease activi-
ty, severity and prognosis (risk of damage), and the available
therapeutic alternatives (other than targeted therapies) also
need to be considered. The SLR showed limited data on IA
other than RA.

The rheumatologist is responsible for the management of
patients with IA and a history of cancer (LoE NA; LoA 9.7
(0.7)).

The Task Force highlighted the pivotal role of the rheumatol-
ogist. The responsibility of the rheumatologist includes ex-
pertise in the IA and antirheumatic drugs, the evaluation of
IA disease activity, and the interactions with the patient, the
patient’s primary care physician and the specialist in charge
of the cancer treatment.

Treatment of patients with 1A and a history of cancer should
aim at optimising outcomes and must be based on a shared
decision between the patient and the rheumatologist (LoE
NA; LoA 9.7 (0.8)).

The Task Force underscored the importance of optimising
outcomes, which entails minimising the risk of cancer recur-
rence, enhancing the patient’s quality of life, optimal control
of disease activity and comorbidities, prevention of damage,
and optimisation of comedications (aiming at decreasing/dis-
continuing non-steroidal anti-inflammatory drugs (NSAIDs)
and corticosteroids).

Furthermore, the Task Force felt it was crucial to promote
shared decision-making (figure 1). This ensures that the pa-
tient is clearly informed by the rheumatologist and oncolo-
gist of the prognosis of the IA and the potential risk of new

~

Initiation without delay of
a targeted therapy

Initiation of a targeted therapy in a patient with active inflammatory arthritis of successfully treated cancer in remission.

cancer. The patient’s information and perception of the bal-
ance between potential benefits of targeted therapy and po-
tential risks of new cancer must be taken into account.

Individual PTC
The Task Force proposes eight specific PTC.

1. Treating IA effectively in patients with a history of cancer is
important to reduce the potential associated risk of malignancy
(LoE 5; LoA 8.9 (2.1)).

The Task Force stressed the significance of understanding that
chronic inflammation can increase the risk of some cancers.”
Autoimmunity, if left untreated or undertreated due to a history
of cancer, also represents a risk factor for cancer. This is partic-
ularly well demonstrated for lymphoma in patients with RA,
indicating that the risk increases with disease activity but not
with the use of DMARDs.** Therefore, the Task Force empha-
sised that treating IA effectively might contribute to decreasing
the risk of new malignancy or malignancy recurrence in patients
with a history of cancer.

2. The risk of complications associated with undertreated
inflammatory activity should be balanced against the potential
risk of targeted antirheumatic therapy-related cancer recurrence
(LoE 5; LoA 9.8 (0.5)).

The Task Force emphasised the importance of recognising
the multifaceted risks conveyed by undertreated 1As, beyond
the risk of cancer-related to chronic inflammation and ongoing
autoimmunity. Specifically, undertreatment of IA leads to irre-
versible joint damage and function with consequent impaired
quality of life. In addition, persistent inflammation is associated
with wider comorbidity, notably, increased risk and mortality
due to cardiovascular complications, infection risk and compli-
cations related to increased use of analgesics, NSAIDs and
corticosteroids.
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Therefore, the risk of cancer associated with treatment must be
balanced against the risk of undertreating chronic inflammation.

3. The rheumatologist should engage with other specialists
caring for cancer for the co-management of patients with IA and
a history of cancer (LoE 5; LoA 9.5 (1.1)).

The Task Force underscored the importance of the rheumatol-
ogist establishing connections with specialists caring for cancer
(ie, oncologist, haematologists, cancer organ specialists such as
pulmonologists, dermatologists, gastroenterologists). The rheu-
matologist should inform the oncologist of the characteristics
of the patient and the underlying IA, risk of damage and other
complications if the IA is left undertreated, and available ther-
apeutic options. The term ‘co-management’ also empbhasises
the role of the oncologist, who best appreciates the risk of new
incident cancer/cancer recurrence according to cancer-specific
prognostic factors® ¢ and patient characteristics. This co-man-
agement aims at reaching a consensus on the benefit/risk ratio of
initiating (or re-initiating in case of treatment discontinuation at
the time of cancer diagnosis) a targeted therapy in patients with
a history of cancer, including a consensus on the choice of the
targeted therapy drug, that will be presented to the patient for
shared decision.

4. Appropriate targeted antirheumatic treatment can be initi-
ated without delay in patients with cancer in remission (LoE 4;
LoA 9.4 (0.9)).

The Task Force strongly believed that a cancer in remission
should not delay the initiation of targeted antirheumatic treat-
ment, when indicated for the treatment of active IA (figure 1).
This was underpinned by previous considerations about the
importance of controlling the IA disease activity but also by find-
ings of the SLR. In patients for whom an antirheumatic treat-
ment was initiated less than 5 years after the diagnosis of cancer,
no significant difference was observed in the risk of new cancer
between targeted therapies and csDMARDs.?’°

The four studies on IA included in the SLR concerned TNF-
inhibitor therapy for patients with RA. Of note, a selection bias
cannot be ruled out in these observational studies: patients
chosen to receive a bDMARD early after cancer diagnosis (<5
years) might be different from those with later treatment in
terms of staging and histopathological type, which might influ-
ence the risk for recurrence.

5. In patients with a history of cancer, JAK inhibitors and
abatacept may be used with caution, and only in the absence of
therapeutic alternatives (LoE 5; LoA 8.9 (1.1)).

The Task Force highlighted the need for caution when consid-
ering the use of JAK inhibitors and abatacept in patients with a
history of cancer because no specific data are available with JAK
inhibitors and abatacept for patients with a history of cancer. In
addition, the ORAL surveillance trial, a randomised controlled
study, comparing the occurrence of MACEs and cancers between
tofacitinib and TNF-inhibitor therapy in RA patients without a
history of cancer but enriched for some key risk factors, reported
a significant increase in the incidence of cancer.’’ According to
all available evidence and a defined procedure within the EMA,
the EMA recently recommended that JAK inhibitors should
be used in the following patients only if no suitable treatment
alternatives are available: those aged 65 years or above, those at
increased risk of major cardiovascular problems (eg, heart attack
or stroke), those who smoke or have done so for a long time and
those at increased risk of cancer.

In the case of abatacept, the Task Force’s deliberation was
shaped by its mechanism of action and insights from the SLR.
Abatacept has a mechanism of action converse to that of ipili-
mumab and other ICIs, used in cancer immunotherapy. Five

How can we improve the management of patients with a history
of cancer who require biological antirheumatic treatments?

Do differences in safety data for targeted therapy exist among
histological cancer types, particularly for melanomas and
lymphomas?

Is it possible to standardise the collected data for future studies?
What is the safety profile of targeted therapies in other types of
IA than rheumatoid arthritis?

What is the safety profile of non-TNF targeted therapy in
patients with a history of cancer?

Would a longer follow-up period have led to the observation

of more cancers in patients receiving a b/tsDMARD than a
¢sDMARD?

Is it safe to administer targeted therapies to patients with
indolent cancer?

b/tsDMARDs, biological and targeted synthetic disease-modifying
antirheumatic drugs; csDMARDs, conventional synthetic disease-
modifying antirheumatic drugs; IA, inflammatory arthritis; TNF, tumour
necrosis factor.

of seven observational studies reported an increase in cancer
incidence with abatacept compared with other targeted thera-
pies in patients with RA and no history of cancer. These studies
showed a small but significant increase in incidence of cancer
(any cancer in one study,’® melanoma in one study,> squa-
mous cell skin cancer in one study compared with tocilizumab
and rituximab,** non-melanoma skin cancer® and all invasive
cancers excluding skin cancer in patients receiving abatacept for
2-Syears’®) compared with other bDMARDSs. In contrast, twa
studies showed no significant difference between abatacept and
other bDMARD:s in the incidence of cancer in patients with RA
and no history of cancer.’” %

Thus, when treating patients with a history of cancer, the Task
Force recommends exploring alternative therapeutic options, if
available, before using JAK inhibitors and abatacept. Collecting
observational data on abatacept and JAK inhibitors in patients
with a history of cancer will be of specific interest (see research
agenda, box 1). Therapeutic choice will integrate cancer risk but
also other risks of targeted therapies, such as serious infectionsy
taking into account comorbidities, such as diabetes, chronic
obstructive pulmonary disease and a history of severe or recur:
rent infections.

6. When targeted antirheumatic therapy is indicated in patients
with a history of solid cancer (this PTC does not concern mela-
noma), TNF inhibitors may be preferred over other treatment
options (LoE 4; LoA 9.2 (1.3)).

Regarding solid cancers, this PTC also includes non-melanoma
skin cancers but not melanomas because only one study
compared TNF-inhibitor therapy to csDMARDs in patients with
a history of melanoma, with no significant difference but large
CIs.”” In addition, immunity plays a major role in melanoma
cancer surveillance. Therefore, the Task Force excluded mela-
noma from this PTC and added the issue of targeted therapies
in patients with a history of melanoma to the research agenda
(box 1).

Current knowledge indicates that TNF-inhibiting treatment
may be preferred over other treatment options because it has the
best body of available evidence (14 available studies).

All the publications included in the SLR compared RA patients
with a history of solid cancer who received TNF-inhibitor drugs
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and csDMARDs. Data from the SLR demonstrated no increased
risk of new cancer associated with the use of TNF inhibitors
compared with csDMARDs in patients with a history of solid
cancer in six studies: two concerning non-melanoma skin
cancers,***! two breast cancer,”* one head and neck squamous
cell carcinoma* and three various types of cancer.” **

Regarding rituximab, the SLR found only two published
studies of patients with a history of solid cancer who received
rituximab*’ compared with six studies in patients treated with
TNF-inhibitor agents. The Task Force took also into account
the emerging role of B lymphocytes in cancer surveillance in
some translational studies.*® Therefore, despite the absence of
clinical evidence of inferiority of rituximab to TNFi in such a
setting, the Task Force consensually preferred the use of TNF-
inhibitor agents to that of rituximab in patients with a history
of solid cancer. Regarding IL-6 inhibition, only translational
research data were available. IL-6 tissue and serum levels are
increased in numerous cancers.® IL-6 knockout mice have no
increased risk of cancer. Of note, targeting IL-6 in cancer might
de-couple autoimmunity from antitumour immunity.*® Inter-
estingly, ongoing randomised controlled trials are combining
ICIs and IL-6R inhibitor for inducing tumour response and for
preventing immune-related adverse events in patients receiving
ICIs. Data on IL-12/23, IL-17 and IL-23 inhibitors remain also
scarce. It is therefore important to emphasise that the preference
1 patients with a history of cancer for TNF inhibitors over IL-6,
IL-12/23, IL-17 and IL-23 inhibitors is based on the strength
of the available evidence with TNF inhibition and not on any
specific safety concerns. Abatacept and JAK inhibitors were not
discussed in the context of history of solid cancer because of the
issues discussed in PTC 5.

Data concerning IL-12/23 inhibitor, IL-23 inhibitor, anti-
I1I-17 inhibitor in patients with a history of cancer are currently
too limited.

7. When targeted antirheumatic therapy is indicated in patients
with a history of lymphoma, B-cell-depleting therapy may be
preferred over other treatment options (LoE 5; LoA 9.3 (1.1)).

Although no specific studies addressed this situation directly,
given the effectiveness of B-cell-depleting therapy (ie, rituximab)
in lymphoma and previous recommendations,*’ the Task Force
considered that B-cell depletion may be preferred in patients
with a history of lymphoma. The knowledge gap regarding all
targeted therapies and patients with a history of lymphoma is
considerable and needs addressing. The Task Force added this
specific issue to the research agenda (box 1).

8. In patients with a malignancy not in remission and an active
1A, the decision to start targeted antirheumatic therapy should
be based on a shared decision between the patient, the specialist
¢caring for cancer and the rbeumatologist (LoE 5; LoA 9.8 (0.5)).

This PTC addresses a different situation from the previous
PTCs, which exclusively related to cancers in remission, because
the Task Force felt that it was important to also provide some
insights on this clinical context. This PTC captures patients
with an active IA and indolent cancers (such as chronic lympho-
cytic leukaemia, smouldering myeloma or other haematological
cancers), patients with disease flare that may be due to discon-
tinuation of an effective antirheumatic treatment following
cancer diagnosis, ICI-induced flare of pre-existing IA and/or
ICI-induced de novo IA. The ICI-induced flare of pre-existing
IA and ICI-induced de novo IA, which have specific PTC,*" may
not have the same immunological background, the same mech-
anisms or the same response to therapy. In addition, regarding
ICI-induced arthritis and ongoing ICI treatment, the effect of
immunomodulatory treatment on the antitumoral effect of ICI

is still unknown. Discordant results exist on the impact of overall
survival or event-free survival of targeted therapies versus
csDMARD:s in patients with cancer not in remission treated for
IA in ICI-treated patients.”'™° Considering that data on patients
with a malignancy not in remission and active IA remain partic-
ularly limited, the Task Force emphasised the importance of a
shared decision approach and co-management with the specialist
caring for cancer. The Task Force added this specific issue to the
research agenda.

The EULAR Task Force formulated five OPS and eight PTC rele-
vant to the initiation of targeted therapies in patients with IA and
a history of cancer. Seven out of eight PTC concern patients in
cancer remission. PTC 8 concerns patients not in cancer remis-
sion. Patients treated with checkpoint inhibitors for their cancer,
who experience IA or flare of a pre-existing IA are also subject
to specific PTC.>°

Major themes included (a) the need to assess the individual-
ised risk of new cancer/cancer recurrence based on the character-
istics of the patient, cancer and the underlying disease; based on
a shared decision between the patient and the rheumatologist;
(b) the need to take into account the balance between the poten-
tial risk of new cancer and potential risks of leaving IA under-
treated; (c) the importance of engaging with specialists caring
for cancer and to decide treatment and (d) the value of initiating
without delay an appropriate targeted therapy for treating the IA
in patients in cancer remission. The voices of the patient repre-
sentatives were crucial in formulating some of the OPs and PTC.
Of note, the patient representatives emphasised the importance
of the shared decision approach and increased awareness of the
potential risks of leaving TA undertreated because of a history of
cancer.

To date, there is no evidence of an increased risk of cancer
recurrence with b/tsDMARD:s in patients with IA and a history
of cancer. However, the absence of evidence does not mean
evidence of absence. Some recent translational data in cancer
reported the role of some targeted pathways and cell popula-
tions in cancer surveillance. The present initiative focuses on
targeted therapies in patients with a history of cancer, but corti-
costeroids’® and some csDMARDs such as methotrexate® have
been shown to increase the incidence of cancer in patients with
no history of cancer. Most of the studies included in our SLR
concern RA, and some on IBD. Since all inflammatory joint
diseases share some commonalities regarding pathogenesis, asso-
ciation with cancer, safety concerns and therapeutic strategies,
the findings from the SLR may be extrapolated beyond RA.
However, studies on other types of IA than RA are needed, as
mentioned in the research agenda.

The SLR highlighted the very limited data available regarding
the risk of recurrent cancer in patients with specific cancer types/
subsets (notably melanoma), in patients receiving a b/tsDMARD
other than a TNF-inhibitor agent (eg, IL-12/23 inhibitor, IL-23
inhibitor and IL-17 inhibitor, IL-6R inhibitor, abatacept, B-cell-
depleting agents, belimumab, JAK inhibitors), and for an IA
other than RA. Among the eligible studies in the SLR, data on
specific cancers were very limited (two studies on a history of
breast cancer,” ** one on a history of head and neck cancer,**
two on non-melanoma skin cancers***' and one on melanoma®),
and cancer-related prognostic factors were usually not reported.

In addition, the median follow-up in studies included in the
SLR was <3 years. This limited follow-up must be considered
for two reasons: (a) some cancer recurrences (eg, metastatic
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breast cancer) are observed more than 10 years after cancer
diagnosis and (b) most of the publications only included patients
with a limited time of exposure to targeted therapy. Only four
studies, all evaluating TNF-inhibitor agents, reported a duration
of bDMARD exceeding 5 years.”” *****” Supporting the hypoth-
esis for time-dependent risk, some evidence exists that malig-
nancy risk manifests only after a minimum duration of use (eg,
JAK inhibitors >18 months®”).

Therefore, there was insufficient evidence for the Task
Force to draw any conclusions on the time on DMARDs to
inform its PTC. In addition, most of the studies did not distin-
guish between recurrence and new incident cancer. Finally,
progression-free and overall survival outcomes were usually
not reported. Therefore, all PTC should be appreciated in
light of the limited data available, which calls for more efforts
to generate and collect observational data in patients with a
history of cancer (see research agenda). These factors empha-
sise the need to remain cautious and continue the collaborative
effort to collect data on patients on targeted therapy for IA and
a history of cancer.

In the SLR, the median delay between cancer diagnosis and
initiation of targeted therapy was 4 years. No evidence-based
delay exists in patients in tumour remission. Therefore, the Task
Force decided to recommend that the clinician, with the help
of the specialist in charge of the cancer, decide the appropriate
timing based on disease activity and cancer-related prognostic
factors, without stating a minimal delay since cancer diagnosis.

The Task Force insisted on the importance of initiating the
‘appropriate’ targeted therapy in patients with a history of
cancer. According to the results of the SLR and the available data,
in patients with a history of solid cancer, TNF inhibitors may be
preferred over a B-cell-depleting agent. In patients with cancer,
presence of peritumoral B-cells before cancer treatment is predic-
tive of better survival in patients with cancer, notably in patients
treated with ICIs.” ' Translational research data do not suggest
safety concerns with IL-6R inhibition in patients with a history
of solid cancer. Clinical data on the safety of IL-12/23, IL-17 and
IL-23 inhibitors in the context of malignancy is also very limited
and was thus added to the research agenda. In patients with a
history of lymphoma, a B-cell-depleting agent may be preferred
over other targeted therapies, but no formal comparison of the
risk of new cancer was identified in the SLR between patients
with a history of lymphoma treated with B-cell depleting agents
and other targeted therapies. Therefore, the Task Force added
this specific issue to the research agenda. Rituximab used to be
the preferred treatment for RA patients with a history of cancer
irrespective of the type of cancer in the previous decade, because
rituximab is the only bDMARD used in the treatment of RA and
lymphoma. The Task Force proposed in PTC 6 and 7 to change
this current practice prioritising rituximab in RA patients with a
history of any cancer to now prioritise rituximab to patients with
a history of lymphoma specifically.

The use of JAK inhibitors and abatacept may be restricted
to patients with no other therapeutic alternatives. The point to
consider is supported by one randomised controlled trial for
JAK inhibitors and some observational studies for abatacept,
all concerning patients with no history of cancer. Taking into
account the risks of un(der)-treated IA, these targeted therapies
may be used in selected patients regarding their comorbidities
aside from the history of cancer or refractory to other targeted
therapies. Comparison of the incidence of new cancer/cancer
recurrence in patients with a history of cancer who receive JAK
inhibitors or abatacept and those who receive other targeted
therapies is absolutely needed (see research agenda).

Implementation of these PTC is a critical next step,”® which
requires a collaborative approach. We have first presented these
PTC at the EULAR Congress 2023 and in national congresses,
promoted by the Task Force members residing in different
EULAR countries, and they will be discussed again at the EULAR
recommendation session in 2024. The Task Force proposed to
disseminate PTC in oncology in multidisciplinary tumour boards,
to integrate them in continuous medical education programmes
and to provide them to patient representatives and associations
of patients.

We also plan to evaluate potential barriers and facilitators to
identify points for improvement.

The 2023 EULAR Points to Consider provide urgently needed
guidance on the care of patients with active IA and a history
of cancer. The research agenda highlights the need for studies
to evaluate targeted therapies other than TNF inhibitors and
rituximab to address the evidence gaps in this setting, as well
as the need to further study the impact of targeted therapies on
IA induced by immune-checkpoint inhibitors in the context of
active cancer.
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