Letters to the Editors

JAK inhibitors in combination
with anti-TNF drugs on
difficult-to-treat chronic
polyarthritis: a case series

Sirs,

In clinical practice, there is a subset of
patients with chronic polyarthritis who do
not reach low disease activity or remission
despite several cycles of conventional syn-
thetic (cs), biological (b) and/or targeted-
synthetic (ts) disease modifying anti-rheu-
matic drugs (DMARDs). Although criteria
to define this group of patients exist for
rheumatoid arthritis (RA), there are no clear
definitions for other forms of arthritis (1,2).
To date, clinical guidelines towards the op-
timal treatment of these “difficult-to-treat”
patients are lacking. Under this situation, a
subset of clinically active patients with no
or few comorbidities may benefit from the
combination of advanced therapies.

We set out to describe our experience on
the efficacy and safety of tsDMARD in
combination with a bDMARD in a case se-
ries of three patients with difficult-to-treat
forms of chronic polyarthritis in our centre
between May 2020 and July 2023. Demo-
graphic, clinical and changes in laboratory
data are shown in Table I.

Patient A is a 61-year-old female diagnosed

peripheral involvement. Bilateral hip re-
placement and bilateral knee synoviorthe-
sis were present. Previous therapies are in-
cluded in Table I. Eventually, upadacitinib
15 mg po was started and after 6 months
of monotherapy, high disease activity per-
sisted, so adalimumab 40 mg sc biweekly
was added to the treatment.

Patient B is a 34-year-old patient diagnosed
with oligoarticular juvenile idiopathic ar-
thritis (JIA) with poor response to multiple
DMARDs. Upadacitinib 15 mg po daily was
started and one month later weekly etaner-
cept 50 mg sc was added to the treatment
regimen due to uncontrolled disease activity.
Patient C is a 35-year-old patient diagnosed
with polyarticular JIA. Treatments before
combination therapy were shown in Table
1. Firstly, this patient received canakinum-
ab-baricitinib combination therapy that was
suspended due to primary failure. Secondly,
combination therapy with upadacitinib 15
mg/day po and weekly etanercept 50 mg sc
was initiated. This combination was tempo-
rarily held for right knee replacement.
Despite being pathogenically distinct forms
of arthritis, in our case series all three dif-
ficult-to-treat patients showed reduction
in disease activity through both composite
and laboratory measures after combination
therapy initiation (Table I).

Flare-ups of the disease occurred when

stopped (Supplementary Fig. S1). Persis-
tence of high disease activity 3 months after
the last reintroduction of combination ther-
apy led to its discontinuation in patient B.
Notably, glucocorticoids could be gradually
tapered in all patients, and in 2/3 of them
the daily prednisone dose could be reduced
to <5 mg. No serious adverse events were
reported in any of our patients.

The rationale for combining anticytokine
agents is to simultaneously block differ-
ent signaling pathways of the inflammatory
response. We combined upadacitinib and
anti-TNF agents to target the JAK-STAT
and NF-kB pathways, respectively.
Evidence is scarce when it comes to com-
bining biological agents and/or tsDMARDs
in inflammatory arthritides. A meta-analysis
including 6 studies evaluating b-DMARD
combination therapy (none of them includ-
ed tsDMARDs) in RA showed a modest
risk of adverse events (AEs), with a median
follow-up of 9.5 months (3).

Conversely, in a retrospective case series of
nine patients with spondyloarthritis treated
with anti-TNF agent plus IL-17, IL12/23R,
IL23R or 04/f7-integrin antagonists ma-
jor clinical improvement was reported (4).
Median exposure was 14.8 months.

To our knowledge, only two case series
have reported results on the combination
of tofacitinib and bDMARDs in RA or PsA

with psoriatic arthritis (PsA), with axial and ~ combination therapy was temporarily  patients (5, 6). Partial or transient response

Table I. Summary of patient characteristics and treatment course.
Patient A Patient B Patient C

Gender Female Female Female

Age (years) 62 34 35

Diagnosis PsA JIA JIA

Disease duration (years) 43 18 34

History of joint replacement surgery Yes No Yes

Comorbidities Dyslipidaemia Obesity Smoking

ANA Negative Positive Negative

Anti-CCP Negative Negative Negative

Rheumatoid factor Negative Negative Negative

MEFV gene Negative Negative Positive

HLA-B27 Positive Negative Negative

Glucocorticoid use Yes Yes Yes

Previous DMARDs MTX, SSZ,IFX, ADA, SCK, GOL, MTX, SSZ, LEF, CYA, ADA, TCZ, MTX, LEF, COL, CYA, IFX, ETN, ADA,
UST, TOF ABT, ETN, RTX, CER, ANK, IFX, TCZ, ANA,RTX, ABT, SARI, TOF, CAN

IXE, TOF

Combination therapy UPA + ADA UPA + ETN (1) CAN + BAR (2) UPA + ETN

Combo follow-up period (weeks) 66 107 (1)25@2) 111

Initial CPR (mg/L) 98 33 18

Latest CPR (mg/L) 9 33 1

Initial ESR (mm/h) 101 35 46

Latest ESR (mm/h) 61 59 9

Initial activity score (DAS-28 or BASDAI*) 5.1°% 6.1 7.3

Latest activity score (DAS-28 or BASDAI*) 20* 531 238

Initial glucocorticoid dose (mg/day) 7.5 125 10

Latest glucocorticoid dose (mg/day) 5 15 3.75

Adverse events during combination therapy UTI Mild COVID-19 infection Minor bone fracture

Mild COVID-19 infection

(*) BASDALI for patient A.

ABT: abatacept; ADA: adalimumab; ANA: antinuclear antibodies; ANK: anakinra; BAR: baricitinib; BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; CAN: canak-
inumab; CCP: cyclic citrullinated peptide; CER: certolizumab; COL: colchicine; CRP: C-reactive protein; CYA: cyclosporine A; DMARD: disease-modifying anti-rheumatic
drug; ESR: erythrocyte sedimentation rate; ETN: etanercept; GOL: golimumab; HAQ: Health Assessment Questionnaire; HLA: human leukocyte antigen; IFX: infliximab; IXE:
ixekizumab; JIA: juvenile idiopathic arthritis; LEF: leflunomide; MTX: methotrexate; PsA: psoriatic arthritis; RA: rheumatoid arthritis; RTX: rituximab; SCK: secukinumab; SSZ:

sulfasalazine; TCZ: tocilizumab; TOF: tofacitinib; UPA: upadacitinib; UST: ustekinumab; UTI: urinary tract infection.
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with few SAEs was reported. Only one pa-
tient was treated with the combination of
JAKi and anti-TNF (5).

Combination therapy with upadacitinib and
anti-TNF agents in our case series proved
effective in reducing disease activity in
difficult-to-treat patients, for whom op-
timal therapeutic alternatives were lack-
ing. No serious adverse events during the
long follow-up were reported. Therefore, it
might be a therapeutic option for selected
patients.
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