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Abstract

Objective: To assess the efficacy and safety of Filgotinib for the 
management of cutaneous, visceral and articular involvement in pa-
tients affected by systemic sclerosis.

Methods: 5 patients affected by SSc referring to the Scleroderma 
Units of Modena and Reggio Emilia between October 2021 and Feb-
ruary 2023, were enrolled. 

Patients received 200 mg of Filgotinib once daily for a period of 
52 weeks. Skin, articular and visceral organ involvement were evalu-
ated at the baseline and every 12 weeks after the start of the treat-
ment.

Results: A significant improvement of articular involvement was 
seen at 12th week. All patients confirmed a significant amelioration 
in articular involvement at 52th week, with a significant reduction in 
TJ, SDAI/CDAI, DAS28-CRP. PDUS performed after 24 and 52 weeks 
of treatment supported the remission.

A significant decrease of mRSS, improvement of other skin mani-
festations and a stabilization of ILD, assessed through HRCT and 
PFTs, were noticed in patients with dcSSc. 

The 2 patients with dsSSC showed a clinical improvement as-
sessed using the CRISS score.

No drug-related side effects were recorded and neither patients 
discontinued the treatment. No deaths were reported.

Conclusion: Filgotinib was safe, effective and well tolerated in 
the treatment of articular and visceral involvement in patients af-
fected by SSc.
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Introduction

Systemic Sclerosis (SSc) is a Connective Tissue Disease (CTD) 
characterised by endothelial dysfunction, vasculopathy and 
dysregulation of the immune system, resulting in fibrosis of the 
skin and internal organs.

SSc pathogenesis is complex and involves a pleiotropic pool 
of cell types, cytokines, growth factors and signalling pathways, 
displaying both inflammatory and fibrotic processes as patho-
logical hallmarks [1].

The quality of life of SSc patients is commonly impaired by 
the development of progressive skin fibrosis and Interstitial 
Lung Disease (ILD) and mortality related to the disease, in par-
ticular due to cardio-pulmonary causes, remains significant [2].

In the past years, several drugs were studied for SSc [3-9]. 
Scleroderma Lung Study (SLS) I [3], confirmed the efficacy of 
cyclophosphamide on lung function and health-related symp-
toms in patients with SSc-ILD, and SLS II [4] further highlighted 
that Mycophenolate Mophetile (MMF) have a comparative, but 
not superior, effect on lung function, dyspnea, lung imaging, 
and skin disease with a better tolerance. In the recent years, 
the faSScinate RCT on the use of Tocilizumab in SSc, concluded 
that Tocilizumab might preserve lung function in people with 
early SSc-ILD and elevated acute phase reactants [5]. Similarly, 
Nintedanib, a Tyrosine Kinase Inhibitor, was approved for treat-
ment of SSc-ILD, based on the results of the SENSCISS trial [6]. 
More recently, INBUILD trial investigated the efficacy and safety 
of Nintedanib versus placebo in patients with progressive fi-
brosing ILDs, including SSc-ILD, confirming the efficacy in slow-
ing the rate of decline in FVC [7,8]. At last, recently published 
results of the RECITAL trial showed that Rituximab should be 
considered a therapeutic alternative to cyclophosphamide in 
individuals with CTD-ILD [9].

Despite new agents being currently available for treatment 
of SSc, none of these have been proved to be effective for fi-
brotic skin involvement. Moreover, standard therapy is often 
inadequate and hampered by side effects. Therefore, SSc treat-
ment still must be considered an unmet need.

Targeting multiple cytokines might be an innovative thera-
peutic strategy as opposed to single-cytokine bDMARDs, which 
have been proved to be ineffective.

Janus Kinases (JAKs) are protein Tyrosine Kinases (TYKs) in-
volved in several biological processes, such as cellular prolifera-
tion and differentiation, apoptosis and fibrogenesis, modulating 
cellular responses to many cytokines and growth factors. There 
is growing evidence that JAK/STAT signalling pathways may play 
a crucial role in SSc pathogenesis. JAK-inhibitors (JAKi) could 
therefore be considered a new potential treatment for SSc [10].

The aim of our work was to assess efficacy and safety of Fil-
gotinib, a highly selective JAK1 inhibitor, for the management 
of cutaneous, visceral, and articular involvement in patients af-
fected by SSc.

Material and methods

Prospective, open-label, monocentric study in which 5 pa-
tients affected by SSc referring to the Scleroderma Units of 
Modena and Reggio Emilia between October 2021 and Febru-

ary 2023, were enrolled. All patients satisfied ACR/EULAR crite-
ria for SSc [11].

All patients were >18 years old and were already under 
treatment with standard therapy (prostanoids, calcium-channel 
blockers a/o endothelin-receptors inhibitors a/o phosphodies-
terase type 5 inhibitors) and had an inadequate response or 
were intolerant or had contraindication to one or more Dis-
ease-Modifying Anti-Rheumatic Drugs (DMARDs) or biological-
DMARDs (bDMARDs).

At the beginning of the treatment with Filgotinib, the pa-
tients showed one or more active SSc clinical manifestations 
which had been scarcely responsive to previous and/or ongoing 
treatments (Table 1).

Patients received 200 mg of Filgotinib once daily for a period 
of 52 weeks.

Exclusion criteria were pregnant or breastfeeding women; 
age <18 years old; current or prior history of treatment within 
the 3 months prior to baseline with (bDMARDs); contraindica-
tion to the use of Filgotinib, including neutropenia (ANC<1x109 
cells/L), lymphopenia (ALC<0,5x109 cells/L), anaemia (Hb<8 g/
dl), end-stage renal disease (CrCl<15ml/min), severe hepatic 
impairment (Child-Pugh C), current serious infection. In addi-
tion, patients with history of malignancy in the last 5 years were 
excluded.

Skin, articular, visceral organ involvement, including pulmo-
nary, cardiac, renal, and gastrointestinal alterations, as well as 
routine blood chemistry and autoimmunity were evaluated ac-
cording to clinical practice [12,13]. Adverse events attributable 
to Filgotinib were also recorded.

Articular involvement

Articular involvement was assessed trough clinical evalu-
ation of number of Tender and Swollen Joints (TJ/SJ), the Nu-
meric Rating Scale (NRS, 0-10) and the use of composite activity 
indexes, including modified Disease Activity Score that includes 
28 different joint counts (DAS28) [14], Clinical Disease Activity 
Index (CDAI) and Simplified Disease Activity Index (SDAI), at the 
baseline and after 3, 6 and 12 months of treatment. 

Power Doppler Ultrasonographic (PDUS) examination evalu-
ated the presence of active synovitis, power Doppler signal, and 
synovial hypertrophy on the following bilateral joints: metacar-
pophalangeal-proximal interphalangeal joints-flexor and exten-
sor tendons and wrist (radiocarpal and midcarpal joints). US 
was carried-out by trained physician, in a blinded fashion using 
a multi-frequency linear probe (10-18 MHz) at the baseline, the 
end of follow-up and every time there was a clinical suspect of 
synovitis and tenosynovitis.

Skin involvement

The extent of skin thickening was evaluated by the Modified 
Rodnan Skin Score (mRSS), performed by an experienced physi-
cian evaluated, in a blinded fashion, at the baseline and after 3, 
6 and 12 months of Filgotinib treatment. Skin assessment was 
carried out every time by the same physician and included the 
presence and severity of Digital Ulcers (DUs), melanoderma, 
pruritus, skin tightening, telangiectasias and calcinosis. 
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Nailfold videocapillaroscopy was performed at the baseline 
in all patients.

Cardiac and pulmonary involvement

The presence of ILD was identified on the basis of a High-
Resolution Computed Tomographic scan (HRCT), obtained with-
in 12 months before screening, which showed fibrosis affecting 
at least 10% of the lungs, as confirmed by an expert radiologist, 
according to SENSCIS trial [6]. 

Pulmonary Function Tests (PFTs), namely, Total Lung Capac-
ity (TLC), Forced Vital Capacity (FVC), Diffusing capacity of the 
Lungs for Carbon monoxide (DLCO), 6-minute walking test and 
trans-thoracic Echo-Color-Doppler Cardiography (ECHOcg), 
were performed in all patients at baseline, after 6 months of 
Filgotinib treatment, and at the end of follow-up. HCRT was re-
peated after 12 months of treatment. Rating of perceived exer-
tion was evaluated by means of Modified Borg Dyspnoea Scale 
at baseline and every 3 months.

The presence of PAH, defined by the presence pulmonary 
artery pressure (mPAP) >20 mmHg at rest, measured by Right 
Heart Catheterization (RHC), with a Pulmonary Capillary Wedge 
Pressure (PCWP) ≤15 mmHg, and a Pulmonary Vascular Resis-
tance (PVR) ≥3 Wood units, was not considered an exclusion 
criterion.

Quality of life assessment

The Health Assessment Questionnaire-Disability Index (HAQ-
DI) was administrated at baseline, at the 6th month of treatment 
and at the end of follow-up to assess patients’ quality of life. 
Numeric Rating Scale for pain (NRS) was reported before to 
start the treatment and every 3 months.

ACR CRISS score

The American College of Rheumatology (ACR) Composite 
Response Index In Dcssc (CRISS) score is a novel composite in-
dex developed for use in clinical trials to assess whether new 
pharmacologic agents have an impact on overall disease activ-
ity/severity [15].

The ACR CRISS score is a continuous variable between 0.0 
and 1.0, which define the probability of improving after 12 
months of treatment, using a probability cut-off of 0.6.

It is applied in 2 steps:

-	 In the 1st step, patients who develop new onset of renal 
crisis, new onset or worsening of ILD (defined by decline in FVC 
predicted ≥15%, confirmed by another FVC% within a month), 
new onset of PAH, or new onset of left ventricular failure during 
the trial are considered as not improved and assigned a prob-
ability of improving equal to 0.0;

-	 In the 2nd step, the predicted probability of improving 
for each remaining patients, is calculated through an equation, 
which includes the mean changes from baseline of 5 items as-
sessed at 52th week; mRSS, FVC (%), Patient Global Assessment 
(PTGA) of Overall Health (NRS 0-10), Physician Global Assess-
ment (MDGA) of Overall Health (NRS 0-10), and HAQ-DI.

Statistical analysis

Data analysis was carried out using the SPSS statistical pack-
age (version 26.0, IBM Software, USA). Comparisons between 
values were performed using the ANOVA test and Fisher’s exact 
test for continuous and noncontinuous variables, respectively. 
All descriptive data are expressed as mean ± Standard Deviation 
(SD). p values ≤ 0.05 were considered statistically significant.

Results

Demographic and clinical-epidemiological features of en-
rolled patients are shown in Table 1. All patients were female 
(M/F 0/5), with median age 57,80±16,62 DS years and disease 
duration of 11,6±7,89 DS years. 3 patients presented a lim-
ited cutaneous subset and 2 patients a diffuse subset. Serum 
ACA were detected in 2 subjects, circulating anti Scl-70 in one, 
ANoA, Pm-Scl and SSA in one, rheumatoid factor in 3. One pa-
tient had been diagnosed with an overlap syndrome with RA 
and one patient with PsA.

Moreover, 2 patients displayed ILD, 1 patient had mixed PH 
(precapillary and postcapillary PH, in the context of ILD), 1 pa-
tient had calcinosis and 3 patients had a history of recurrent 

Table 1: Demographic and clinical-epidemiological features of SSc patients.
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DUs, in one patient complicated by osteomyelitis and acroste-
olysis.

Three patients had previously been treated with rituximab 
and 2 with abatacept, which were suspended due to adverse 
reactions or inefficacy. All patients had been treated with meth-
otrexate, which was discontinued in 3 patients for gastrointes-
tinal intolerance, 1 patient had been treated with leflunomide, 
suspended for inefficacy, and 3 patients were being treated 
with hydroxychloroquine sulphate. 4 patients were taking low 
dose of steroids (5 mg of prednisone equivalent).

All patients showed a significant improvement in articular 
involvement (Table 2). At the baseline, 4 patients displayed a 
moderate disease activity and one patient a high disease ac-
tivity according to DAS28-CRP (3,99±0,86) and SDAI/CDAI 
(21,36±7,02 and 20,80±6,39 respectively). 

Notably, a significant reduction in TJ (p=0,023) and a trend of 
improvement of SDAI/CDAI (p=0,059/0,051) had already been 
noticed at 12th week, which became significant after 24 weeks 
(SDAI p=0,12, CDAI p=0,008, Table 4). After 52 week of treat-
ment a significant reduction in TJ (from 7,80±2,17 to 2,20±1,48, 
p=0,002), CDAI (from 20,80±6,39 to 6,18±2,10, p=0,005), SDAI 

Table 2: Articular and cutaneous features of SSc patients treated with Filgotinib. 

Table 3: Cardio-pulmonary features and CRISS score of SSc patients treated with Filgotinib.

Table 4: Clinical assessment of our SSc population during follow-up: statistical comparisons 
from baseline (T0) to 12 weeks (T3), 24 weeks (T6) and 52 weeks (T12) after treatment with 
Filgotinib.
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(from 21,36±7,02 to 5,92±2,42, p=0,006) and DAS28-CRP (from 
3,99±0,86 to 2,51±0,34, p=0,015) (Table 4). 

According to DAS28-RCP, 80% of the patients (4/5), were in 
remission and 1 patient had a low disease activity at the end of 
follow-up.

A significant improvement of NRS was observed after 24 
weeks of treatment (from 6,40±1,67 to 4,00±1,23, p=0,03), and 
a trend of improvement was confirmed at 52th week (3,80±1,92, 
p=0,053, Table 4). Also a significant reduction of HAQ (from 
0,725±0,726 to 0,625±0,395, p=0,002), was seen after 52 weeks 
(Table 4).

A mild reduction without significant differences was noted 
in CRP (0,52±0,61 to 0,30±0,22, p=0,48) and ESR (18,20±29,67 
to 20,00±21,04, p=0,915) after 52 weeks of treatment (Table 4).

PDUS assessment at the baseline revealed the presence of 
active synovitis of radiocarpal joint, proximal inter-phalangeal 
joints and tenosynovitis of flexor and extensor tendons in 3 
patients (Table 2). PDUS performed after 6 and 12 months of 
treatment confirmed the absence of synovitis and tenosynovitis 
in all patients.

The extent and severity of skin involvement assessed through 
mRSS remained stable during follow-up (from 5,20±6,30 to 
1,80±2,17 at 52th week, p=0,287, Table 2 and 4).

However, both patients with dcSSc showed an important 
clinical improvement of SSc skin manifestations. In particular a 
marked reduction of mRSS at 52th week, 10 (from 15 to and 5) 
and 11 points (from 14 to 3) respectively, was observed (Table 
2). Similarly, a valuable improvement of other skin manifesta-
tions, namely melanoderma, pruritus and skin tightening had 
already been noticed after 24 weeks in patients with dcSSc, (Ta-
ble 2). No patients developed DUs, even patients with a history 
of recurrent DUs.

Regarding cardio-pulmonary involvement (Table 3), no dif-
ferences were observed in PFTs, namely FVC (p=0,815), TLC 
(p=0,269), DLCO (Sb p=0,755; Va=0,731) and during the 6 min-
ute walking test (p=0,491) and exertional dyspnea, measured 
using the Borg scale (from 4.60±2.70 to 3.00±2.00, p=0.321) as 
shown in Table 4. In the 2 patients with ILD, HRCT performed 
after 12 months showed an unchanged involvement.

Both subjects with dsSSC showed a clinical improvement 
defined by a CRISS score of 0.95, with an improvement in 4/5 
items (HAQ, MDGA, PtGA and mRSS) and no worsening of FVC 
(Table 3).

No severe drug-related side effects were recorded during 
follow-up and none of the patients discontinued the treatment. 
Notably no patients experienced adverse cardiovascular events 
or worsening of PH, evaluated through reported symptoms and 
echocardiographic parameters. No deaths were reported.

Discussion

The results of the present study seem to support the safety 
and efficacy of Filgotinib for the management of articular and 
visceral involvement in SSc.

Despite the availability of several new agents, SSc treatment 
must still be considered as an unmet need. The efficacy of stan-
dard immunosuppressive therapies is currently limited, and no 
drugs have proved to be effective for fibrotic skin involvement. 
Moreover, drug-related side effects are common and often limit 

the use of newer molecules.

Compared to single-target drugs, Filgotinib has a wider spec-
trum of action, by modulating several cytokine receptors, impli-
cated in inflammation and fibrogenic processes [16].

In our population the greater effectiveness was seen on ar-
ticular involvement. An initial clinical effect had already been 
noticed after 12 weeks and a significant improvement with both 
reduction of TJ and SJ and an improvement of CDAI, SDAI and 
DAS28-CRP, was confirmed after 52 weeks of treatment. Ac-
cording to DAS28-CRP, 80% of our patients obtained remission 
of articular disease at the end of the follow-up. Moreover, the 
absence of subclinical inflammation was confirmed with PDUS 
after 6 and 12 months of treatment.

At the end of the follow-up, a considerable improvement of 
quality of life, defined by a reduction of HAQ, had also been 
observed.

Filgotinib treatment also led to a significant reduction of 
mRSS in patients with diffuse cutaneous subset. A concomitant 
clinically significant improvement of symptoms related to cu-
taneous disease activity, namely melanoderma, pruritus, skin 
tightening was observed. No patients developed DUs during 
follow-up, even in patients with a history of recurrent DUs, ac-
rosteolysis and amputations. A stabilization of ILD detected in 
2 patients, assessed through HRCT and PFTs, was observed. Fi-
nally, an overall clinical improvement in patients with dcSSc was 
confirmed by the CRISS score.

Filgotinib is an oral second-generation preferential JAK1 in-
hibitor, already approved for use in Europe, UK and Japan for 
the treatment of Rheumatoid Arthritis (AR) and Ulcerative Coli-
tis (UC) [16] on the basis of the results of FINCH [17] and SELEC-
TION trial [18], respectively. It also displayed a promising clinical 
profile in the FITZROY study [19] in patients with Crohn Disease 
(CD) and TORTUGA study [20] in patients with SpA.

In biochemical assays, Filgotinib demonstrated an high se-
lective inhibition profile for JAK1 and showed >5-fold higher 
potency for JAK1 over JAK2, JAK3, and tyrosine kinase. In vitro 
assay also showed that Filgotinib inhibited erythroid progenitor 
expansion, carried out by JAK2 through GM-CSF, less potently 
than the other JAKi [10]. This may explain the better safety pro-
file in relation to the laboratory abnormalities observed in the 
trials conducted for RA patients [21].

JAK1 is fundamental for the signalling of several cytokines, 
namely IL-6, IL-2, IL-4, IL-10, IL-11, IL-19, IL-20, IL-22, and Inter-
feron (IFN) alpha, IFN-beta, and IFN-gamma, which play a key 
role in inflammatory and fibrogenic processes [10].

There is growing evidence that JAK/STAT pathway plays a piv-
otal role in SSc pathogenesis [22]. Recent in vitro studies have 
shown that the JAK/STAT pathway is activated in SSc and JAKi 
are effective in modulating inflammation and fibrogenic pro-
cess, acting on mesenchymal and epithelial cells, lymphocytes 
and macrophages [23-25]. JAKi exhibit both anti-inflammatory 
and anti-fibrotic properties, linked to the modulation of the ac-
tivation state of pro-inflammatory M1 macrophages, but also 
limiting M2a activation of macrophages [23,26].

Therefore, JAK/STAT appears to be relevant therapeutic tar-
get to evaluate in potential treatments for SSc.

To our knowledge, this is the first description of Filgotinib 
use in SSc.
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Descriptions of JAKi usage for SSc in clinical practice are 
sparse and characterized by heterogeneity of population and 
low quality of evidences. In particular, descriptions are limited 
to few case reports [27-33], one single-center, open-label clini-
cal trial [34], one pilot study [35] and a prospective observation-
al study [36]. A total of 60 SSc patients were globally recruited in 
these studies, 2 of whom with defined overlap syndrome with 
RA [28,29] and one with SpA [30].

The presence of articular involvement represents the main 
indication for the use of Filgotinib in our study, and for the use 
of JAKi in general in patients with SSc [28-31,35,37]. This is not 
surprising considering the established role of Filgotinib in RA 
[17]. 

The main study on the use of JAKi in SSc, in a pilot study per-
formed by Karalilova et al. in 2021 [35]. They compared treat-
ment regimen with methotrexate and JAKi in 66 scleroderma 
patients, randomized in two arms. After 52 weeks of treat-
ment, JAKi demonstrated greater efficacy than methotrexate 
in the improvement of musculoskeletal involvement, assessed 
through US in 10 joints.

The efficacy of Filgotinib in RA can mainly be explained by 
its anti-inflammatory action, through the inhibition of IL-6 and 
IFN type I signaling. Moreover, in vitro studies demonstrate that 
Filgotinib dosage dependently inhibits Th1 and Th2 differentia-
tion, and limits, to a lower degree, the differentiation of Th17 
cells [38]. 

Other than the aforementioned anti-inflammatory effects, 
JAKi also displayed anti-fibrotic properties, making its use chal-
lenging in fibrosing diseases [23].

Indeed, several in vitro studies on SSc patients and murine 
fibrotic model have shown that JAKi could be effective in ame-
liorating or preventing fibrogenesis, by modulating inflamma-
tion and the fibrogenic process, acting on mesenchymal and 
epithelial cells, lymphocytes and macrophages [23-25,39-42].

Interestingly, Karalilova et al. had also observed a greater 
reduction of mRSS and skin thickness, assessed through US in 
5 anatomical sites, and a significantly lower number of cumula-
tive DUs in the JAKi arm than methotrexate one [35]. Globally, 
a significant cutaneous response (decrease in the mRSS of >5 
points and ≥25% from baseline) was reported in 88% (52 pa-
tients) of the scleroderma patients treated with JAKi [43]. An 
improvement of “salt and pepper” skin and digital ulcers was 
also described [27,33].

Indeed, the results of the present study seem to confirm the 
poor data from the literature, especially regarding the treat-
ment of skin and articular involvement. In the present work, the 
improvement of skin sclerosis and skin disease related symp-
toms was clearly observed in patients with dcSSc.

Remarkably, in our small cohort of patients a functional 
and radiological stabilization of ILD, assessed through PFTs and 
HRCT, and a significant improvement of dyspnea, has been ob-
served.

Despite the development, over the last two decades, of a 
wide range of biological therapies, SSc-ILD still represents a ma-
jor cause of death in scleroderma patients [2,13].

Based on the first RCTs in scleroderma-ILD [3,4] cyclophos-
phamide is the accepted standard of care with micophenolate 
mofetil for individuals with severe or progressive CTD-related 

ILD. More recently, RCTs for the use of Tocilizumab [5] and 
Rituximab [9] have shown positive effect in the management 
of SSC-ILD. Finally, Nintedanib, a Tyrosine Kinase Inhibitor, has 
been approved for treatment of SSc-ILD, based on the results 
of the SENSCISS and INBUILD trial [6-8]. However the overall ef-
ficacy of new therapies is limited, and side effects may be com-
mon and debilitating.

JAKi could represent a pioneering treatment for SSc-ILD due 
to combined anti-fibrotic and anti-inflammatory properties that 
have been showed in vivo and in vitro [23].

In fact, JAKi and Filgotinib have already demonstrated to be 
a safe therapeutic option for the management of RA-associated 
ILD [44].

Finally, a recent literary review on the use of JAKi for the 
treatment of SSc-ILD [37] concluded that JAKi might lead to sta-
bilisation or improvement of SSc-ILD in the majority of cases, 
with the exception of only 2 cases reporting a worsening of ILD. 
Nevertheless, it is usually well tolerated, with no cardiovascular 
events described in any study.

Considering PH, some authors discussed recent novel targets 
of therapies that have been developed, however, these are still 
in a pre-clinical phase and RCTs are clearly not available. While 
in recent years substantial progress has been made in targeting 
key molecular pathways, PH still remains without a definitive 
cure, and these novel therapies provide an important conceptu-
al framework for categorizing patients on the basis of molecular 
phenotypes and subsets for effective treatment of the disease 
[45].

Some recent studies have also suggested that JAK/STAT path-
way could be targeted for treating Pulmonary Arterial Hyper-
tension (PAH), a severe and frequent SSc complication [46,47], 
although evidences are controversial [48-50].

In the present work no patients of our cohort experienced 
worsening of pre-existing PH. 

Moreover, despite the recent FDA warning regarding the in-
creased risk of major adverse cardiovascular events, malignan-
cy, thrombosis and mortality correlated with the use of JAKi, 
no events were reported during the follow-up. Preferential in-
hibition of JAK1 modulates a subset of proinflammatory cyto-
kines, which differ from those inhibited by JAK2 or JAK3 and 
could explain the favorable safety profile of Filgotinib compared 
to pan-JAKi [10,16]. Nevertheless, evaluation of cardiovascular 
risk factors is strongly suggested for patients applying for Fil-
gotinib therapy.

Evaluation of drug efficacy may be challenging in SSc due 
to the heterogeneity of skin and organ involvement, as well as 
the lack of well-assessed disease activity scale. Therefore, the 
American College of Rheumatology (ACR) has recently pro-
posed the CRISS score as a new composite response index to as-
sess the likelihood of improvement in patients with dcSSc after 
52 weeks of treatment with new pharmacologic agents [15]. In 
the present study a clinical improvement, defined CRISS score 
>0.6, was confirmed in the patients with dcSSc. 

Conclusion

According to our preliminary data, Filgotinib was safe, effec-
tive and well tolerated in the treatment of articular, skin and 
visceral involvement in patients affected by SSc. The greater ef-
fectiveness was observed in the management of articular mani-
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festations, which had already been detected after 12 weeks of 
treatment. A promising improvement of skin involvement, sta-
bilization of ILD and overall clinical improvement defined by the 
CRISS score, had also been observed in patients with dcSSc. An 
improvement of the quality of life, defined by a reduction of 
HAQ, was also reported at the end of the follow-up. 

Safety profile was satisfactory and no worsening of PH or car-
diovascular events were reported.

Despite the limitations of our preliminary study, namely the 
small sample size and heterogeneity of the patients with a long 
standing disease and multi-failure to treatment, the use of Fil-
gotinib in SSc is challenging, yet promising.

Further analysis on a larger number of patients and control 
group are needed to confirm our data, since no RCT is available 
at the moment. If confirmed, JAKi - namely Filgotinib - could 
represent a new horizon in the management of such a complex 
disease, which currently still lacks a satisfactory treatment.
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