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This Special Issue, titled “Rheumatic Diseases: Pathophysiology, Targeted Therapy,
Focus on Vascular and Pulmonary Manifestations”, aims to demonstrate recent and new
advances and future trends in the field of rheumatic diseases. Rheumatic diseases represent
a heterogeneous group of serious autoimmune disorders. This Special Issue provides an
overview of the diversity and complexity of vascular and pulmonary manifestations of
rheumatic diseases and highlights gaps in our knowledge of treatments for these diseases.
Indeed, despite their significant morbidity, our understanding of their pathogenesis is
limited [1-3]. The eight published articles highlight different aspects of rheumatic diseases
and the difficulty of managing them. The first evaluated the tolerability and safety of
nintedanib (NTD) in patients with idiopathic pulmonary fibrosis (IPF). This study con-
firmed that NTD can stabilize the value of forced vital capacity, an important lung function
test parameter, in patients with IPF, even in a real clinical situation. Moreover, this ob-
servation confirms the safety of NTD, even in patients treated with anticoagulant drugs.
In addition, the authors highlight that NTD dose adjustments may be useful in cases of
gastrointestinal disorders [4]. The aim of the second study was to combine methotrexate
(MTX) with gold nanoparticles (GNPs) to overcome the limitations of MTX, with in vitro
and in vivo evaluations, in patients with rheumatoid arthritis. This study showed a marked
improvement in the anti-arthritic effects of MTX when it was conjugated with GNPs. Fur-
thermore, histological investigation supported these observations [5]. The aim of the third
study was to study the IFN-regulated sialic-acid-binding Ig-like lectin 1 (SIGLEC-1) protein
as a biomarker of disease phenotype, therapeutic response, and differential diagnosis in
systemic sclerosis (SSc). Researchers have evaluated the expression levels of SIGLEC-1 on
monocytes from 203 patients with SSc, 119 subjects with other rheumatic diseases, and
13 healthy controls (HS).

Patients with SSc had higher expressions of SIGLEC-1 on monocytes than HS, but
significantly lower levels than patients with systemic lupus erythematosus (SLE) and
mixed connective tissue disease (MCTD). However, the authors failed to find an association
between SIGLEC-1 expression and fibrotic or vascular manifestations of the disease. This
observational study reported that SIGLEC-1 expression on monocytes may be useful
in differentiating SSc from other connective tissue diseases (e.g., SLE and MCTD), but
not as a biomarker for SSc disease manifestations or activity [6]. The fourth article is a
systematic review of the literature that examined the use of bronchoalveolar lavage (BAL)
in systemic sclerosis—interstitial lung disease (SSc-ILD), focusing on the advantages and
disadvantages of its real-life application. The authors included eighteen submissions in
their evaluation and they observed positive correlations between lung function and BAL
cytology and between BAL cellularity and high-resolution computed tomography (HRCT)
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findings. However, the researchers suggested the need for future studies to explain the true
diagnostic potential and prognostic role of BAL in SSc-ILD [7]. The first objective of the fifth
study was to review the current evidence on the correlation between gastro-oesophageal
reflux disease (GERD) and idiopathic pulmonary fibrosis (IPF). In addition, the second
objective was to review current studies related to treatments for GERD-IPF. The authors
identified several studies that confirmed the association between GERD and IPF, with
increased acid exposure, risk of gastric aspiration, and bile acid levels in these patients.
Few studies have focused on the treatment of GERD, demonstrating that antacid therapy
is unable to change the course of IPF. In conclusion, this review confirmed the correlation
between GERD and IPF. However, further large prospective studies are needed to clarify
these findings, with a specific focus on prevention and treatment strategies [8].

In this article, the authors described the disease course of two pediatric patients with
idiopathic pulmonary hemosiderosis (IPH) treated with rituximab (RTX) for more than 4
years. These are the first two cases described with long-term follow-up of pediatric patients
with IPH treated with RTX. RTX was effectively tolerated and prevented the occurrence of
bleeding. In addition, RTX demonstrated a steroid-sparing effect, resulting in improved
growth, lung function, and computed tomography abnormalities [9]. The seventh article is
a case report of a 46-year-old male SSc patient with stable and extensive interstitial lung dis-
ease (ILD) who developed histologically documented pulmonary vasculopathy typical of
pulmonary arterial hypertension (PAH) and received specific treatment for PAH as a bridge
to transplantation. Interestingly, the authors documented the course of PH disease via right
heart catheterization (RHC), with and without specific vasodilator therapies, which are
essential in PAH, but not indicated and/or harmful in PH-ILD [10]. In the eighth article,
the authors evaluated myofibroblastic differentiation markers of rheumatoid arthritis-like
synoviocytes (RA-FLS) using ex vivo observations and in vitro evaluations following stim-
ulation with TGF-p and IL-6. Second, they investigated the possible differentiation ability
of rheumatoid arthritis synoviocytes. Second, they investigated the possible inhibitory role
of tofacitinib, a JAK inhibitor, in this process. The study showed that the stimulation of
TGF-f and IL-6 may play a role in mediating myofibroblast differentiation from RA-FLS
by promoting collagen I and «-SMA and decreasing E-cadherin. In addition, the results
showed that tofacitinib reduced the increase in collagen I and x-SMA in RA-FLS. However,
the authors suggested the need for future studies to fully explore this topic and confirm the
study results [11].

This Special Issue highlighted and presented recent findings on rheumatic diseases and
highlighted strategies that can be used to combat the worsening symptoms of these diseases.
In light of these diverse contributions, the importance of multidisciplinary teams using the
expertise of laboratory researchers, clinicians, radiologists, and pathologists is undisputable.
However, there are still many fundamental questions that remain unanswered, promising
a great future for this field. We strongly encourage a wide group of readers to draw
inspiration from this Special Issue and develop new approaches to the diagnosis and
treatment of rheumatic diseases. Finally, the Guest Editors would like to sincerely thank all
the authors and reviewers for their valuable contributions. We would also like to thank
MDPI for deciding to publish this book and Ms. Fendy Fan for her kind assistance and
technical support.

Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable.
Data Availability Statement: Data sharing not applicable.

Acknowledgments: The authors would like to thank Selene Lerda for her linguistic advice.

Conflicts of Interest: The authors declare no conflict of interest.



Pharmaceuticals 2023, 16, 652 30f3

References

1.

10.

11.

Ruaro, B.; Confalonieri, M.; Matucci-Cerinic, M.; Salton, F.; Confalonieri, P.; Santagiuliana, M.; Citton, G.M.; Baratella, E.; Bruni, C.
The Treatment of Lung Involvement in Systemic Sclerosis. Pharmaceuticals 2021, 14, 154. [CrossRef] [PubMed]

Bernero, E.; Sulli, A.; Ferrari, G.; Ravera, F.; Pizzorni, C.; Ruaro, B.; Zampogna, G.; Alessandri, E.; Cutolo, M. Prospective
capillaroscopy-based study on transition from primary to secondary Raynaud’s phenomenon: Preliminary results. Reumatismo
2013, 65, 186-191. [CrossRef] [PubMed]

Ruaro, B.; Soldano, S.; Smith, V.; Paolino, S.; Contini, P.; Montagna, P.; Pizzorni, C.; Casabella, A.; Tardito, S.; Sulli, A.; et al.
Correlation between circulating fibrocytes and dermal thickness in limited cutaneous systemic sclerosis patients: A pilot study.
Rheumatol. Int. 2019, 39, 1369-1376. [CrossRef] [PubMed]

Ruaro, B.; Gandin, I; Pozzan, R.; Tavano, S.; Bozzi, C.; Hughes, M.; Kodric, M.; Cifaldi, R.; Lerda, S.; Confalonieri, M.; et al.
Nintedanib in Idiopathic Pulmonary Fibrosis: Tolerability and Safety in a Real Life Experience in a Single Centre in Patients also
Treated with Oral Anticoagulant Therapy. Pharmaceuticals 2023, 16, 307. [CrossRef]

Salem, H.E; Abd El-Maboud, M.M.; Said, A.S.A.; Salem, M.N.; Sabry, D.; Hussain, N.; El-Ghafar, O.A.M.A.; Hussein, R.R.S. Nano
Methotrexate versus Methotrexate in Targeting Rheumatoid Arthritis. Pharmaceuticals 2023, 16, 60. [CrossRef] [PubMed]
Hoppner, J.; Casteleyn, V.; Biesen, R.; Rose, T.; Windisch, W.; Burmester, G.R.; Siegert, E. SIGLEC-1 in Systemic Sclerosis: A Useful
Biomarker for Differential Diagnosis. Pharmaceuticals 2022, 15, 1198. [CrossRef] [PubMed]

Orlandi, M.; Meliante, L.A.; Damiani, A.; Tofani, L.; Bruni, C.; Guiducci, S.; Matucci-Cerinic, M.; Bellando-Randone, S.;
Tomassetti, S. The Role of Bronchoalveolar Lavage in Systemic Sclerosis Interstitial Lung Disease: A Systematic Literature Review.
Pharmaceuticals 2022, 15, 1584. [CrossRef] [PubMed]

Ruaro, B.; Pozzan, R.; Confalonieri, P.; Tavano, S.; Hughes, M.; Matucci Cerinic, M.; Baratella, E.; Zanatta, E.; Lerda, S.; Geri, P; et al.
Gastroesophageal Reflux Disease in Idiopathic Pulmonary Fibrosis: Viewer or Actor? To Treat or Not to Treat? Pharmaceuticals
2022, 15, 1033. [CrossRef] [PubMed]

Terheggen-Lagro, S.W.]J.; Haarman, E.G.; Rutjes, N.W.; van den Berg, ]. M.; Schonenberg-Meinema, D. Rituximab in Idiopathic
Pulmonary Hemosiderosis in Children: A Novel and Less Toxic Treatment Option. Pharmaceuticals 2022, 15, 1549. [CrossRef]
[PubMed]

Zanatta, E.; Marra, M.P.; Famoso, G.; Balestro, E.; Giraudo, C.; Calabrese, E; Rea, F,; Doria, A. The Challenge of Diagnosing and
Managing Pulmonary Arterial Hypertension in Systemic Sclerosis with Interstitial Lung Disease. Pharmaceuticals 2022, 15, 1042.
[CrossRef] [PubMed]

Ruscitti, P; Liakouli, V.; Panzera, N.; Angelucci, A.; Berardicurti, O.; Di Nino, E.; Navarini, L.; Vomero, M.; Ursini, E; Mauro, D.;
et al. Tofacitinib May Inhibit Myofibroblast Differentiation from Rheumatoid-Fibroblast-like Synoviocytes Induced by TGF-f3 and
IL-6. Pharmaceuticals 2022, 15, 622. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.3390/ph14020154
https://www.ncbi.nlm.nih.gov/pubmed/33668530
https://doi.org/10.4081/reumatismo.2013.186
https://www.ncbi.nlm.nih.gov/pubmed/24192563
https://doi.org/10.1007/s00296-019-04315-7
https://www.ncbi.nlm.nih.gov/pubmed/31056725
https://doi.org/10.3390/ph16020307
https://doi.org/10.3390/ph16010060
https://www.ncbi.nlm.nih.gov/pubmed/36678557
https://doi.org/10.3390/ph15101198
https://www.ncbi.nlm.nih.gov/pubmed/36297311
https://doi.org/10.3390/ph15121584
https://www.ncbi.nlm.nih.gov/pubmed/36559035
https://doi.org/10.3390/ph15081033
https://www.ncbi.nlm.nih.gov/pubmed/36015181
https://doi.org/10.3390/ph15121549
https://www.ncbi.nlm.nih.gov/pubmed/36559000
https://doi.org/10.3390/ph15091042
https://www.ncbi.nlm.nih.gov/pubmed/36145263
https://doi.org/10.3390/ph15050622
https://www.ncbi.nlm.nih.gov/pubmed/35631449

	References

