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              Για την σημερινή  παρουσίαση δεν υπάρχει σύγκρουση συμφερόντων  



    Presentation outlines  

Tapering of cDMARDs / bDMARDs in RA patients on LDA /remission. 
What we know so far? 
 

Can we use LUS in our clinical practice for identifying  asymptomatic 
RA-ILD patients ?  
 

D2T RA , how to identify patients at risk ?  how to manage them 
promptly  
 
 



 

• 55 years old male  , 5 years history of Seropositive , CCP (+) RA  

 

• Comorbidities : A.H, past smoking history,  high BMI=35 Kg/m² 

 

• Initially treated with Methotrexate 20 mg /week and soon after ETN 40 mg/week was added  

 

• 12 months after ETN initiation had already LDA  with DAS 28 CRP =2.9 

 

• 2 years after diagnosis Methotrexate was stopped  

 

• Ηe was constantly on LDA with ETN monotherapy  

  

 

Clinical case 



Clinical case 

 

• In the last assessment also in LDA  

 

• Asking for ETN discontinuation  

 

• After discussion we agreed to spacing ETN every 10 days  

 

• In the next 6 months on LDA  

 

• After that the ETN was fixed every 14 days  

 

• In the next 12 months also LDA , but then he contacted us for probable relapse 

 



 

• In the assessment  MDA with mild elevation of CRP  

 

• After discussion- reintroduction ETN every week  

 

• 3 months after that again on LDA  

 

• Agreement to stay in this dose regime  

Clinical case 



Main questions from patients  

• ‘For how long do I have to take this treatment?’ 

 

•  and once RA is well-controlled, ‘Can I stop my medication now that I am doing 
better?’ 

• With a higher potential of achieving remission using advanced therapies like 

biologics and targeted synthetic DMARDs (bDMARD/ tsDMARDs), the focus is 

slowly shifting towards maintaining remission while balancing the long-term risks 

of immunosuppression. 

 

• Rheumatologists were generally open to tapering (not stopping), though 

sometimes only when requested by their patients 

Main issues for Rheumatologists   

1. Hazlewood GS, et al. Rheumatology 2022 
2. Tarun Sharma  et al. Rheumatology 2023 
 



Guidelines   

 

1. Tapering of DMARDs should only be started if a patient is in persistent 

stringent (ACR-EULAR) remission for at least 6 months, although more data 

may be needed to determine the lowest level of disease activity that 

provides a good prediction for maintenance of a good state. Finally, it was 

noted that tapering trials were very heterogeneous 

 

2. Evidence has emerged indicating that there was no difference in clinical 

outcome when either a bDMARD or csDMARD was tapered first.  

 

3. It had previously been suggested to start with a reduction of bDMARDs 

because of the costs involved. However, an economic analysis has revealed 

that the total costs of tapering csDMARDs first vs tapering anti-TNFs first did 

not differ. 

 

1. Smolen JS, et al. Ann Rheum Dis 2023 
2. van Mulligen E,  et al.  Ann Rheum Dis 2020 

 



Guidelines   

 

1. There is no preferred tapering sequence and this can be left to the discretion of 

patients and rheumatologists in a shared decision. 

 

2. Either dose reduction or interval increase (‘spacing’) is preferred, but completely 

stopping may not be advisable. 

 

3. Importantly, though, there is also compelling evidence that stopping bDMARDs 

and/or csDMARDs will ultimately lead to flares in most patients 

 

4. Of note, most (though not all) patients who flare after dose reduction can be 

brought back into a good disease state after reintroduction of the original dose. 

1. Smolen JS, et al. Ann Rheum Dis 2023 
2. Emery P, et al.. Ann Rheum Dis 2015 
3. Aguilar-Lozano L, et al. J Rheumatol 2013 
4. Smolen JS,  et al. Lancet 2013 

 
 



Guidelines   

Liana Fraenkel et al. Arthritis Care & Research Vol. 73, No. 7, July 2021 







Results: Out of 361 patients / 81 patients (22.4%) entered LD in a median time 
of 24 months (95% CI 18–30 months).  
• Seropositivity (OR 1.823) 
• Less than 2 previous b-DMARDs failures (OR 1.259) 
• DAS28 < 4.88 at 6 months (OR 2.329) predicted the odds of entering LD (p < 

0.05 for all). 
• During 60 months of follow-up, only 7.5% of patients on LD relapsed. 





Practical considerations  

 

• Shared decision with patient  

 

• Tapering  of c/b/ts-DMARDs should only be started if a patient is in persistent 
stringent-deep  (ACR-EULAR) remission for at least 6 months or even more.  

 

• LDA is not acceptable state for tapering initiation   

 

• Completely stopping is not advisable  

 

• No clear evidence of which DMARD must be tapered first, but ACR suggest  c-
DMARD as b-DMARD was added later on when c-DMARD failed to lead on 
LDA/remission  

 

 

 

 

 

 



Practical considerations  

 

 

• Tapering should be conducted “slowly” and “carefully”, after having informed 
the patients of the risk of flares 

 

• For c-DMARD gradually reduced the dose and then stopping  

 

• For biologics mixed patterns of tapering  are available, spacing or dose 
reduction 

  

• The majority of patients on b-DMARD tapering will relapse . 

 

 

 

 



Clinical case   

 

• 62 years old female with history  of Seropositive RA with high titers of RF & anti-CCP 

  

• RF=252, anti-CCP= 1020 

 

• Duration of RA = 4 years , no smoking history , A.H, Dyslipidemia  

 

• On Methotrexate 20 mg/week , but on HDA , SJC=5, TJC=7, VAS=60, ESR:50 , DAS28(ESR): 5.69  

 

• No symptoms from respiratory tract , no cough no exertional dyspnea  

 

• From chest auscultation = subtle crackles in both lung bases , (-) Velcro  

 



Which are the risk  factors for RA-ILD in our patient ? 

Otaola M et al. Chest. 2024 Dec 13:S0012-3692(24)05622-8.  



Irregular and fragmented pleural line . Linear probe , frequency 10 MHz  



Clinical case   

 

• HRCT confirm the diagnosis of RA-ILD with UIP pattern  

 

• PFTs : FVC =88, DLCO=67 

 

• After shared decision with patient  add on ABT 125 mg /week 
and 2 months course of steroids  

 

• Close monitoring for progression of ILD in cooperation with 
chest physicians  



Guideline Summary 2023 



Conclusion: Treatment with ABA at any time of the course in the ILD seems to prevent interstitial lung progression. However, our results 
suggest that the same treatment (ABA) prescribed early in RA-ILD, may be preferable to preserve lung function (“window of opportunity”). 

POS0689 WINDOW OF OPPORTUNITY IN THE TREATMENT OF RHEUMATOID ARTHRITIS-

INTERSTITIAL LUNG DISEASE WITH ABATACEPT. NATIONAL MULTICENTER STUDY OF 526 

PATIENTS 

https://doi.org/10.1136/annrheumdis-2024-eular.6222 

Results: A total of 216 patients were included in the “early” group and 165 patients in the “late” group 

https://doi.org/10.1136/annrheumdis-2024-eular.6222
https://doi.org/10.1136/annrheumdis-2024-eular.6222
https://doi.org/10.1136/annrheumdis-2024-eular.6222
https://doi.org/10.1136/annrheumdis-2024-eular.6222
https://doi.org/10.1136/annrheumdis-2024-eular.6222


Rajan SK, Cottin V, Dhar R, et al. Eur Respir J 2023 

         ILD  and Rheumatic Diseases 



RA and ILD  

 

ILD per se is associated: 

 

• with poor prognosis and increased mortality  

• it is currently considered the second cause of 
death in patients with RA after cardiovascular 
disease 

1. Robles-Pérez A , et al. Sci Rep 10.(2020) 
2. Kakutani T, et al. Mod Rheumatol.(2019) 

need for early diagnosis 



Rajan SK, Cottin V, Dhar R, et al. Eur Respir J 2023 



Marco Di Serafino et al. La radiologia medica (2020) 



1. Pleural line 

2. “Bat sign” 

3. A - Lines 

4. Lung sliding 

                        Normal signs 

  Laursen CB,  et al. Thoracic Ultrasound. ERS 2018 
Vicente-Rabaneda EF , et al. Clinical Rheumatology (2021)  



1. B - Lines 

2. pleural line thickening 

3. pleural line 

fragmentation/irregularity 

4. sub-pleural nodules-

consolidations  

                        Abnormal signs: 
 
                   Interstitial Syndrome 

Lacedonia, D. et al. Diagnostics 2021 
  F. Ferro, A. Delle Sedie. Clin Exp Rheumatol 2018. 

Esther F. Vicente-Rabaneda et al. Clinical Rheumatology (2021) 



B-lines due to cardiogenic 
pulmonary edema : 
 
1. are usually bilateral 
2. start appearing in the 

dependent zones  
3. usually diffusing or recovering 

symmetrically. 
 
 
B-lines due to pulmonary fibrosis 
generally: 
 
1. start at the posterior lung basis 
2. often associated with 

irregularity of the pleural line 
and subpleural small 
consolidations 

 

Clinical integration of the results is extremely important   



Pleural irregularities 

Performance of pleural irregularity  as a diagnostic tool to detect ILD  

 

Patients with ILD showed a significant higher PI score than those without it 

(35.3% vs. 6%; p<0.001). The AUC of the PI score for the diagnosis of ILD 

(AUC=0.93, 95% CI 0.85–1) was similar to that of the Warrick score (AUC=0.93, 

95% CI 0.83–1) and significantly higher (p=0.01) than that of the B-line score 

(AUC=0.63, 95% CI 0.4–0.86)  

Pleural irregularity in SSc and ASS ILD / I. Pinal-Fernandez et al. 2015 



Proposed algorithm for RA-ILD detection 

Marwin Gutierrez et al. Joint Bone Spine 
2022 

Esther F. Vicente-Rabaneda et al. Clinical Rheumatology 

(2021)  



Otaola M et al. Chest. 2024 Dec 13:S0012-3692(24)05622-8.  



Otaola M et al. Chest. 2024 Dec 13:S0012-3692(24)05622-8.  



Conclusion 

Consensus-based ultrasound definitions for B-lines and pleural line irregularity were obtained, with moderate to 

good reliability to detect these lesions using video-clips. The next step will be testing the reliability in patients 

with ILD linked to RMDs and to propose a consensual and standardized protocol to scan such patients. 

Web-based intra- and inter-reader reliability exercise. Twenty-two out of 24 participants (92 %) 

involved 

Andrea Delle Sedie et al. Seminars in Arthritis and Rheumatism, Volume 65, April 2024 

https://www.sciencedirect.com/journal/seminars-in-arthritis-and-rheumatism
https://www.sciencedirect.com/journal/seminars-in-arthritis-and-rheumatism
https://www.sciencedirect.com/journal/seminars-in-arthritis-and-rheumatism/vol/65/suppl/C


                     LUS -Future perspectives 

 LUS can become extension of auscultation  
 
 LUS can have a role as a screening tool for early ILD detection even in 

asymptomatic patients. 
 
 Consider LUS every  12 months in asymptomatic seropositive patients 

especially –male sex /smokers/ older than 60  
 
 More studies needing for evaluation of  LUS as a  potential tool for 

assessment of ILD progression and response to treatment    



Clinical case   

• 65 years old female , smoker with history of seropositive RA , 
RF(+), CCP(+) 

• Initial diagnosis 15 years ago at the age of 50  

• Medical history significant for :  

1. A.H, CAD with PCI  

2. Dyslipidaemia  

3. Osteoporosis (-) fractures  on Denosumab  

4. Knee OA with significant pain  

5. Fibromyalgia (side effects from Pregabalin+ amitriptyline)   

6. Degenerative Spinal Disease  

7. Depression without treatment   



Clinical case   

• Now on Rituximab 2 gr/6 months with Methotrexate 20 
mg/week (SC) 

 

• Previously treated with:  

1. Adalimumab 

2. Etanercept 

3. Tocilizumab  

4. Abatacept  

5. Tofacitinib  

 

• Reviewing medical notes patient had always VAS  between 70-
90 and number of TJC from 12-20 with 4 SJC while ESR was 
between 30-40  and CRP was normal in past 2 years. 



Clinical case   

• Multimorbid patient with RA, constantly in HDA with 
DAS28(ESR) : 5.3-6.7 across all treatment lines  

 

• Do we need once again to change the treatment ?  



Corrao et al. 10.3389/fmed.2024.1421328  







 251 out of 1264 patients (19.9%) were identified as D2T.  
 
 Predictors of patients becoming D2T. 
 
1. Fibromyalgia 
2. Osteoarthritis 
3. DAS28 (ESR) scores  at first (b/ts-DMARD) initiation 
4. Failure to reduce DAS28-ESR scores within the first 6 months of 

b/ts-DMARD  

WHAT IS ALREADY KNOWN ON THIS TOPIC 
⇒ Several disease-related characteristics and comorbid 
diseases differentiate difficult to treat (D2T) 
patients from the rest of the rheumatoid arthritis 
population, while cross-sectional analysis revealed 
differences within the D2T group. 









WHAT THIS STUDY ADDS 
 
⇒ Our analysis of a prospectively followed cohort indicated that D2T represents a heterogeneous group in terms of 
long-term functional and disease activity evolution.  Presence of mental-health/ pain-related illnesses as well as 
metabolic diseases significantly contribute to adverse outcomes. 
 
 
HOW THIS STUDY MIGHT AFFECT RESEARCH, PRACTICE OR POLICY 
 
⇒ Together with a better control of inflammatory burden, a special focus in the above comorbid diseases could 
possibly improve the outcome of these patients with major unmet-needs. 



Sarah Dutt, et al. Arthritis Care and Research 2023  

2,956 participants, of which 88.2% were male, 76.9% reported white race, and 79.3% had a smoking 

history. 



Sarah Dutt, et al. Arthritis Care and Research 2023  



Sarah Dutt, et al. Arthritis Care and Research 2023  

Conclusion. Mental health and substance abuse, 

chronic pain, and cardiovascular multimorbidity 

patterns are associated with increased RA disease 

activity and poorer functional status. Identifying and 

addressing these multimorbidity patterns may 

facilitate achieving RA treatment targets. 





What we did with patient  

• We discussed  about comorbidities and chronic 
pain and  their impact to disease activity  

 

• We performed MSK/US which confirms only 
chronic synovitis in the swollen joints without PD 
activity  

 

• Advise for smoking cessation and referred her to 
appropriate outpatient clinic 

 

• Initiate Duloxetine 30 mg/day and discuss for 
possible psychiatric assessment  

 

 

 

• Referred patient to pain clinic 
 
 

• As she has advanced knee OA discuss with patient 
the possibility for knee replacement 
 
 

• We agreed to stay on the same treatment and 
review her in 4 months period of time  



MARIANA B. CAIADO FERREIRA . SENSIBLE MEDICINE 2024 

https://substack.com/@marianabarosa197954


Practical considerations  

 

• Identify early patients with trend to be D2T  

 

• Treat early and effectively comorbidities especially 
mental disorders and FM 

 

• Don’t neglect  to give appropriate advises for smoking 
cessation , BMI reduction and lifestyle modification  

 

• Don’t forget cardiovascular comorbidities, vaccinations 
and osteoporosis treatment  

 

 

 

 

 

 



Practical considerations  

 

• Always check for extra-articular manifestations , 
especially ILD  

 

• Before changing biologic re-assess patient adherence to 
treatment  and don’t hesitate to use advance imaging 
(US) in order to confirm disease activity  

 

• Explain patient the impact of OA, Degenerative Spinal 
Disease & FM in overall pain  

 

 

 

 

 




