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Figure 1S. Study Flow. 

 

 

 

 

LD: lockdown; RA: rheumatoid arthritis; LTFU: lost to follow up; DMARD: disease-modifying 

anti-rheumatic drug; bDMARD: biological DMARD; tsDMARD: targeted synthetic DMARD. 
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Figure 2S. RA disease activity of difficult-to-treat patients at baseline, during and after 

nationwide mitigation strategies. 
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Table 1S. Baseline clinical and demographic characteristics of patients with rheumatoid 

arthritis included in the analysis. 

Characteristics 
Telehealth group 

(n=91) 

In-person visit 

(n=359) 

Total  

(n=450) 

Demographic    

Age, years (median, IQR) 57.7 (48.7 - 71.9) 59.6 (51.3 - 67.7) 59.2 (51.0 - 68.4) 

Female, (n, %) 76 (83.52%) 294 (81.89%) 370 (82.22%) 

Caucasian, (n, %) 85 (93.41%) 325 (90.53%) 410 (91.11%) 

Disease characteristics    

Disease duration, y (median, Q1-Q3) 16.1 (9 - 21.3) 13.1 (7.3 - 22.3) 13.7 (7.6 - 22.1) 

RF and/or ACPA positive, (n, %) 60 (74.07%) 253 (76.20%) 313 (75.79%) 

Comorbidities    

Cardiovascular disease 11 (12.09%) 18 (5.01%) 29 (6.44%) 

Diabetes 6 (6.59%) 17 (4.74%) 23 (5.11%) 

Dyslipidaemia 7 (7.69%) 37 (10.31%) 44 (9.78%) 

Thyroid disorders 7 (7.69%) 38 (10.58%) 45 (10.00%) 

Arterial Hypertension 16 (17.58%) 77 (21.45%) 93 (20.67%) 

Osteoporosis 17 (18.68%) 67 (18.66%) 84 (18.67%) 

Lung involvement 5 (5.49%) 21 (5.85%) 26 (5.78%) 

Fibromyalgia 5 (5.49%) 31 (8.64%) 36 (8.00%) 

Therapy    

- tsDMARDs (n, %)   17 (18.68%) 53 (14.76%) 70 (15.56%) 

- bDMARDs (n, %)   74 (81.32%) 306 (85.24%) 380 (84.44%) 

- First-line 41 (45.05%) 166 (46.24%) 207 (46.00%) 

- ≥ 2 b/tsDMARDs 50 (54.95%) 193 (53.76%) 243 (54.00%) 

csDMARDS 42 (46.15%) 192 (53.48%) 234 (52.00%) 

Low-dose glucocorticoids*, (n, %) 35 (38.46%) 151 (42.06%) 186 (41.33%) 

 

DMARD: disease-modifying anti-rheumatic drug; bDMARD: biological DMARD; tsDMARD: 

targeted synthetic DMARD; csDMARD: conventional synthetic DMARD; RF: rheumatoid factor; 

ACPA: anti-citrullinated protein antibody; low-dose glucocorticoids: ≤7.5 mg/day prednisone 

or equivalent; * No patients received high-dose GC. 
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Table 2S. Changes in medications over the first wave of COVID-19 pandemic.  

 

 

Therapies Changes from pre-LD to post-LD Reasons  

 

Ts/bDMARDs 

(N=450) 

5 pts switch Inefficacy: N=3 

Adverse events: N=2 

 21 pts swap Inefficacy: N=15 

Adverse events: N=5 

Pregnancy: N=1 

Iv therapies 

(N=85) 

12 pts changed tocilizumab route of 

administration (from iv to sc) 

Need of iv tocilizumab in ICU, 

during the emergency period 

Low-dose glucocorticoids 

(N=186) 

3 pts  glucocorticoids dosage (>7.5 

mg/day prednisone or equivalent) 

Bridge therapy (N=2 due to 

swap; N=1 due to switch) 

 

 

DMARD: disease-modifying anti-rheumatic drug; bDMARD: biological DMARD; tsDMARD: 

targeted synthetic DMARD; low-dose glucocorticoids: ≤7.5 mg/day prednisone or equivalent. 
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Table 3S. Disease activity profile at baseline, during and after nationwide lockdown period.  

 

RA patients CDAI Pre LD LD Post LD 

  No. 

missing 

N (%) No. 

missing 

N (%) No. 

missing 

N (%) 

Total (n=450) 
 

      

 Remission 0 181 (40.22%) 91 155 (43.18%) 0 197 (43.78%) 

 Low  188 (41.78%)  140 (39.00%)  180 (40.00%) 

 Moderate/ high  81 (18.00%)  64 (17.83%)  73 (16.22%) 

Telehealth group 

(n=91) 
       

 Remission 0 34 (37.36%) 91  0 37 (40.66%) 

 Low  42 (46.15%)    37 (40.66%) 

 Moderate/ high  15 (16.48%)    17 (18.68%) 

In-person visit 

(n=359) 
       

 Remission 0 147 (40.95%) 0 155 (43.18%) 0 160 (44.57%) 

 Low  146 (40.67%)  140 (39.00%)  143 (39.83%) 

 Moderate/ high  66 (18.38%)  64 (17.83%)  56 (15.60%) 

 

LD: lockdown; CDAI: clinical disease activity index. 
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Table 4S. Effect of the time periods on remission in the categories of factors that potentially could interfere with disease control in patients 

with CDAI remission
1
 and effect of time periods on remission adjusted for each factor

2
. 

 

  First wave of pandemic LD vs Pre-LD Post-LD vs Pre-LD 
p-value for 

interaction 

  
Pre-LD 

No. (%) 

LD 

No. (%) 

Post-LD 

No. (%) 
OR (95% CI) p-value OR (95% CI) p-value 

 

 Total sample 181 (40.22%) 155 (43.18%) 197 (43.78%) 1.20 (0.82 - 1.75) 0.346 1.29 (0.91 - 1.83) 0.155  

Gender Female 144 (38.92%) 120 (40.82%) 147 (39.73%) 1.12 (0.74 - 1.70) 0.602 1.06 (0.72 - 1.56) 0.767 0.062 

 Male 37 (46.25%) 35 (53.85%) 50 (62.50%) 1.63 (0.68 - 3.96) 0.275 3.15 (1.37 - 7.44) 0.008  

 Adjusted
2
    1.20 (0.82 - 1.75) 0.351 1.29 (0.91 - 1.83) 0.155  

Age <65 years 121 (40.88%) 107 (43.85%) 127 (42.91%) 1.17 (0.74 - 1.86) 0.499 1.16 (0.75 - 1.78) 0.510 0.673 

 ≥65 years 60 (38.96%) 48 (41.74%) 70 (45.45%) 1.25 (0.64 - 2.42) 0.514 1.59 (0.87 - 2.91) 0.130  

 Adjusted
2
    1.20 (0.82 - 1.75) 0.346 1.29 (0.91 - 1.83) 0.155  

Ethnicity Caucasian 170 (41.46%) 141 (43.38%) 189 (46.10%) 1.10 (0.74 - 1.64) 0.628 1.39 (0.97 - 2.01) 0.078 0.024 

 Hispanic/Asian 11 (27.5%) 14 (41.18%) 8 (20.00%) 2.75 (0.79 - 10.05) 0.118 0.52 (0.14 - 1.90) 0.328  

 Adjusted
2
    1.20 (0.82 - 1.76) 0.338 1.29 (0.91 - 1.83) 0.155  

Fibromyalgia No 172 (41.55%) 148 (45.12%) 187 (45.17%) 1.23 (0.83 - 1.82) 0.300 1.29 (0.9 - 1.86) 0.168 0.894 

 Yes 9 (25.00%) 7 (22.58%) 10 (27.78%) 0.88 (0.20 - 3.82) 0.869 1.27 (0.33 - 4.97) 0.732  

 Adjusted
2
    1.20 (0.82 - 1.76) 0.338 1.29 (0.91 - 1.83) 0.155  

Disease 

duration 

<10 years 57 (44.53%) 51 (48.57%) 63 (49.22%) 1.13 (0.56 - 2.27) 0.731 1.39 (0.73 - 2.69) 0.319 0.738 

≥10 years 109 (39.49%) 93 (42.47%) 114 (41.30%) 1.29 (0.79 - 2.10) 0.308 1.14 (0.73 - 1.79) 0.565  

 Adjusted
2
    1.23 (0.83 - 1.84) 0.303 1.22 (0.84 - 1.77) 0.299  

Visit during LD 
Telehealth group 

 34 (37.36%)  37 (40.66%)   1.24 (0.59 - 2.64) 0.569 0.968 

 
In-person visit 

 147 (40.95%) 155 (43.18%) 160 (44.57%)   1.26 (0.87 - 1.84) 0.219  

 Adjusted
2
      1.26 (0.90 - 1.76) 0.176  

*Results from models without interaction 
1
 estimated by the model including each factor and the interaction between time periods and factors. 

2
 estimated by the model including only time periods and the factor. 
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Statistical analysis 

 

To evaluate the effect of LD on the percentage of patients in remission, conditional logistic 

mixed effects regression models were fitted, with CDAI remission as response variable. The ID 

of the patient was included as random effect to take into account the correlation among 

measures taken on the same subject at different time periods. The effect of the time periods 

was also evaluated in the categories of specific factors that could potentially interfere with 

disease control in patients with CDAI remission (gender, disease duration, ethnicity, 

fibromyalgia, age group and number of visits). The contribution of the interaction was 

evaluated through log-likelihood ratio test. Corresponding models without the interaction 

terms were also fitted to estimate the adjusted effect of time periods. Finally, a multivariate 

analysis was performed including time periods, all the above-mentioned factors and the 

interactions between each factor and time periods. A parsimonious model was finally 

obtained by stepwise selection procedure using AIC. Results were provided in terms of Odds 

Ratios of remission, 95% confidence intervals and p-value of Wald test. 
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