






Disease duration

Adalimumab

Seropositivity

methotrexate

Monocyte 

0
Permutation importance score

Monocyte count

Decrease

Increase

Minimal change

Total

41

19

75

Events

14

16

68

HR [95% CI]

Reference

2·38 (1·14 − 4·98)

3·66 (2·03 − 6·57)

p−value

0·021

<0·0001

0 2 4 6

Univariate model

Monocyte count change (0·1 unit) at 6 −month

Monocyte count change (0·1 unit) at 12 −month

Mutivariate model

Monocyte count change (0·1 unit) at 12 −month

Methotrexate and anti−CCP

Seropositive: no methotrexate

Seropositive: with methotrexate

Seronegative: no methotrexate

Seronegative: with methotrexate

HR [95% CI]

0·83 (0·77 − 0·89)

0·86 (0·81 − 0·91)

0·82 (0·76 − 0·89)

Reference

0·37 (0·18 − 0·79)

Reference

0·84 (0·51 − 1·38)

p−value

< 0·0001

< 0·0001

< 0·0001

0·0093

0·48
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0 1 2 3 4 5 6 7 8 9 10
Follow-up (years)

41 38 26 19 13 10 9 8 4 4 4

19 14 13 10 5 4 4 3 2 1 0

75 52 32 23 13 12 7 5 5 2 1Minimal change
Increase

Decrease

0 1 2 3 4 5 6 7 8 9 10

Number at risk

0 2 4 4 6 9 10 10 14 14 14

0 4 4 6 11 12 13 13 15 15 16

0 22 41 49 57 58 63 64 64 67 68Minimal change
Increase

Decrease

0 1 2 3 4 5 6 7 8 9 10

Cumulative number of events
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Baseline 3 months 6 months 12 months
Follow−up (months)

A
b
so

lu
te

 c
h

an
g

e
 o

f 
m

o
n
o

cy
te

Latent Class Minimal change(n=75) Decrease(n=41) Increase(n=19)
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Latent class       
Class 1: Higher decrease (n=41) - Decrease  in monocyte number > 0.5x109/L

Class 2: Increase (n=19) - Increase  in monocyte

Class 3: Minimal decrease (n=75) - Decrease  in monocyte number < 0.25x109/L

log-rank p 
= 0.0068 

log-rank p 
< 0.0001 

A. B. 

D. 

Follow-up (years) since achievement of sustained remission

Minimal decrease

Number at risk

Cumulative number of events

Increase 3.3 (2.6-4.9)

1.7 (1.4-2.7)Minimal decrease

Median time, years (95% CI)

Univariate model

Seropositivity status and concomitant 
methotrexate 

Monocyte count decrease at 6-month

Monocyte count decrease at 12 months

Seropositive: no methotrexate 

Seropositive: with methotrexate 

Seronegative: no methotrexate 

Increase

Seronegative: with methotrexate 

Minimal decrease
Increase

E.

C.

favours loss of remission

favours loss of remission

Multivariate model

Higher decrease 7.2 (4.1-7.7)

Higher decrease

Higher decrease

Higher decrease

Increase

Monocyte count decrease at 6 months

Harrell’s concordance index = 0.74, splitting-rule - Extremely randomized tree

Permutation importance score

Monocyte count decrease at 6 
months

Concomitant methotrexate 

Antibody status: Seronegative 
(vs Seropositive)

DAS28-CRP fall at 6 months

Follow-up since TNFi initiation

Monocyte count decrease at 6 months

Monocyte 

count
HR [95% CI] Total Events p - value

HR [95% CI] p - value

Reference

Reference

ReferenceShorter Disease duration

Concordance-index = 0.71, Global Schoenfeld P = 0.26

2.38 (1.14 to 4.98)

3.66 (2.03 to 
6.57)

0.021

<0.0001

14

16

68

19

41

75Minimal decrease

favours retention

0.83 (0.77 to 0.89)

0.86 (0.81 to 0.91)

0.82 (0.76 to 0.89)

0.37 (0.18 to 0.79)

0.84 (0.51 to 1.38)

<0.0001

<0.0001

<0.0001

0.0093

0.48
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