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Fic. 3 Difference of BMD between baseline and 3 years later in patients receiving csDMARDs or adding on b/
tsDMARDs, combined AOT use or not
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Fig. 4 BMD change from baseline at different measured sites in group | and Il, with or without
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YUUTIEPOAOLLOL

H enti pakpov Bepaneia pe b/tsDMARDs o€ PA aoOeveic €ixe
NPOOTATEUTLKO pOAo otnv BMD o€ OAeg TIc O£o€ELC.

Me ta cDMARD napatnpnOnke onpavtikn ntwon tng BMD.

H avti-ON aywyn énatée mpootateutiko poAo otnv BMD kot
OTLC 2 OMAOEC

ABMD% = b/tsDMARD+AOT> csDMARD+AOT>
b/tsDMARD>csDMARD (FN-p=0.018, TH-p=0.06, Li-L4-
p=0.001)
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Fig. 3. Abatacept, a selective co-stimulation modulator. APC: antigen presenting cell; MHC: major
histocompatibility complex; TCR: T-cell receptor.
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Figure 1 | The cytokine network in rheumatoid arthritis. A schematic representation of some of the



Table 2

Demographics and clinical characteristics of participants, after matching.

Group Al A B C pf
N=182 n=104 n=52 n=26
Age (vears) 575107 5772105 581=102 553=128 03531
Female. n (%) 150(874)  ©03(804)  43(827)  23(885) 0500
Body weight (ke) 582106  368=06 618=126 567=85 0016
Body height (cm) 1574265 1568=68 1581=56 1582260 0425
BMI (ke/cm-) 235237  230=33  247=46  228=29 0023
Factors associated with BA
Disease duration (years) 10 (11.5) 10 (9) 11(147)  75(108  0.170
Baseline DAS28-ESR 37£15 31211 42215 49216 <0001
3-year mean DAS 28-ESR 302009 20208 34210  32=10 0004
Rheumatoid factors, = (%) 142(780)  78(750)  43(827)  21(808)  0.508
ACPA_+ (%) 133/170 (74.3) 69/104 (66.3) 42/40(85.7) 2226 (84.6) 0013

FRAY risk factors®
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Comparison of BMD at baseline and 3 years later
in all patients
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percentage change in BMD from baseline in all participants and
participants with or without anti-osteoporosis therapy.
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YUUTIEPOAOLOL

OL PA acOeveic o€ abatacept eixav kaAUtepn npootacia TN
BMD o€ oxéon pe touc avti-TNF kat ta cDMARD.

H avti-ON aywyn €ixe onpoviiki npooctacia tng BMD
acxeta pe tnv Baoikn Oepaneia twv PA acBevwv

Nepawtepw peAetec Oa dLevukpivicouv av to abatacept i
AaAAot BloAoyikoi prmopoUv va mMPoAaBAvouV Ta KOTAyLoToL
gvBpavototntag os PA aocOeveic.

Agv ptopoUE va TTIOVE TIOLOG BLOAOYLKOC £ival KAAUTEPOG
yla tnv mpoAnyn tng ootikNC anwAeslog oe PA acOeveig .

Aev mpoodlopiotnKke n enidpoaon ota KatAypoto Aoyw
HLKPOU XPOVLKOU SLaoTAHATOC Kol MLKPOU deiypotoc
acBevwv.
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2UOTNUOTLKA OVOLIGKOTINON Kol
HETAVAAUON

* 9 peA€teg dnuooievpevec 2012-2019
— 4 ano Bopela ApEpPLKN
— 3 ano Aola
— 2 ano Evpwnn

* H mAglovotnta avadPOMLKEC

 AcOeveic 193.160
— Xprion bDMARD 2.4% - 51.2%




F. Shao, H-C. Li, M-J. Wang. C-M. Cui

Odds Ratlo Odds Ratio
Study or Subgroup  loglOdds Ratio] SE Weight IV, Random, 95% CI  Year IV, Random, 95% Ci
Avouac 2012 -1.0788 0.5314 2.7% 0.34 [0.12, 0.96) 2012
Kim 2012 0.1655 0.3451 5.5% 1.18 [0.60, 2.32] 2012 v
Kawal 2013 0.157 0.1282 16.6% 1.17 [0.91, 1.50] 2013 ™
Acurclo 2015 0.1823 0.1139 17.8% 1.20 [0.96, 1.50] 2015 ol
Jin 2017 0.5822 02213 10.1% 1.79 [1.16, 2.76] 2017 —
Kim 2018 D.0953 0.0695 214% 1.10 (0.96, 1.26] 2018 o
Clynes 2019 0.174 07568 1.4% 1.19 [0.27, 5.25] 2019 v
Hong 2019 -D.3147 0.3899 4.5% 0.73 |0.34, 1.57] 2019
Ozen 2019 -0.1863 0.0869 20.1% 0.83 [0.70, 0.98] 2019 -
Total (95% CI) 100.0%  1.07 [0.89, 1.28) ?
Heterogenelty: Tau® = 0.03; Chi* = 21,17, df = 8 (P = 0.007); F¥ =~ 62% 30 o1 051 1 1°° wa’
Test for overall effect: 7 = 0.75 (P = 0.45) Favours [bDMARD] Favours [Control]

Figure 2. Meta-analysis of fracture risk in bDMARDS users vs. non-users.




Impact of bDMARDSs on fracture risk in patients with RA

Favours |bDMARD] Favours [Control)
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Study or Subgroup  loglOdds Ratio] SE_Weight IV, Random, 95% CI _Year IV, Random, 95% CI
1.4.1 Anti-TNF
Kim 2012 0.1655 0.3451 10.9%  1,18[0.60, 2.32] 2012 - | e
Kawai 2013 0.157 0.1282 37.2%  1.17[0.91, 1.50] 2013 -
Hong 2019 -0.3147 0.389% 8.9% 0.73 [0.34, 1.57] 2019 e
Ozen 2019 -0.1985 0.,1031 43.0% 0.82 10.67, 1.00} 2019 b
Subtotal (95% CI) 1000%  0.96 [0.75, 1.23] @
Heterogeneity: Tau® = 0.03; Chi® = 5.52, df « 3 (P = 0.14), ' = 46%
Test for overall effect: Z = 0.29 (P = 0.77)
1.4.2 All biologics
Avouac 2012 ~-1.0788 0.5314 53%  0.34[0.12,0.96) 2012
Acurclo 2015 0.1823 0.1139 33.1%  1.20[0.96, 1.50] 2015 el
Jin 2017 0.5822 0.2213 195%  1.79(1L16, 2.76] 2017 Sm—
Kim 2018 0.0953 0.0695 39.3%  1.10[0.96, 1.26] 2018 r
Clynes 2019 0.174 0.7568 2.8%  1.19[0.27,5.25] 2019
Subtotal (95% CI 100.0% 117 [0.91, 1.51} b
Heterogeneity: Tau® = 0.04; Chi’ = 9.80, df = 4 (P = 0,04). I = 59%
Test for overall effect: Z = 1.22 (P = 0.22)

0.05 0.2 5 20

Figure 3. Meta-analysis of fracture sk in bDMARDS users vs. non-users based on the type of bDMARDS used.
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Figure 4. Meta-analys1s of vertebral fracture sk m bDMARDS users vs. non-users.



JUMTTEPOLOMAL

e AvtiOeon tnc HEAETNG LE QUTEC TTOU SELYVOUV
enidépaon twv bDMARD otnv BMD & toucg
Bloxnuikouc SeikTeC

— MoAtKn TwV KpoTwV oTn Xoprnynon BLoAoykwv
— ? KZ, €i60¢ BLoAoyikou, apxiko # kivéuvo

e Y& 3 MEAETEC 2 INMUOVTLIKA MELWON TWV
onovOuAlkwv kataypatwv pe bDMARD vs cDMARD

* MeploootePEC MEAETEC
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Tofacitinib 5-mg bid Tofacitinib 10-mg bid Total

Number of recruited patients (#) 15 15 30

Female/male ratio 14:1 132 273

Age (mean = SD) (range), vears 5231142769y  533=88(34-09) 52.8=10.0(27-69)

Dizease duration (mean = SD)) (range), vears 6.3=4.7(1-13) 7 1=40(2-21) 1. 7x5.0(1-21)

RF positivity, 1 (%a) 12 (80 12 (80) 24 (80

Anti-CCP positivity, »n (%) 13 (87) 11(73) 24 (80

DAS2E (baseline) (mean = SD) 4 80069 520079 505=077
Fragility fracture history 2 0 2

DX A T.2-4 osteoporosis (T-score <— 2.3) 0 0 0

DXAT2-4 osteopenia (T-score < — 1) 7 3 10

DX A femoral neck osteoporosis (T-score <—2.3) 1
DX A femoral neck osteopema (T-score <— 1 4 4 8

[
Laa




Effects of 1-year tofacitinib therapy on areal and volumetric BMD, total, 5-mg
bid, and 10-mg bid subsets. (A) Baseline and 12-month L2—4 vertebral and
femoral neck BMD as determined by DXA. (B) Total, trabecular, and cortical

volumetric BMD changes as determined by QCT
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Effects of 1-year tofacitinib therapy on (A) osteocalcin, (B) CTX, (C)
osteoprotegerin, and (D) 25-hydroxy-vitamin D3 levels. Total, 5-mg bid, and

[ ] *
10-mg bid subsets. 'p < 0.05
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Table 2 Univanable and multivanable analysis of determmants of DXA and QCT parameters

Dependent variable  Independent vanable  Univariable regression analysis Multivariable regression analysis
i p B 95% CI i p B 95% Cl
DXAL24BMD-0 CTX- 0463 0015 0414 —0.741--0088
DXAL24BMD-12 CTX-0 0474 0013 0432 0763--0101 0474 0013 0432 —0.763- 0101
CTX-2 0484 0043 0392  0.952- -0016
PINP-12 0457 0017 0003 —0.006- -0.001
RANKLAD 0390 0.045 0 —0.001-0
DXAFNBMD-0 Age 0531 0004 0009 00250003 0522 0001 0009 —0012--0.004
O 0558 0002 0017 -0027--0007 0550 <0001 0017 —0.025--0.008
CTX-0 0555 0003 0751 -1.215--0288
DXAFNBMD-12 Age 0568 0002 0010 -0015--0004 0543 <0001 0009 0013 -0.005
O 0536 0004 0016 —0.027--0006 0345 0030 0010 —0.020- -0.001
OC-12 0482 0011 0010 —0.017- -0.003
CTX-0 0549 0003 073 -1202--0275 0312 0048 0420 -0836-0.005

PINP-12 03582 0049 04 —0.008-0




Univariable and multivariable analysis of determinants of DXA and QCT parameters

Dependent Independent Univariable regression analysis  Multivariable regression analysis
variable variable ﬁ p B 0595 CT ﬁ p B 0505 CT
QCTTOTBMD-0
OQCTTOTBMD-12 CRP-12 —0.380 0033 2359 —4519-
-0.199
QCTTRABBMD-0 DAS28-0 —0389 0034 20730 —-39730-
-1.72
OCTTRABBMD-
12
QCTCORTBEMD-
a
QCTCORTBEMD-  RANKL-0 —0398 0020 0217 —0410- —0.364 0031 -0198 —0377-
12 -0.023 -0.019
CRP-12 —0424 0020 —4305 —7867- —0.392 0021 -3983 -7325-

-0.743 -0.641
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