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1.Singh, et al,Arthritis Rheumatol, 2016, 68(1) :1-26
2. Naoki, etal, ModRheumatol, 2013, 23:430-439
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ollIHAIGFRAFR RS : 24FLARHEERIRS0mg/dEMACR20EERFHRRE EiniE
25mg/dfz50mg/XRA, SMTXEEA.
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= 40% ACRS50
< 32:5% TX4L ACRT0
AN ,
0:40- 30% = 'GUt 5080,
45, ACRT0,
o ] IGUE%25m4%
< 20+ 20% %, ACRTO
10%

c | ] | ] | ] | ]
IW 4 W I0OW  I7TW  24W 0%

ACR20 ACRS50 ACR70

MTXAE : #iK4E10meg/W, ZJF15mg/W
HIGA1: EIESIIRE25me/d, 2/R50me/d ® IGU2#A25mg l | IGUAZHA50medl m MTX41
a2 hiEEs50mg/d

—IBENL. WS, YRGS, HMAISPIEMHIRABE, SRIRAHIRZEAI4E25mg/dfF20/@50mg/d(25mg/iR, BX2
X) . 25mg/d(25mg/iR, BRLX) MEBMGT24E, TEERPIACR20%E.

Li liang-jing, et al.Arthritis&Rheumatism(Arthritis Care&Research) 2009, 121:979-987
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o—IifEHl. WH. XRIGKIATR, FHMNCTHIRARE, FEHlDN3E: RREHE (n=21) 25mg bid; FSER
IRZH (n=22) 10mg QW; IURE+HARUEK (n=24) ; REH121MH, FELA: DAS28, RANKL, OPG,
DKK-1, CTX-1%/K¥EZ{E

=5 e SHEA, SEATESESMERANKLIEL, H
BELEEEM (p<0.001) , EZAHBLHRITFRNX

= (p>0.05)
iﬁm, ® &6 BiE (BEikvs 68): XHEFES65pmol/L vs.
% 411pmol/L, p=0.002; MTX=562.5pmol/L vs.

399.5pmol/L, p=0.005; ZHEE+MTX=971pmol/L vs.
il 272.5pmol/L, p<0.001
® ;57128 (HZvs128): HIEFE 565pmol/L

vs.212pmol/L; MTX:562.5pmol/L vs.163.5pmol/L; X E
Em+MTX971pmol/L vs. 241.50pmol/L; p < 0.001)

Liqi Bi,et al, Clin Rheumatol (2017) 36:1369-1377



SR RERENERANKL/OPGELERKTE, BRIF/ER
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o TEHL. BE. REAED : 3=
HWNGTHIRABE, BEHLS F934: |

SHIRLSAE (n=21) 25mg bid;
FAZURIRE (n=22) 10mg QW;
SRS+ (n=24) ; B
12 R, EERR: DAS28, “
RANKL, OPG., DKK-1, CTX-1
FIKFEN

RANKL ! OPG ratio

o SELNHELL, BH12AERANKL/OPCGEEREBZE TR, (p<0.001) , EFHEBEFITFEX (p>0.05) ;
;ares)a &, (HEE+MTXARANKL/OPGEEREE T (BZvs.68: 205.17vs. 56.76, p< 0.001)

o aT12AfE, (Bvs128:3HIEEAAL1.10vs.47.24;MTX4H08.23vs47.34; AT B+ MTX205.17vs44.56; p<
0.001).

Liqi Bi,et al, Clin Rheumatol (2017) 36:1369-1377
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(a} Diagnosis of RA

Pretreatment investigations and screening

& Complete blood count & Comorbidities
= Liver and renal function tests e« Extra-articular disease manifestations
* Chest X-ray # Infections (TB, viral hepatitis)
= Viral hepatitis serology = Vaccination status
e Pregnancy and lactation

Poor prognostic factors present Poor prognostic factors® absent

APLAR

COral corticosteraid
monotherapy
not recoemmendad

| +/— symptomatic NsaDs |

Sustainoed
remission/

LA

| Taper and stop NSAIDs |

Start combination MTX
DMARD therapy +/— Or
corticosteroide

Ir:::;;::;. o Leflunomide

after 3 months = Sulfasalazine

Symptoms improve Start DMARD monotherapy
+/— corticosteroids

If MTX is contraindicated

Inadeguate response after € menths e Hydroxychloroguing
s Cyclosporine
» Intramuscular gold
Screon for TR, » Tacrolimys
HEV, infections = Igratimod

& Bucihaming

Start biologics plus MTX Start triple therapy

Failura Sustained remission/LDg

Switch biologic Fig 2B

Sustained remission/LDA

ustained remission/LDA
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Is iguratimod effective in refractory axial spondyloarthritis?

¥ Luo, N Zheng, R Wu

Di of Rh and

Tguratimod, also called T-614, is a novel small-molecular
disease-modifying anti-theumatic drug (DMARD) with
anti-inflammatory actions. It was recommended for the
treatment of rheumatoid anhritis (RA) at the 2012 Eur-
opean League Against Rheumatism (EULAR) meeting
and in the 2014 Asia Pacific League of Associations for
Rheumatology (APLAR) guideline (1). However, T-614
has a similar pharmacological profile  non-steroidal anti-
inflammatory drugs (NSAIDs) (2) and also has inhibitory
effects on cyclooxygenase (COX) and prostaglandin E;
(PGE2) (3). Axial spondyloarthritis (axSpA) is a chronic,
autoinflammatory  disease predominantly affecting the
sacroiliac joints and spine. NSAIDs are effective for back
pain, inflammation, and radiographic progression of the
spine in axSpA, and are recommended as the first line
treatment for axSpA (4). A few swdies have shown the
efficacy and safety of T-614 in the treatment of spondy-
loarthritis (SpA), with limited evidence from small sample
data (5, 6). Considering the possibility of the effects and
potential mechanism of T-614 in axSpA, we treated 17
refractory axSpA patients with T-614 for 12 weeks. We
would like to share our experience of using T-614 in the
treatment of refractory axSpA.

Seventeen patients with axSpA were treated at the
First Affiliated Hospital of Nanchang University from
October 2015 to June 2016. Ethical approval was
obtained from the local research ethics committee at
the First Affiliated Hospital of Nanchang University
(number 330 006). All of the patients met the 2009
Assessment of SpondyloArthritis international Society
(ASAS) classification criteria for axSpA. These patients
had high defined as an Ankylosing
Spondylitis 5 vity Score (ASDAS) = 2.1 or
Bath Ankylosing Spondylitis Disease Activity Index
(BASDATD) > 4.0 (7), and had failed therapy on
2 weeks of NSAIDs. A stable dose of T-614 (25 mg.
twice daily, orally: y cost 35 CNY, ~USD 5.26) was
given for the next 12 weeks, An evaluation of disease
activity with BASDAI, ASDAS, patient’s global assess-
ment of disease aclivity (PGA). erythrocyle sedimenta-
tion rate (ESR), and C-reactive protein (CRP) level was
conducted once every month. Trealment response was
assessed with the ASAS20, ASAS40, and BASDAIS0
response criteria (8). Patients” characteristics at baseline
are shown in Table 1. The 17 patients had a mean age of
49.8 = 12.8 years and male-to-female ratio of 6:11. Eight
patients dropped out owing w adverse effects (Table 2).

, The First Affiliated Hospital of Nanchang University, Nanchang City, PR China

Nine patients completed 3 months of T-614 therapy and
two patients achieved complete remission,  Afer
12 weeks of T-614 weamment. six (66.7%). four
(44.4%), and three (30%) patients met the ASAS20,
ASAS40, and BASDAIS0 response criteria. The mean
BASDAI scores decreased from 3.57 o 2.87, with a
significant difference (p < 0.05). The percentage of
patients achieving ASDAS-CRP < 1.3, 1.3 < ASDAS-
CRP £ 2.1, 2.1 £ ASDAS-CRP = 3.5, and ASDAS-
CRP > 3.5 also improved after 12 weeks of T-014
therapy. The mean ESR decreased significantly, from
28.1 mm'h w0 17.4 mavh, and the CRP level dropped
from 13.0 mg/dL to 4.8 mg/dL (p < 0.05) (Figure 1).
T-614 has been widely used for the therapy of RA in
Japan and China in recent years. Most studies have focused
mainly on the immunosuppressive mechanism of T-614 and
its value as an antitheumatic drug, rather than its use as an
NSAID. Few studies have paid atiention 1o the anti-

Tahble 1. Baseline demographic characteristics of axial
spondyloarthritis patients.

Parameter
Gender {male/female) 611
Age (years) 498 + 128
Age > 45 years 6 (35)
Disease duration lyears) 352 + 245
Positive HLA-B27 17 (100)
PGA (0-10) 691 £1.35
ESR (mm/h} 2813110
CRP (mg/dL) 130 £ 11.5
BASDAI 357 £ 0.74
ASDAS-CRP 485+ 1.75
Background medications
NSAIDs 17 (100)
Celebrex ¥
Diclofenac 3
Ibuprofen 5
Mimesulide 2
Methotrexate 5 (82)
Leflunomide 1027
Glucosidorum tripterygll totorum 3 (83
Salazosulfapyridine 10 (24)

Data are shown as n/n, mean + SO, or n (%).

HLA, human leucocyte antigen; PGA, patient’s global assess-
ment of disease activities; ESR, erythrocyte sedimentation rate;
CRP, C-reactive protein; BASDAI, Bath Ankylosing Spondylitis
Disease Activity Index; ASDAS, Ankylosing Spondylitis Disease
Activity Score; NSAID, non-stereidal anti-inflammatory drug,

£ 2018 Informa Healthcare cn licanse from Scandinavian Rheumatology Research Foundation

DOL htps:/idoi.org/10, 1080/03009742.2017 1390150

www.scandjrheumatol.dk
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1.Keiichi Tanaka. Rheumatology Report 2009, 1:11-15.
2.Yunzhi Xu,et al. Mediators of Inflammation 2015:1-13



