Rama Med J 2015; 38: 119-134 119 L.JJ
Original Articles,/Twusciualu

Clinical Outcomes of Early Intensive Treatment
of Rheumatoid Arthritis
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Abstract

Introduction: As learnt from previous international early arthritis cohort, early remission is the treat-
ment target for rheumatoid arthritis. To reach that outcome, early intervention with adequate DMARDs is

crucial especially in the first year of disease.

Objective: We evaluate the efficacy of combination DMARDs and tight control strategy in early rheuma-
toid arthritis patients of Ramathibodi Hospital.

Methods: Early RA patients (onset < 1 years) were enrolled to the tight control treatment protocol at
Ramathibodi hospital from March 2012 to March 2013. All the patients received combination of first line
DMARDs with or without low dose corticosteroids and were followed every 6 weeks for clinical assess-
ment using disease activity score evaluating in 28 joints (DAS 28). Control group was early RA following-
up at the Police General hospital at the same period. The treatment target was disease controlled at low
DAS (DAS 28 < 3.2) or remission (DAS 28 < 2.6).

Results: At 24 weeks, 48% of RA patients gained disease remission and 80% could be controlled in low
DAS. After diseases were controlled at 12 weeks, up to 60% of patients can be maintained in low DAS
until 24 weeks. While in the control group, there was only one from six patients (17%) reached remission
at 24 weeks. Time to low DAS or remission was 9 weeks in the treatment group, compared with
22 weeks in the control group. However, at baseline, there were more patients in treatment group using
low dose corticosteroid than in the control group (76% VS 17%, P = 0.024).

Conclusion: Remission is the realistic goal in RA treatment with early combination therapy and tight
control. Low dose corticosteroids increase treatment efficacy in early phase of treatment in study

population.
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/ Combine first line DMARDs \

MTX 7.5 mg/wk

Folic 5 mg/wk
+/- SSZ 2000 mg/day

+/- CQ 125-250 mg/day or HCQ 200-400 mg/day

Qpredniml{me 5 mg/day /
mncrease dose of first line DMARDs to\

target dose or maximum tolerated dose

MTX 0.3 mg/kg/wk (max 20 mg/wk)
+/- SSZ 40 mg/kg/day (in divided dose)

+/- CQ 4 mg/kg/day or HCQ 6.5 mg/kg/day

KH— prednisolone 10 mg/day /
/ Add second line DMARDs \

+/- LEF 10-20 mg/day

+/- CSA 2.5-5 mg/kg/day

+/- AZA 50 mg/day

\ +/- IM myocrisin 40 mg/wk /
'

Increasing second line DMARDs to

/Add other DMARDs \

+/- LEF 20 mg/day

target dose or maximum tolerated dose

+/- LEF 20 mg/day

+/- CSA 5 mg/kg/day +/- CSA 5 mg/day

Y

+/- AZA 2 mg/kg/day +/- AZA 2 mg/kg/day

+/- IM myocrisin 40 mg/wk

\ / . /
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Add biological DMARDs

Etanercept 25-50 mg/wk
Infliximab 3-5 mg/kg/dose at 0,2,6 wk then q 8 wk

Rituximab 500-1000 mg/dose x 2 q 6 mo

\Tocilizumab 8 mg/kg/dose q 4 wk or /
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- fsanlenguansBanmmasnsinendanen DMARDs lildwauas#esléifuen DMARDs suimaasit 12 denviiewda
Tonguanaganim

- fasandesaidosesfidndelunsdfifidesniauuanann Tasdaluiusuiuiommn 2 40 meluszezna 3 Weu (riamei-
nolone < 40 mg ¢pdia)

- 13u13u DAS28, CBC, Liver function test, Creatinine, Fasting blood glucose L8z Low densitiy lipoprotein nn 6 fami
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ﬁwﬁmammﬁﬁmrﬁa’[ﬁﬂqmm DMARDs $9A317 £niiu prednisolone waz HCQ #3a CQ
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MTX = Methotrexate LEF = Leflunamide

HCQ = Hydroxychloroquine cQ = Chloroquine

AZA = Azathioprine SSz = Sulfasalazine

CSA = Cyclosporin A DAS = Disease Activity Score

DMARDs= Disease Modifying Antirheumatic Drugs

A1 rheumatoid factor 7139 UIaTINNBUATIBTUUSIIA IU/mI wazAmnnd 15 1U/ml Sadawaduuan wilssweuia
s Tssunau titer Annnda 1:80 fedwaliiuuan

#1508 chloroquine %38 hydroxychloroquine finsaunandusuiad3euiioy Imammﬁﬂ’m’iﬁm chloroquine 9LANUIUBUINL
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WD Pneumocystic jiroveci M sinedissniBue szpznanfianuazmyasine Hinvensdisumsine ulsewenna
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Parameter Very early intensive  Early intensive General P-value
(n=13) (n=12) (n=6)
Age (yr, median, range) 527+ 149 56.3+73 53.5+8.6 0.72
No. of women 10 (76.9%) 9 (75%) 5(83.3%)
Symptom duration (wks)* 83+34 280+133 253+£21.0 0.001
Follow up duration (wks) 203 £4.6 23.0£23 21.2+£79 0.372
RF 275.8+3174 124.5 + 142.1 NA
Anti-CCP 43,1 £54.2 128.1 +£132.9 19.8+ 143 0.103
Anti-CCP positive 8/10 (80%) 10/10 (100%)  3/3 (100%) 0.267
Smoker
Past smoke 2 (15%) 1 (8%) 1/5 (20%)
Current smoke 2 (17%) 1/5 (20%)
Morning stiffness (min) 170.0 £ 393 4 1522 +427.8 261.7+3554 0.857
Tender joint counts 5039 8585 13.1£10.1 0.089
Swollen joint counts 53+43 9.5k 7.7 50+3.6 0.152
PGA (mm)* 479+ 23.5 69.1 +284 83.3+18.6 0.020
ESR (mm/hr) 47.3+£31.7 54.5 +38.0 57.3+23.9 0.787
DAS 28 (baseline) 493+1.2 591+1.9 6.43+ 1.1 0.117
DAS 28 (3 parameter) 473+ 1.0 5.12+2.1 583+£1.2 0.355
Number DMARD:s at baseline* 25+0.7 28+0.5 20£0.6 0.050
Dose of DMARD:s at baseline
Methotrexate 13 (100%) 12 (100%) 5(83%) 0.116
Mean dose (mg/wk) 9.8+22 9.4 +3.0 7.5 0.206
Sulfasalazine 8 (62%) 9(75%) 2 (33%) 0.231
Mean dose (mg/d)* 937.5+ 176.8 1666.7 = 500.0 1000 0.003
Hydroxychloroquine 12 (92%) 12 (100%) 5(83%) 0.387
Mean dose (mg/d)* 200.0 £0.0 210+ 34.6 360 +89.4 0.001
Prednisolone 10 (77%) 9 (75%) 1 (17%) 0.024
Mean dose (mg/d) 83+29 520 10 0.660
I (8%) 0

Intraarticular steroid

0
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Parameter Very early intensive  Early intensive General P-value
(n=13) (n=12) (n=6)
DAS 28 at 6 wks 3.5+£1.0 45+2.1 6.4+0.9 0.004
DAS 28 (3 parameter) at 6 wk 34+09 43420 6.1 +0.8 0.005
DAS 28 at 12 wks 3309 3.5+£2.0 40+04 0.735
DAS 28 (3 parameter) at 12 wk 33409 34+19 41403 0.622
Data at 24 wk
Morning stiffness (min) 8.8 +13.0 143 +£22.8 3.8+7.5 0.619
Tender joint counts 1.9+2.1 1.2:+2:1 24+43 0.714
Swollen joint counts 24+24 20+23 20+1.2 0.910
PGA (mm) 35.7+14.0 30.0 £23.3 17.0+15.7 0.254
ESR (mm/hr) 22.6+17.7 33.1+19.8 240+ 178 0.475
DAS 28 at 24 wk 34£13 3212 32+1.0 0.934
DAS 28 (3 parameter) at 24 wk 33+1.2 33+1.1 34+1.0 0.993
No.DMARD:s at last visit 2.7+£0.6 2.6£0.7 3.0+0.0 0.376
Dose of DMARD:s at last visit
Methotrexate 7/9 (78%) 10/11 (91%) 5/5 (100%) 0.436
Mean dose (mg/wk) 13.2+43 155+44 11.5+34 0.213
Sulfasalazine 4/9 (44%) 7/11 (64%) 4/5 (80%) 0.4006
Mean dose (mg/d) 1750 £ 500 2142.9+£378.0 20000 0.269
Hydroxychloroquine 7/9 (78%) 8/11 (73%) 5/5 (100%) 0.440
Mean dose (mg/d) 192.9 =45.0 200.0 330.0+97.5 0.001
Prednisolone 2/9 (22%) 4/11 (36%) 2/5 (40%) 0.727
Mean dose (mg/d) 6.3+53 44+24 5.0 0.782
Azathioprine 1/9 (11%) 1/11 (9%) 0 0.752
Mean dose (mg/d) 21 50 0 NA
Leflunomide 0 1/11 (9%) 1/5 (20%) 0411
Mean dose (mg/d) 0 20 20 NA
Intraarticular steroid 1 (7.7%) 0 0
Low DAS 10 (77%) 10 (83%) 2(33%)
remission 6 (46%) 6 (50%) 1 (17%)
relapse 2 (15%) 0

1 (8%)
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citrullinated peptide antibody (ACPA)
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gnsAuINU DAS 28
1. DAS 28 (4 variables)

DAS 28-4 = 0.56 x JTJC28 + 0.28 x JSJC28 + 0.70 x In (ESR) + 0.014 x GH

2. DAS 28 (3 variables)

DAS 28-3 = 0.56 x /TJC28 + 0.28 x / SJC28 + 0.70 x In (ESR)1.08 +0.16

Tae) TJC28 = 28 tender joint count , SJC28 = 28 swelling joint count, ESR = erythrocyte sedimentation rate,

GH = general health

AnLayIIN Prevoo ML UasAme  Arthritis and Rheumatism. 1995:38(1):44-8.

A1919LLEAS EULAR response criteria Tnen1sl% DAS 28

Disease activity level DAS 28 at endpoint Improvement in DAS 28 from baseline
o >06and <12 <06
low £3.2 good moderate none
moderate >3.2and £5.1 moderate moderate none
high >5.1 moderate none none

inULIayIN Fransen J Was A Clinical and experimental rheumatology. 2005:23(Suppl. 39):S93-9.
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