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Abstract

Background: The aim was to analyze characteristics that predict remission induction and subsequent loss of
remission in patients with moderately active rheumatoid arthritis (RA) who received full-dose combination
etanercept plus methotrexate induction therapy followed by reduced-dose etanercept or etanercept withdrawal.

Methods: Patients with Disease Activity Score based on 28-joint count (DAS28) >3.2 and <5.1 received open-label
etanercept 50 mg once weekly (QW) plus methotrexate for 36 weeks. Those who achieved DAS28 low disease
activity by 36 weeks were randomized to double-blind treatment with etanercept 50 mg or 25 mg QW plus
methotrexate or placebo plus methotrexate for 52 weeks. All analyses were adjusted for the continuous baseline
variables of their respective remission outcomes.

Results: Younger age, body mass index (BMI) <30 kg/mz, and lower Health Assessment Questionnaire (HAQ) score
at baseline were significant predictors of week-36 remission (P < 0.05) based on DAS28, Simplified Disease Activity
Index (SDAV), and Clinical Disease Activity Index (CDAI). Baseline DAS28, SDAI, and CDAI were significantly predictive
of all three remission endpoints (P < 0.05). For all three treatments, the strongest predictors of loss of DAS28 remission
included failure to achieve sustained remission (DAS28 < 2.6 at weeks 12, 20, 28, and 36) with induction therapy, higher
DAS28/SDAI/CDAI at randomization and at 1 month, increase in DAS28/SDAI/CDAI at 1 month, and increase in DAS28/
CDAI/SDAI components and patient-reported outcomes (PROs) at 1 month. With the exception of not achieving
sustained remission, very similar significant predictors were observed for loss of SDAI and CDAI remission.
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Conclusion: These findings suggest that patients with moderately active RA who are younger and have lower BM|,
lower HAQ, and lower disease activity at baseline are most likely to achieve remission when receiving combination
etanercept and methotrexate induction therapy. In addition, patients who fail to achieve sustained remission with
induction therapy and those with worse disease activity and PROs at early time points after initiating maintenance
therapy with a full-dose or reduced-dose etanercept-methotrexate regimen or methotrexate monotherapy are most
likely to lose remission across all treatment arms. These findings may help guide clinicians’ decision-making as they

treat patients to remission and beyond.

Trial registration: ClinicalTrials.gov, NCT00565409. Registered on 28 November 2007
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Background
Clinical remission is a critical treatment target in all
patients with rheumatoid arthritis (RA), regardless of
the level of their disease activity [1]. In the clinical
practice setting, a large proportion of patients have
moderately active RA [2, 3], which is associated with
an elevated risk of joint destruction and functional
disability [4, 5]. Although treatment with biologics
such as tumor necrosis factor (TNF) inhibitors is
effective in inducing and maintaining remission in
patients with RA, the determining factors associated
with remission induction with biologic therapy, and
remission maintenance after such therapy is reduced
or discontinued, have not yet been well-studied. How-
ever, this information would be important to clini-
cians and patients when they are deciding on a
treatment plan to limit costs and patient exposure.
The PRESERVE trial was an induction/maintenance
study of the biologic etanercept in which investigators
assessed the consequences of etanercept dose reduction
or withdrawal in adults with moderately active RA who
achieved low disease activity (LDA) after 36 weeks of
treatment with full-dose etanercept combined with
methotrexate. The conventional full-dose or reduced-
dose etanercept-methotrexate combination regimens
were shown to be more effective in maintaining LDA
than methotrexate alone after etanercept withdrawal [6].
Post hoc analyses of findings from the PRESERVE trial
were conducted here to identify potential predictive
markers for remission induction and loss after modifica-
tion of etanercept dosing.

Methods

The methodology of the PRESERVE trial has been
described in detail in a previous publication [6] and
is briefly summarized in the following sections. In the
last decade, a Disease Activity Score in 28 joints
(DAS28, on the basis of erythrocyte sedimentation
rate (ESR)) <2.6 was commonly considered to indicate

remission in practice and clinical trials, including the
PRESERVE trial [6, 7]. When the PRESERVE trial was
designed and the statistical analyses planned, the
American College of Rheumatology/European League
Against Rheumatism (ACR/EULAR) Boolean defin-
ition of remission had not yet been published [8]. Al-
though DAS28<2.6 no longer defines remission
according to ACR/EULAR criteria, as it better repre-
sents minimal disease activity than remission [8], and
other cut points for remission have been proposed
[9-11], in these analyses, remission continues to be
defined as DAS28 < 2.6 in agreement with the primary
manuscript. However, ACR/EULAR index-based re-
mission criteria were also evaluated.

Study design

All patients enrolled in the initial open-label period were
treated with etanercept 50 mg once weekly (QW) plus
methotrexate for 36 weeks. The dose of methotrexate at
screening was continued in the open-label period, but
dose adjustments were permitted at the investigator’s
discretion. Patients who achieved sustained LDA, de-
fined as an average DAS28 <3.2 from weeks 12 to 36
and DAS28<3.2 at week 36, after 36 weeks of
combination etanercept-methotrexate treatment were
randomized to continue weekly subcutaneous injections
of etanercept 50 mg, reduce the etanercept dose to
25 mg, or withdraw etanercept and receive placebo
injections, all in addition to background methotrexate,
for the subsequent 52-week double-blind period. In
the double-blind period, the same dose of methotrex-
ate was administered as in the last 8 weeks of the
open-label period.

Patients

Adults who were enrolled in this study had active RA
with moderate disease activity (DAS28 > 3.2 and <5.1) at
screening and baseline and had received stable metho-
trexate doses. Randomized patients who received
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double-blind treatment had completed the first 36 study
weeks and achieved sustained LDA.

Post hoc analyses

The statistical analysis plans for the exploratory/post
hoc predictor analyses are available in Additional file 1:
Appendices 1 and 2.

Predictors of remission induction

Randomized patients were included in analyses of base-
line variables; patients who were dosed and had week-36
visit data were included in post-baseline analyses.
Patients who had week-36 DAS28/Simplified Disease
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Activity Index (SDAI)/Clinical Disease Activity Index
(CDALI) values were included in the respective post hoc
analysis of predictors of DAS28/SDAI/CDAI remission
in the open-label period. Remission in this analysis was
defined as DAS28 < 2.6, SDAI <3.3, or CDAI <2.8 after
36 weeks of full-dose combination therapy. Demographic
characteristics and baseline disease characteristics—in-
cluding clinical, patient-reported, and radiographic mea-
sures—were examined in the post hoc analyses as possible
predictors of remission. Univariate logistic regression of
each remission endpoint was conducted on each baseline
predictor, treated as continuous (i.e., age, body mass index
(BMI), and disease duration; anti-citrullinated peptide
antibody (ACPA) and rheumatoid factor (RF) levels; C-

Table 1 Demographic and disease characteristics at baseline for the overall patient population (mITT) in the open-label period and
for the treatment group subpopulations (MITT) in the randomized, double-blind period [6]

Open-label population

Randomized population

Demographic/disease characteristics at baseline

ETN 50 mg + MTX
N=2834

Age, years 484 (11.9)
Female, n (%) 694 (83.2)
Prior tobacco use, n (%) 158 (18.9)
Disease duration, years 6.9 (7.0)

ACPA positive, n (%) 642 (77.6)
RF positive, n (%) 603 (72.7)

Clinical and patient-reported characteristics at
baseline and randomization

ETN 50 mg + MTX
N =834

Week 0
DAS28 44 (04)
SDAI 19.1 (5.1)
CDAI 17.8 (5.0)
TJC, 0-28 5129
SJC, 0-28 38 (2.6)
CRP, mg/L 123 (164)
ESR, 0-100 mm/hour 222 (13.1)
PGA, 0-10 4.1(13)
PtGA, 0-10 49(1.7)
General health VAS, 0-100 mm 434 (17.0)
Pain VAS, 0-100 mm 455 (17.4)
Total HAQ, 0-3 1.1 (0.6)

Radiographic characteristics at baseline and
randomization

ETN 50 mg + MTX
N=709

Week 0
mTSS (0-448) 393 (55.3)
Erosion score (0-280) 24.8 (33.2)
JSN score (0-168) 14.5 (23.6)

ETN 50 mg + MTX ETN 25 mg + MTX MTX

n=202 n=202 n=200

481 (12.0) 464 (12.2) 483 (12.2)

164 (81.2) 157 (77.7) 167 (83.5)

42 (20.8) 31 (154) 39 (19.5)

6.8 (7.2) 64 (7.1) 73 (6.7)

161 (80.1) 156 (77.6) 156 (78.8)

147 (73.1) 142 (70.7) 147 (74.2)

ETN 50 mg + MTX ETN 25 mg + MTX MTX

n=201 n=201 n=197

Week 0 Week 36 Week O Week 36 Week O Week 36
43(0.5) 20 (06) 44 (04) 2.1 (06) 4.3 (04) 2.1 (06)
18.7 (48) 4.7 (3.6) 192 (5.1) 4832 188 (54) 4832
17546) 4135 179 (500 4232 178 (53) 4332
47 (2.7) 06 (1.2) 5229 0.7 (1.3) 5129 0.7 (1.2)
39(27) 06 (1.5 38 (2.6) 06 (1.2) 4.0 (2.7) 06 (1.1)
119 (139 59 (59 128 (180) 6.0 (6.5 104 (13.1) 5233
222(129) 99(7.2) 217 (134) 107 (86) 204 (12.1) 96 (6.0)
40(1.3) 1.1 (09 40(1.3) 1.2 (1.1) 42(13) 1.1 (0.8)
49 (1.8) 18 (1.7) 48(1.7) 1.8 (1.5 46 (1.7) 19 (1.6)
432 (17.3) 141 (158) 415(155) 148 (150) 409 (156) 151 (155)
46.1 (17.8) 128 (155) 431 (16.1) 13.8(148) 441 (163) 142 (156)
1.1 (0.6) 0.5 (0.5) 1.1 (0.6) 0.5 (0.5) 1.1 (0.6) 0.5 (04)
ETN 50 mg + MTX ETN 25 mg + MTX MTX

n=184 n=184 n=167

Week 0 Week 36 Week O Week 36 Week O Week 36
426 (588) 427 (588) 39.1(60.3) 389 (59.8) 423 (475) 424 (47.6)
258 (346) 258(346) 247 (368) 247 (365) 262 (28.1) 26.1(28.1)
168 (253) 169 (254) 144 (248) 142 (246) 161 (21.1) 161 (21.2)

ACPA anti-citrullinated peptide antibody, CDAI Clinical Disease Activity Index, CRP C-reactive protein, DAS28 Disease Activity Score based on a 28-joint count, ESR
erythrocyte sedimentation rate, ETN etanercept, HAQ health assessment questionnaire, JSN joint space narrowing, m/TT modified intention-to-treat, mTSS modified
total Sharp score, MTX methotrexate, PGA physician global assessment, PtGA patient global assessment, RF rheumatoid factor, SDA/ Simplified Disease Activity
Index, SJC swollen joint count, TJC tender joint count, VAS visual analog scale
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(See figure on previous page.)

Fig. 1 Continuous and categorical baseline predictors of disease activity score based on 28 joints (DAS28) (a), Simplified Disease Activity Index
(SDAI) (b), and Clinical Disease Activity Index (CDAI) (c) remission using univariate logistic regression (unadjusted). If the 95% Cl does not contain
the value 1.0, the predictor is statistically significant at a = 0.5. Non-significant predictors, black; significant predictors, gray. For continuous predictors
with odds ratios >1, higher values are associated with a greater likelihood of remission. For numeric categorical predictors with odds ratios >1, higher
numeric subgroups are associated a greater likelihood of remission (e.g., patients with body mass index (BMI) 18.5-25 kg/m? are more likely to achieve
DAS28 remission than patients with BMI <185 kg/m?); for nominal categorical predictors, the first named subgroup is associated with a greater likelihood
of remission (e.g, anti-citrullinated peptide antibody (ACPA) + patients are more likely to achieve DAS28 remission than ACPA- patients). Conversely, for
continuous predictors with odds ratios <1, lower values are associated with a greater likelihood of remission. For numeric categorical predictors with odds
ratios <1, lower numeric subgroups are associated with a greater likelihood of remission (e.g, patients who are <40 years of age are more likely to achieve
DAS28 remission than patients who are >40 years of age); for nominal categorical predictors with odds ratios <1, the second named
subgroup is associated with a greater likelihood of remission (e.g., patients with erythrocyte sedimentation rate (ESR) levels < upper limit
of normal (ULN) are more likely to achieve DAS28 remission than patients with ESR > ULN). BL, baseline; Cl, confidence interval; CRP,
C-reactive protein; HAQ, Health Assessment Questionnaire; JSN, joint space narrowing: mTSS, modified total Sharp score: PGA, physician
global assessment; PtGA patient global assessment; RF, rheumatoid factor. Analyses were adjusted for baseline DAS28, SDAI, and CDAI
(respectively). Patients included in the DAS28, SDAI, and CDAI remission models: n =763, n=755, and n =762, respectively. Radiographic

variables were excluded from the stepwise analyses because 55 patients did not have radiographic data

reactive protein (CRP) and ESR levels; DAS28, SDAIL and
CDALI physician and patient global assessments (PGA and
PtGA); Health Assessment Questionnaire (HAQ) score;
and the van der Heijde modified total Sharp score (mTSS)
and erosion and joint space narrowing (JSN) scores), or as
categorical (i.e., age >40 vs. <40, >40 to <65 vs. <40, and
>65 vs. <65 years; sex, male vs. female; BMI, 18.5-25 vs.
<185 kg/m?, 25-30 vs. <18.5 kg/m?, >30 vs. <18.5 kg/m?
disease duration, <6 vs. >24 months, >6 to <12 vs.
<6 months, >12 to <24 vs. <6 months; ACPA and RF sta-
tus, positive vs. negative; CRP and ESR, > vs. < upper limit
of normal (ULN); DAS28, 4.1-4.4 vs. <4.1, 4.4-4.7 vs.
<4.1, and >4.7 vs. <4.1; SDAI, 15.5-18.4 vs. <15.5, 18.4—
21.8 vs. <15.5, and >21.8 vs. <15.5; CDAI, 14.5-17 vs.
<14.5, 17-20 vs. <14.5, and >20 vs. <14.5; and HAQ score,
>0.5 to <1.0 vs. 0.5, >1.0 to <1.5 vs. <0.5, and >1.5 vs.
<0.5; and prior/current smoker vs. non-smoker), and ad-
justed for the respective baseline DAS28, SDAIL or CDAL

Stepwise logistic regression was performed on the fol-
lowing predictors selected by the authors based on their
clinical relevance: age, <40, >40 to <65, and >65 years;
BMI, <18.5 vs. 218.5 to <25 vs. 225 to <30 vs. 230; base-
line CRP, <ULN vs. >ULN to 3*ULN vs. >3*ULN; sex,
male and female; smoking status, prior/current vs. non-
smoker; disease duration, <6, >6 to <12, >12 to <24,
and >24 months; and HAQ score, <0.5, >0.5 to <1.0,
>1.0 to <1.5, and >1.5. In addition, although radio-
graphic variables were included in univariate analyses,
they were excluded from the stepwise analyses be-
cause week-36 x-ray data were not available for ap-
proximately 65 patients.

Predictors of loss of remission

Patients in the modified intent-to-treat (mITT) popula-
tion of the randomized treatment period (i.e., patients
who received at least one dose of study drug and had at
least one DAS28 evaluation in the randomized treatment

period) who had achieved DAS28 remission (DAS28 <
2.6) at week 36 were examined to identify predictors of
loss of DAS28 remission in this period. (As previously
mentioned, more stringent definitions of remission have
been proposed [8, 12]; however, the DAS28<2.6 cut
point was used to define remission in the original
PRESERVE trial and was therefore also applied in this
publication for consistency.) Demographic and disease
characteristics reported at baseline of the open-label
period (week 0) and included in this predictor analysis
were age, sex, BM], disease duration, and ACPA and RF
status. Clinical, functional, and radiographic outcomes
observed at baseline of the randomized treatment period
(week 36) and analyzed as week-36 predictors were
DAS28 and change in DAS28 from baseline to week 36;
tender joint count (TJC) and swollen joint count (SJC);
CRP and ESR levels; PGA and PtGA; general health and
pain scores (visual analog scale); HAQ score; and the
mTSS, erosion, and JSN scores. With the exception of
radiographic variables (mTSS, erosion, and JSN), which
were not collected at week 40, all of these predictors
were also analyzed at week 40, as well as change in the
predictors from week 36 to week 40. The following
categories of achievement of sustained remission in the
open-label period were also analyzed as predictors: non-
sustained vs. sustained remission (i.e.,, DAS28 <2.6 at
weeks 12, 20, 28, and 36) and sustained remission by
duration (i.e., sustained remission at weeks 12, 20, 28,
and 36 vs. weeks 20, 28, and 36 vs. weeks 28 and 36 vs.
only at week 36).

Cox proportional hazards modeling, adjusted for
baseline of the respective remission endpoints, was
used to determine the relationship between the first
loss of DAS28, SDAI, and CDAI clinical remission
and the demographic and clinical predictors. A more
stringent remission endpoint, loss of DAS28 remission
plus a change in DAS28>0.6 in the double-blind
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a Select baseline predictors of DAS28 remission
OR (95% Cl)
1
Age (>40-<65 vs <40 y) : 0.58 (0.39, 0.86)
1
Age (>65 vs <40 y) o : 0.40 (0.20, 0.80)
DAS28 at BL 4 : 0.49 (0.33, 0.73)
1
Disease duration (>6-<12 vs <6 mo) o —o—:— 0.57 (0.23, 1.39)
1
Disease duration (>12-£24 vs <6 mo) - — 0.88 (0.36, 2.16)
1
Disease duration (>24 vs <6 mo) —:-0— 1.15 (0.52, 2.56)
1
HAQ (>0.5-1.0 vs <0.5) o : 0.52 (0.30, 0.89)
HAQ (>1.0-<1.5 vs <0.5) o —o—:- 0.63 (0.37, 1.07)
1
HAQ (>1.5 vs <0.5) : 0.42 (0.24, 0.74)
1
Sex (Mvs F) 4 : 1.72(1.08,2.73)
= 0 2 . s
Odds ratio (95% Cl)
b Select baseline predictors of SDAI remission
1
1 OR (95% Cl)
1
Age (40-<65 vs <40 y) ] —_— 0.6 (0.45,095)
1
1
1
i
1
Age (>65 vs <40 y) o —=—— : 0.20 (0.07, 0.59)
1
1
1
i
SDAI at BL - : 0.91 (0.8, 0.95)
1
i
0 1 2 3
Odds ratio (95% Cl)
c Select baseline predictors of CDAI remission
1
! OR (95% Cl)
1
Age (>40-<65 vs <40 y) —_— : 0.64 (0.45, 0.92)
1
1
1
1
i
Age (>65 vs <40 y) o —e—— H 0.18 (0.06, 0.54)
1
1
1
1
1
i
CDAl at BL - : 0.91(0.88, 0.95)
1
i
0 1 2 3
Odds ratio (95% Cl)
Fig. 2 Select continuous and categorical baseline predictors of Disease
Activity Score based on a 28-joint count (DAS28) (a), Simplified Disease
Activity Index (SDAV) (b), and Clinical Disease Activity Index (CDAI) (c)
remission using stepwise models (adjusted for other variables). If the 95%
confidence interval (Cl) does not contain the value 1.0, the predictor is
statistically significant at a=0.5. Non-significant predictors, black;
significant predictors, gray. HAQ, health assessment questionnaire

period, was also analyzed. Higher hazard ratios (HRs)
denoted greater potential for the loss of remission.
However, each predictor has a different range of
values; because HRs are based on these ranges, HRs
cannot be compared. Each predictor was analyzed for
each treatment arm separately and therefore HRs can-
not be compared between the treatment arms.
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Stepwise models for each endpoint and each treat-
ment were created to determine which subsets of pre-
dictors were the strongest. To explore the effects of
clinical response to full-dose combination induction
therapy on subsequent response after tapering or
withdrawal of etanercept in the double-blind period,
the relationships between week-36 DAS28, SDAI, and
CDAI and the probability of loss of DAS28, SDAI,
and CDALI remission or LDA in the double-blind period
was analyzed in patients receiving reduced-dose combin-
ation therapy or methotrexate monotherapy after
randomization, using univariate logistic regression models.

Descriptive summary statistics were also provided for
mean DAS28 (95% confidence interval (CI)) during the
double-blind period in patients who never lost remission
at any time point during the period and those who did
lose remission during the period, among patients who
had achieved DAS28 remission at week 36.

Results

Patients

A detailed description of overall patient disposition in
the PRESERVE study was previously published [6]; a
summary of patients included in the current predictor
analyses is provided in Additional file2: Figure SI.
Demographics and baseline disease characteristics of
patients in the overall population in the open-label
period and the randomized population of the double-
blind period are shown in Table 1. At the start of the
open-label period, 83% of patients were women, mean
age was 48 years, and disease duration, 6.9 years; the
mean DAS28, SDAI, and CDAI scores were 4.4 (stand-
ard deviation (SD), 0.4), 19.1 (SD, 5.1), and 17.8 (SD,
5.0), respectively. Disease, patient-reported, and radio-
graphic characteristics were similar among the three
treatment groups at baseline of both study periods.

Predictors of induction of remission

Based on univariate logistic regression, several continuous
baseline factors were found to be predictive of DAS28,
SDAI, and CDAI remission after 36 weeks of full-dose
combination therapy when adjusting for their respective
baseline DAS28, SDAI, and CDAI measurements (Fig. la—
¢; Table 2). Lower baseline DAS28 (unadjusted), SDAI (un-
adjusted), and CDAI (unadjusted), younger age (adjusted),
BMI <30 kg/m2 (adjusted), and lower HAQ score (ad-
justed) were significant predictors of achievement of all
three remission endpoints.

When analyzed as continuous variables, lower DAS28,
SDAIL and CDAI at baseline were significant predictors
of week-36 DAS28, SDAI, and CDAI remission, respect-
ively. Lower baseline SDAI and CDAI as continuous
variables were also predictive of DAS28 remission, after
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adjusting for baseline DAS28. Lower baseline DAS28
and CDAI as continuous variables were predictors of
SDAI remission after adjusting for baseline SDAI, and
lower baseline DAS28 and SDAI as continuous variables
were predictors of CDAI remission after adjusting for
baseline CDAI Lower baseline PGA and PtGA as
continuous variables were significant predictors of SDAI
and CDAI remission, but not DAS28 remission.

Logistic regression analyses of categorical predictors of
DAS28, SDAI, and CDALI remission, shown in Fig. la—c,
indicated that both younger age (<40 years) and lower
HAQ (<0.5) were significant predictors for DAS28,
SDAI and CDAI remission, even after adjustment for
baseline of the respective outcomes. Neither RF nor
ACPA status, when analyzed as continuous predictors
(i.e., RF and ACPA levels) or categories (i.e., negative or
positive), was predictive of DAS28, SDAI, or CDAI
remission at week 36.

In stepwise analyses of remission, including continu-
ous and categorical analyses of baseline variables, age
40 years or younger at baseline and baseline DAS28,
SDAI and CDALI predicted achievement of the remission
endpoints (Fig. 2a—c). Patients with a HAQ score <0.5
vs. >0.5 and who were male were significantly more
likely to achieve DAS28 remission.

Loss of remission

At week 40 and thereafter in the double-blind period,
approximately 25-34% of patients were not in DAS28
remission in the full-dose and reduced-dose combin-
ation therapy groups (Fig. 3). Although only patients
who had achieved DAS28 remission were selected for
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the predictor analyses in the double-blind period, this
rate of non-remission in the latter period was consistent
with that observed at week 28 in the open-label period. At
the first post-randomization visit (week 40), decreased
DAS28 response was observed in all groups. In contrast,
during this time frame, the proportion of patients in the
etanercept withdrawal group who were not in DAS28 re-
mission ranged from 52 to 65%. At week 88 at the end of
the double-blind period, in the full-dose combination
therapy group, the mean DAS28 (95% CI) in patients who
never lost remission in the prior period was 1.7 (1.5, 1.8)
compared with 2.7 (2.5, 2.9) in patients who lost remission
at one or more time points in the period.

Predictors of loss of remission

As shown in Table 3 (and summarized in Table 2),
several factors—including failure to achieve sustained
remission in the open-label period and DAS28 level at
weeks 36 and 40—were significant predictors of the loss
of DAS28 remission at a single time point in the double-
blind period in each treatment group. In addition, the
components of DAS28 (e.g., CRP, ESR, TJC, and SJC),
patient-reported outcomes (PROs) (e.g, HAQ, PGA,
PtGA, and general health and pain scores), and SDAI
and CDALI levels were significant predictors across most
or all treatment groups but only at week 40. For predict-
ive factors with odds ratios >1, higher values (i.e., greater
worsening) were associated with greater likelihood of
remission loss. Change from baseline from week 36 to
week 40 for these predictors was also significant, with
change in PROs being slightly weaker predictors than
the best predictors (lack of sustained DAS28 remission,

100
ke

-8 ETN 50 mg + MTX

80

60

40

Patients not in DAS28 remission, %

20

ETN 25 mg + MTX (OL)

~O MTX monotherapy

Ot+—T——TT+T1T T TT1 7

12 16 20 24 28 32 36 40 44

ETN, etanercept; MTX, methotrexate

T T

Fig. 3 Proportions of patients who were not in Disease Activity Score based on a 28-joint count (DAS28) remission in the double-blind period.

LN L N B B R B B LN B B L
48 52 56 60 64 68 72 76 80 84 88

Weeks
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Table 3 Predictors of loss of remission in all treatment groups in the double-blind period
Predictor® Adjusted hazard ratio® (95% Cl)

Loss of DAS28 remission and change in DAS28 = 0.6 in double-blind period

Lack of sustained DAS28 remission
Sustained weighted DAS28 remission
DAS28 at week 36

DAS28 at week 40

Change in DAS28 from week 36 to 40

2.82 (1.64, 4.85)
0.68 (0.57, 0.82)

21 (0.80, 1.83)
355 (2.67,4.71)
3.55 (267, 4.71)

2.59 (144, 4.66)
0.68 (0.55, 0.83)
2.04 (1.25,3.34)
7.18 (4.79, 10.75)
7.18 (4.79, 10.75)

ETN 50 mg + MTX ETN 25 mg + MTX MTX
n=74 n=>56 n=66
Loss of DAS28 remission at single time point in double-blind period
Lack of sustained DAS28 remission 232 (144, 3.73) 2.59 (1.48, 4.55) 1.85(1.24,277)
Sustained weighted DAS28 remission 0.67 (0.56, 0.80) 0.71 (0.59, 0.86) 0.79 (0.68, 0.92)
DAS28 at week 36 244 (159, 3.73) 2.81(1.70, 4.63) 1.74 (1.20, 2.51)
DAS28 at week 40 324 (248, 4.23) 5.88 (4.05, 8.53) 226 (1.88,271)
Change in DAS28 from week 36 to 40 3.24 (248, 4.23) 5.88 (4.05, 853) 2.26(1.88,2.71)
ESR at week 40 1.05 (1.02, 1.08) 5 (1.02, 1.07) 1.02 (1.01, 1.03)
Change in ESR from week 36 to 40 1.09 (1.06, 1.12) 7 (1.04, 1.10) 1.02 (1.01, 1.03)
Sustained weighted SDAI remission 081 (058, 1.11) 0.49 (030, 0.78) 0.80 (0.60, 1.08)
SDAI at week 40 1.12 (1.08, 1.16) 4 (1.1 32) 1.08 (1.06, 1.11)
Change in SDAI from week 36 to 40 1.13(1.09, 1.18) 3011 30) 1.09 (1.06, 1.12)
Sustained weighted CDAI remission 0.87 (0.65, 1.17) 049 (032, 0.75) 0.85 (0.64, 1.13)
CDAI at week 40 1.12 (1.08, 1.16) 4 (1.1 31) 1.09 (1.06, 1.12)
Change in CDAI from week 36 to 40 1.13(1.09, 1.1 311 30) 1.09 (1.07,1.12)
PGA at week 40 1.50 (1.23, 1.81) 3(1.40, 2.12) 1.26 (1.15, 1.39)
Change in PGA from week 36 to 40 1.52(1.23,1.88) 2 (1.1 33) 1.25(1.13,1.38)
PtGA at week 40 127 (1.14,1.42) 6 (1.1 43) 1.25 (1.15, 1.36)
Change in PtGA from week 36 to 40 1.28 (1.14, 1.45) 49 (1.26, 1.78) 128 (1.17,1.39)
General health VAS at week 40 1.03 (1.02, 1.04) 2 (1.01, 1.03) 1.02 (1.02, 1.03)
Change in general health VAS from week 36 to 40 1.04 (1.02, 1.05) 1.03 (1.02, 1.05) 1.03 (1.02, 1.04)
HAQ score at week 40 2.00 (131, 3.06) 1.50 (0.94, 2.38) 2.04 (147,2.83)
Change in HAQ score from week 36 to 40 216 (1.11, 4.20) 340 (1.75, 6.59) 1(2.12, 546)
TJC at week 40 1.15 (1.09, 1.22) ( 63) 1.22 (1.14, 1.30)
Change in TJC from week 36 to 40 1.15(1.08,1.22) ( 76) 124 (1.16,132)
SJC at week 40 1(0.98, 1.26) 44 (1.26, 1.65) 8(1.09, 1.27)
Change in SJC from week 36 to 40 1(1.14, 1.50) ( 64) 1.23 (1.13,1.35)
Pain VAS at week 40 1.02 (1.01, 1.03) ( 04) 1.02 (1.01, 1.03)
Change in pain VAS from week 36 to 40 1.03 (1.01, 1.04) ( 07) 1.03 (1.02, 1.03)

1.98 (1.33, 2.96)
0.78 (0.67, 0.91)
1.35 (0.95, 1.90)
265 (2.17,3.23)
265 (2.17,3.23)

ESR at week 40 1.05 (1.02, 1.08) 5 (1.02,1.07) 1.02 (1.01, 1.03)
Change in ESR from week 36 to 40 1.09 (1.05, 1.12) 7 (1.0 10) 1.02 (1.01,1.03)
Sustained weighted SDAI remission 0.71 (049, 1.01) 047 (0.30, 0.76) 81 (0.60, 1.09)
SDAI at week 40 113 (1.09, 1.18) 9(1.21,1.38) 110 (1.07, 1.12)
Change in SDAI from week 36 to 40 1.15 (1.10, 1.20) 6 (1.1 34) 1.11(1.08,1.14)
Sustained weighted CDAI remission 0.80 (0.58, 1.10) 048 (0.31, 0.74) 0.85 (064, 1.14)
CDAI at week 40 1.13(1.09, 1.18) 8(1.21,1.36) 1.10 (1.07,1.13)
Change in CDAI from week 36 to 40 1.14 (1.10, 1.19) 6 (1.1 34) 111 (1.08,1.14)
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Table 3 Predictors of loss of remission in all treatment groups in the double-blind period (Continued)
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Predictor®

Adjusted hazard ratio® (95% Cl)

ETN 50 mg + MTX ETN 25 mg + MTX MTX

n=74 n=>56 n=66
HAQ at week 40 1.74 (1.08, 2.80) 1.85 (1.15, 2.98) 7 (1.55,3.04)
Change in HAQ from week 36 to 40 1.74 (0.85, 3.56) 421 (2.11,839) 424 (261, 6.89)
PGA at week 40 1.55(1.26, 1.91) 2 (1.54, 2.38) 1.30 (1.18, 1.43)
Change in PGA from week 36 to 40 1.70 (1.36, 2.11) 0 (1.23, 2.08) 1.30 (1.17, 1.43)
PtGA at week 40 1.25 (1.12, 1.40) 4(1.17,1.53) 1.30 (1.20, 1.41)
Change in PtGA from week 36 to 40 127 (1.12,143) 2(1.27 1.82) 135(1.23,1.47)
General health at week 40 1.03 (1.01, 1.04) 3(1.0 ) 1.03 (1.01, 1.04)
Change in general health from week 36 to 40 1.04 (1.02, 1.06) 3 (1.0 ) 1.03 (1.02, 1.04)
TJC at week 40 1.16 (1.10, 1.23) 0(13 ) 1.25(1.17, 1.34)
Change in TJC from week 36 to 40 1.16 (1.10, 1.23) 9 (1.39, 1.80) 1.28 (1.20, 1.37)
SJC at week 40 1.18 (1.03, 1.34) 103 ) 7 (1.08, 1.26)
Change in SJC from week 36 to 40 1.35(1.16, 1.56) 49 (1.2 ) 1.28 (1.17, 1.40)
Pain VAS at week 40 1.02 (1.01, 1.03) 3 (1.0 ) 1.02 (1.01, 1.03)
Change in pain VAS from week 36 to 40 1.03 (1.01, 1.04) 1.05 (1.03, 1.07) 1.03,(1.02, 1.04)

ETN 50 mg + MTX ETN 25 mg + MTX MTX

n=72 n=60 n=>53

Loss of SDAI remission at single time point in double-blind period

Lack of sustained SDAI remission
Sustained weighted SDAI remission
SDAI at week 36

SDAI at week 40

Change in SDAI from week 36 to 40
Sustained weighted CDAI remission
CDAI at week 40

Change in CDAI from week 36 to 40
Sustained weighted DAS28 remission
DAS28 at week 40

Change in DAS28 from week 36 to 40
HAQ score at week 40

Change in HAQ score from week 36 to 40
PGA at week 40

Change in PGA from week 36 to 40
PtGA at week 40

Change in PtGA from week 36 to 40
General health VAS at week 40

Change in general health VAS from week 36 to 40

TJC at week 40

Change in TJC from week 36 to 40

SJC at week 40

Change in SJC from week 36 to 40

Pain VAS at week 40

Change in pain VAS from week 36 to 40

257 (0.90, 7.32)
0.67 (0.49, 0.90)
1.56 (1.06, 2.29)
1.13 (1.07, 1.19)
1.13 (1.07, 1.19)
1(0.53,0.95)
1.12 (1,07, 1.18)
1.12 (1.07, 1.18)
081 (063, 1.03)
1.76 (1.20, 2.59)
2.09 (147, 2.96)
1.76 (0.90, 3.44)
2.66 (0.89, 7.96)
1.77 (137,229
1.69 (1.33, 2.1
137 (1.17, 161
140 (1.20, 1.64
1.04 (1.01, 1.07
1.05 (1.02, 1.07
1(1.10, 1.56,
1.38 (1.14, 1.67
1(1.05, 1.63
1.30 (1.04, 1.63
1.03 (1.0
1.04 (

, 1.05

)
4)
)
)
)
)
)
)
)
)
)
1.02, 1.06)

1.86 (0.55, 6.24)
0.62 (045, 0.86)
2.00 (1.34, 3.00)

8(1.09,1.29)

8 (1.09, 1.29)
061 (0.44, 0.83)
8 (1.09, 1.29)

29)

119 (1.0
093 (0.71, 1.22)
1.70 (1.05, 2.77)

2.55(1.52,4.28)

1.92 (0.86, 4.26)

6.13 (1.69, 22.26)
9(1.32,242)
8 (1.30, 2.70)
2(1.32,224)
3(1.32,227)
4 (1.01, 1.06)
1.04, (1.01, 1.06)
1.36 (1.11, 1.68)
1.38 (1.13, 1.69)
1.15 (0.91, 1.44)
1.15 (0.93, 1.44)
1.05 (1.02, 1.08)
1.05 (1.03, 1.09)

292 (1.08, 7.94)
0.68 (0.51, 0.90)
1.14 (0.80, 1.62)
1.05 (1.02, 1.08)
1.05 (1.02, 1.08)
0.71 (0.54, 0.92)
1.05 (1.02, 1.08)
1.05 (1.02, 1.08)
0.86 (0.67, 1.10)
146 (1.19, 1.79)
162 (1.24,2.11)
222 (1.17,4.21)
4.25 (1.83,991)
1.27 (1.10, 1.47)
1.26 (1.09, 1.46)

( )

( )

(1.0 )

1.30 (1.13, 1.50
1.30 (1.14, 1.50
1.02 ,1.04
1.03 (1.01, 1.04)
1.05 (1.00, 1.11)
1.06 (1.00, 1.12)
1.17 (1.01, 1.36)

7 (1.01, 1.35)
1.03 (1.01, 1.04)
1.03 (1.01, 1.05)
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Table 3 Predictors of loss of remission in all treatment groups in the double-blind period (Continued)

Predictor® Adjusted hazard ratio® (95% Cl)

ETN 50 mg + MTX
n=74

ETN 25 mg + MTX
n=>56

MTX
n=066

Loss of CDAI remission at single time point in double-blind period

Lack of sustained CDAI remission
Sustained weighted CDAI remission
CDAI at week 36

CDAI at week 40

Change in CDAI from week 36 to 40
Sustained weighted SDAI remission
Sustained weighted DAS28 remission
DAS28 at week 40

Change in DAS28 from week 36 to 40
HAQ score at week 40

Change in HAQ score from week 36 to 40
PGA at week 40

Change in PGA from week 36 to 40
PtGA at week 40

Change in PtGA from week 36 to 40
General health VAS at week 40

Change in general health VAS from week 36 to 40
TJC at week 40

Change in TJC from week 36 to 40

SJC at week 40

Change in SJC from week 36 to 40

Pain VAS at week 40

Change in pain VAS from week 36 to 40

2.10 (0.82, 5.40)

2.82 (0.83, 9.55)

260 (1.04, 6.48)

0.69 (0.51, 0.92) 0.57 (042, 0.78) 0.71 (0.55, 0.93)
149 (1.04, 2.15) 1.65 (1.14, 2.39) 1.07 (0.76, 1.51)
1.15 (1.09, 1.21) 121 (11 31) 1.05 (1.02, 1.09)
1.15 (1.09, 1.21) 121 (11 31) 1.05 (1.02, 1.09)
0.63 (046, 0.87) 0.59 (042, 0.81) (068 (0.51, 0.90)
0.78 (0.61, 1.00) 0.96 (0.76, 1.22) 81 (0.63, 1.04)
1.95 (1.30, 2.91) 2.12(1.32,338) 1(1.23,1.86)
1(147,3.01) 287 (1.77, 4.66) 1(1.31,222)
2.10 (1.10, 4.00) 1.87 (0.85, 4.12) 0 (1.10, 4.02)
400 (138, 11.62) 10.88 (3.35, 35.34) 434 (1.86,10.12)
1.93 (149, 2.49) 0 (1.40, 2.56) 1.30 (1.13, 1.50)
1.83 (142, 2.35) 207 (148, 291) 1.30 (1.12, 1.51)
145 (1.23, 1.70) 2 (140, 2.37) 1.32 (116, 1.51)
146 (1.24,1.72) 5(1.35,2.28) 1.34 (1.17, 1.53)
1.05 (1.02, 1.08) 4 (1.02, 1.06) 1.03 (1.01, 1.04)
1.05 (1.03, 1.08) 4 (1.02, 1.07) 1.03 (1.01, 1.04)
1(1.18,1.68) 1 74) 1.06 (1.01, 1.12)
1.50 (1.24, 1.82) 45 (1.1 76) 1.07 (1.01, 1.13)
140 (112, 1.74) 1.19 (0.96, 1.49) 1.20 (1.04, 1.39)
1.39 (110, 1.74) 1.20 (0.97, 1.49) 1.20 (1.04, 1.39)
1.04 (1.02, 1.06) 1.05 (1.03, 1.08) 1.03 (1.01, 1.04)
1.04 (1.02, 1.06) 1.06 (1.03, 1.09) 1.03 (1.02, 1.05)

CDAI Clinical Disease Activity Index, CI confidence interval, DAS28 Disease Activity Score based on a 28-joint count, ESR erythrocyte sedimentation rate, ETN
etanercept, HAQ health assessment questionnaire, MTX methotrexate, PGA physician global assessment, PtGA patient global assessment, SDA/ Simplified Disease
Activity Index, SJC swollen joint count, TJC tender joint count, VAS visual analog scale

?Included factors were significant predictors of remission loss in at least one of the three treatment arms, except lack of sustained SDAI/CDAI remission, SJC at
week 40, and change in SJC from week 30 to 40 for SDAI and CDAI loss of remission. Sustained remission predictors are weighted. Hazard ratios that are not

statistically significant are reported in italics

BFrom Cox proportional hazards model for loss of response, adjusted for baseline of respective outcome (e.g., baseline DAS28, SDAI, or CDAI). Higher hazard ratios
denote a higher likelihood of loss of remission. Results cannot be compared across treatment groups because separate models were used for each

continuous week-36 and week-40 DAS28, and change in
DAZ28 from week 36 to week 40). These predictors were
significant even after adjustment for week-36 DAS2S,
indicating that they explain additional variance beyond
what is explained by week-36 DAS28. Similar results
were generally found in analyses of predictors of the loss
of DAS28 remission plus a change in DAS28 > 0.6 in the
double-blind period, as well as loss of SDAI and CDAI
remission. However, failure to achieve sustained SDAI or
CDAI remission was significantly predictive of the
respective SDAI or CDAI loss of remission only in the
placebo group, but not in either of the combination
therapy groups; change in HAQ from week 36 to week
40 appeared to be one of the strongest predictors of
both endpoints.

Based on a stepwise model, the strongest set of pre-
dictors of the loss of DAS28 remission in the double-
blind period in patients maintained on full-dose com-
bination therapy included higher DAS28 and PtGA at
week 40; longer disease duration at baseline; less
change from baseline in CDAI from week 36 to 40;
and lack of sustained DAS28 remission in the open-
label period (Fig. 4). In patients who received
reduced-dose combination therapy, the strongest set
of predictors of loss of DAS28 remission also in-
cluded higher DAS28 at week 40 and prior lack of
sustained DAS28 remission, in addition to ESR levels
higher than the ULN at week 36, high SJC at week
36, and greater change in PtGA from weeks 36 to 40.
The strongest set of predictors in patients who
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Hazard ratio

@ Loss of DAS28 remission
(95% CI)

DAS28 at week 40- —_—— 5.05 (3.07, 8.29)
. PIGA at week 40- - 1.16 (1.02, 1.33)
E x
sk ' .
8% Disease duration . 1.04 (1.01, 1.06)
z%
g
w A CDAI, week 36-40- = 0.91 (0.84, 0.97)
Sustained DAS28 remission - 0.81(0.67,097)
DAS28 at week 40 —_— 5.34 (3.57, 8.00)
- ESR ULN at week 36 71(1.92, 11.56)
Ex
8E SJC at week 36 - 1.28 (1.08, 1.52)
z%
w A PtGA, week 36-40- o 1.21(1.01, 1.46)
Sustained DAS28 remission - 0.69 (0.56, 0.86)
z DAS28 at week 40 —_—— 5.29 (3.36, 8.35)
g
]
E £ ESR at week 40 q 0.97 (0.95, 0.99)
2 i
g A CDAI, week 36-40 q 0.91 (0.87, 0.96)
-1 o 1 2 3 4 5 6 7 8 9 10 1" 12
Hazard ratio (95% CI)
b Loss of DAS28 remission + A in DAS28 20.6 Hazard ratio
(95% Cl)
A DAS28, week 36-40 —_— 5.75 (3.85, 8.59)
2 DAS28 at week 36 B e — 2.46 (1.48, 4.09)
x
E g Disease duration " 1.06 (1.03, 1.09)
+
g
w RF:+ at baseline - 059 (0.37,0.97)
CRP ULN at week 36 -— 020 (0.07, 0.59)
o DAS28 at week 40 _— 5.55 (3.61, 8.52)
E
QE PGA at week 40 —— 1.40 (1.09, 1.80)
z%
g
W |sustained DAS28 remission * 0.75 (0.60, 0.93)
A DAS28, week 36-40 —_— o 611(376,991)
DAS28 at week 36 —— 182 (1.18,2.81)
>
g
E g A ESR, week 36-40 0.97 (0.96, 0.99)
2
g A Pain VAS, week 36-40 of 0.87 (0.76, 1.00)
E
A PGA, week 36-40 o 0.83 (0.72,0.97)
Sustained DAS28 remission o 0.82 (0.69,0.98)
-1 o 1 2 3 4 5 6 7 8 9 10 1" 12

Hazard ratio (95% CI)

normal; VAS, visual analog scale

C  Loss of SDAI remission Hazard ratio
(95% Cl)
CDAI at week 36 —— 1.57 (1.05, 2.37)
. SDAI at week 40 - 1.44 (1.25,1.67)
E
B
25 CRP at week 36 1.27 (1.13, 1.43)
E+
Age (y) 0.97 (0.95, 0.99)
SJC at week 40 - 037 (0.22,0.63)
AHAQ, week 36-40 51 (1.38, 30.63)
PIGA at week 40 —— 1.60 (1.06, 2.43)
o
£
1o & | Sustained DAS28 remission —_— 1.60 (1.15, 2.21)
z3
m SDAI at week 40 e 1.14 (1.00, 1.30)
Disease duration 4 0.93 (087, 0.99)
Sustained CDAI remission - 0.44 (0.29, 0.66)
E SDAI at week 40 o 1.10 (1.05, 1.16)
- 0 1 2 3 4 5 6 7 8 9 10
Hazard ratio (95% CI)
d Loss of CDAI remission Hazard ratio
(95% ClI)
SDAI at week 36 — 1.49 (1.08, 2.05)
o
E CDAI at week 40 - 1.48 (1.27,1.72)
2k
85
E + Age (y) u 0.97 (0.95, 1.00)
SJC at week 40 - 0.42 (0.26, 0.68)
A HAQ, week 36-40 ———————+——1857(4.10,84.16)
ESR ULN-2xULN, week 40 ———————————+——13.66 (3.46, 53.84)
°
Ex
Y
8E CDAI at week 40 - 1.21(1.10, 1.33)
g+
jm
Sustained CDAI remission{ - 0.60 (0.43, 0.85)
CRP ULN-2xULN, week 36 —_-— 032 (0.13,0.78)
A PIGA, week 36-40 o 1.27 (1.10,1.47)
Sustained CDAI remission{ - 0.7 (0.59, 1.00)
- 0 1 2 3 4 5 20 40 60 80 100
Hazard ratio (95% CI)

Fig. 4 Strongest sets of predictors of loss of Disease Activity Score based on a 28-joint count (DAS28) remission (@), DAS28 remission plus change in
DAS28 2 06 (b), Simplified Disease Activity Index (SDAI) remission (c), and Clinical Disease Activity Index (CDAI) remission (d) in the double-blind period by
treatment group using stepwise models. Cl, confidence interval; CRP, C-reactive protein; ESR, erythrocyte sedimentation rate; HAQ, health assessment
questionnaire; PGA, physician global assessment; PtGA, patient global assessment; RF, rheumatoid factor; SIC, swollen joint count; ULN, upper limit of

received methotrexate monotherapy in the double-
blind period also included DAS28 at week 40, low
ESR levels at week 40, and less change in CDAI from
weeks 36 to 40. For loss of SDAI and CDAI remis-
sion, the strongest sets of predictors in patients main-
tained on full-dose combination therapy were similar,
including high SDAI/CDAI at week 36 or 40, younger
age at baseline, and lower SJC at week 40; however,
less similarity was observed in the sets of predictors
in the reduced-dose combination and methotrexate
monotherapy groups (Fig. 4).

In analyses using logistic regression models con-
ducted to determine which patients were most likely
to experience sustained remission after tapering the
etanercept dose or withdrawing the biologic agent,
DAS28 after full-dose induction therapy was shown
to predict the probability of subsequent loss of re-
sponse. Patients receiving reduced-dose combination
therapy or methotrexate monotherapy who had lower

DAS28 at week 36 were less likely to lose remission
or LDA in the double-blind period (Fig. 5). Although
the relationship between week-36 DAS28 and loss of
response in these treatment groups was strong, 95%
Cls indicate that the prediction is not precise and no
clear cut-point values predictive of loss of remission
can be derived. The relationships between week-36
SDAI and CDAI and loss of remission/LDA were less
consistent than those for DAS28 (Additional file 3:
Figure S2).

Additional analyses showed that in all treatment
groups, patients who achieved DAS28 remission only at
week 36 or only at weeks 28 and 36 vs. weeks 12, 20, 28,
and 36 were much more likely to lose remission at at
least one time point after week 36 through week 88,
regardless of the index used to measure disease activity
(Fig. 6a—d). The trend was less prominent in the treat-
ment group receiving methotrexate monotherapy during
the latter period.
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Fig. 5 Predicted probability (95% Cl) of the loss of Disease Activity Score based on a 28-joint count (DAS28) remission and low disease activity
(LDA) in patients receiving reduced-dose combination therapy or methotrexate monotherapy in the double-blind period based on mean DAS28
at week 36 of the open-label period, using logistic regression models. Circles at the top, patients who lost response; circles at the bottom, patients
who did not lose response; smooth line, model-predicted probability of loss of response as a function of week-36 DAS28; shadowed area, 95% Cl

Mean DAS28 levels were markedly higher among
patients who lost remission at at least one time point
than among those who never lost remission in all
three treatment groups (Additional file4: Figure S3).
The difference in mean DAS28 between patients who
did and did not lose remission was evident at week
36; at this time point, patients who lost remission
had a mean DAS28 of approximately 2.2 and patients
who never lost remission had a mean DAS28 of 1.6—
1.7, which remained at this level even after reduction or
withdrawal of etanercept. The difference in DAS28 levels
between those who lost and never lost remission was
greatest in the methotrexate monotherapy group.

Discussion

The PRESERVE trial was designed before the develop-
ment of ACR/EULAR remission criteria and, therefore,
DAS28 <2.6 had been pre-specified as remission in
accordance with the trends at that time. However, evi-
dence suggests that patients in DAS28 remission may
have substantial residual disease activity [13—15], which
is further supported by the present analyses of findings
from the PRESERVE trial, as the likelihood of maintain-
ing a good outcome increased with decreasing DAS28 in
the “remission” state. The findings of the PRESERVE
trial presented in the current report reveal that a large
proportion of patients with moderate RA were able to
achieve DAS28 remission with full-dose combination
etanercept-plus-methotrexate therapy by the end of the

open-label period; however, withdrawal of etanercept
after achievement of response resulted in a loss of remis-
sion in many patients in the double-blind period [6]. As
derived from both the univariate and stepwise logistic
regression models, patients with moderately active RA
who had received full-dose etanercept and methotrexate
as induction therapy were significantly more likely to
achieve DAS28, SDAI, and CDAI remission if they had
lower DAS28/CDAI/SDAI, younger age, BMI <30 kg/
m?, and lower HAQ score at baseline.

In a subpopulation of patients who were in remission
at week 36, DAS28 response was found to be decreased
in all treatment groups at the first post-randomization
visit (week 40), possibly due to an artificially increased
response at week 36 because achievement of DAS28
LDA was required for enrollment in the double-blind
period and/or to the changeover from an open-label to a
blinded, randomized study. Approximately 25-34% of
patients in the full-dose or reduced-dose etanercept-
plus-methotrexate groups were not in DAS28 remission
at any visit in the double-blind period, having regressed
toward their non-remission rate of approximately 25% at
week 28 in the open-label period. Interestingly, the mean
DAS28 (2.7 (2.5, 2.9)) in patients in the full-dose com-
bination therapy group who lost remission at least once
in the double-blind period suggests that patients who
lost DAS28 remission at any time point in this period
were, on average, near remission at week 88. In contrast,
in the methotrexate monotherapy group, the mean
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Fig. 6 Proportions of patients who lost Disease Activity Score based on a 28-joint count (DAS28) remission (a), DAS28 remission and had a
change in DAS28 2 0.6 (b), Simplified Disease Activity Index (SDAI) remission (c), and Clinical Disease Activity Index (CDAI) remission (d) at least
once at any time point in the double-blind period by duration of remission in the open-label period. n/N, numbers of patients who lost remission
in the double-blind period/numbers of patients who had remission at specified time points in the open-label period. Patients included in the loss
of remission models (i.e., patients with remission at week 36). ETN, etanercept; MTX, methotrexate
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DAS28 (3.7 (3.5, 3.9)) in patients who lost remission at
least once in the double-blind period indicates a higher
level of disease activity that did not similarly approach
remission. Most patients who lost DAS28 remission in
the double-blind period did so in the month between
week 36 (randomization) and week 40; the greatest
change in DAS28 scores among patients who lost remis-
sion in that period was also observed in this interval.
These observations help explain the numerous signifi-
cant predictors of remission loss identified at week 40
across remission endpoints.

Our findings suggest that patients who did not
achieve sustained remission in the open-label period
and had higher DAS28 at week 36 were more likely
to lose remission with maintenance therapy in the
double-blind period. Not surprisingly, patients who
achieved remission at only week 36, those who sus-
tained remission at only weeks 28 and 36, and those

who sustained remission at only weeks 20, 28, and
36, were at higher risk for loss of remission than pa-
tients who sustained remission from week 12 to week
36, indicating that depth of disease control is an im-
portant predictor of remission loss. In line with the
residual disease activity in patients with a DAS28 < 2.6
mentioned above, the lower the DAS28, and thus the
lower the residual disease activity level, the greater
the likelihood of sustained response. This result un-
derscores and reinforces the current treat-to-target
approach and the importance of adjusting treatment
in patients who are not achieving the lowest levels of
disease activity currently recommended in ACR/
EULAR treatment guidelines [16, 17], as it suggests
that the depth and duration of response are relevant.
Predictors identified for the maintenance of SDAI and
CDAI remission (with the exception of failure to
achieve sustained SDAI or CDAI) further support the
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conclusion of a better outcome with lower disease
activity and maintenance of a good response at the
time of withdrawal.

Several limitations of the PRESERVE trial and these
post hoc analyses should be considered. The study
design and endpoints were contemporary at the time
at which the study was initiated, and the study
excluded patients with mild or severe disease activity
and patients with certain comorbid diseases. Physi-
cians could not modify the medication regimens at
will (ie., the regimens were specified by the protocol);
patients who left the study were not followed and
therefore not assessed. The analyses were limited to
the assessments used in the PRESERVE trial and the
predictors of remission analyses were limited to data
collected in the first 36-week period of the study; in
addition, patient follow up occurred at a fixed inter-
val. Sample sizes were small in the methotrexate
monotherapy group because most patients lost remis-
sion in that group, which resulted in less robust stat-
istical analyses. Moreover, because SDAI and CDAI
remission are more stringent endpoints, with fewer
patients achieving them than patients achieving
DAS28 remission, analyses of the loss of SDAI and
CDAI remission had less power to detect differences
than analyses of the loss of DAS28 remission. In
addition, as noted previously, HRs for predictors of
the loss of remission (Table 3) should not be com-
pared across treatment groups because each treatment
group has a different rate of loss of remission. Al-
though similar proportions of patients treated with
etanercept 50 mg and etanercept 25 mg maintained
remission in the double-blind period, differences in
HRs for some predictors of the loss of remission were
seen between these groups (e.g., change in DAS28 at
week 40, change in DAS28 from week 36 to 40).

Conclusion

The findings of the analyses in the current report
suggest that targeting sustained and stringently defined
clinical remission in patients receiving full-dose combin-
ation etanercept-plus-methotrexate therapy before
considering dose or regimen changes may help improve
the likelihood that patients will remain in clinical remis-
sion 1 year after the changes are made. Patients who are
younger and have BMI <30 kg/m? lower HAQ scores,
and lower disease activity, as measured by DAS28, SDAI,
and CDAI, at baseline may be most likely to achieve a
remission state with full-dose combination etanercept-
methotrexate induction therapy, whereas those who
achieve an early, strong, and durable response to induc-
tion therapy are most likely to experience a sustained
response after biologic tapering or withdrawal.
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Additional files

Additional file 1: Appendix 1 and Appendix 2. (DOCX 22 kb)

Additional file 2: Figure S1. Summary of patient disposition in the
open-label and double-blind periods. CDAI Clinical Disease Activity Index,
DAS28 Disease Activity Score based on a 28-joint count, £ETN etanercept,
LDA low disease activity, MTX methotrexate, QW once weekly, SDA/ Sim-
plified Disease Activity Index. (EPS 1688 kb)

Additional file 3: Figure S2. Predicted probability (95% Cl) of the loss of
SDAI remission and LDA (a) and the loss of CDAI remission and LDA (b) in
patients receiving reduced-dose combination therapy or methotrexate
monotherapy in the double-blind period based on mean SDAI/CDAI at
week 36 of the open-label period, using logistic regression models. Circles
at the top indicate patients who lost response; circles at bottom
indicate patients who did not lose response; smooth line, model-
predicted probability of loss of response as a function of week-36
DAS28; shadowed area, 95% Cl. (EPS 2683 kb)

Additional file 4: Figure S3. Mean DAS28 levels in patients who lost
remission at 21 time point and who never lost remission in the double-
blind period. mITT population in double-blind period who had remission
at week 36. C/ confidence interval, DAS28 Disease Activity Score based on
a 28-joint count, ETN etanercept, m/TT modified intent-to-treat, MTX
methotrexate. (EPS 1406 kb)

Abbreviations

ACPA: Anti-citrullinated peptide antibody; ACR/EULAR: American College of
Rheumatology/European League Against Rheumatism; BMI: Body mass index;
CDAI: Clinical Disease Activity Index; Cl: Confidence interval; CRP: C-reactive
protein; DAS28: Disease Activity Score in 28 joints; ESR: Erythrocyte
sedimentation rate; ETN: Etanercept; HAQ: Health Assessment Questionnaire;
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