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ARTICLE

Two-year follow-up of a dose reduction strategy trial of biologics adalimumab,
etanercept, and ustekinumab in psoriasis patients in daily practice

S. Atalaya , J. M. P. A. van den Reeka , J. M. M. Groenewoudb , P. C. M. van de Kerkhofa , W. Kievitb

and E. M. G. J. de Jonga,c

aDepartment of Dermatology, Radboud University Medical Center, Nijmegen, The Netherlands; bDepartment for Health Evidence, Radboud
Institute for Health Sciences, Radboud University Medical Center, Nijmegen, The Netherlands; cRadboud University, Nijmegen, The
Netherlands

ABSTRACT
Background/objectives: Tightly-controlled dose reduction was possible during 1 year in psoriasis
patients on adalimumab, etanercept or ustekinumab with low disease activity (CONDOR trial).
Extended observation is needed to ensure long-term effectiveness and safety of the strategy. With
prolonged follow-up, we investigated the clinical effects and safety of the strategy, the proportion of
patients with successful dose reduction, and assessed if patients with a disease flare
regained remission.
Methods: Two-year follow up of a subgroup of patients previously included in a randomized prag-
matic study comparing usual care (UC) with stepwise dose reduction (DR). Effectiveness (Psoriasis
Area and Severity Index, PASI), Dermatology Life Quality Index (DLQI), adverse events, proportion of
patients with successful DR and proportion of persistent disease flares were analyzed.
Results: DR leads temporarily to a slightly increased PASI groupwise, but on the long-term patients
regained low PASI. DLQI scores remained stable during follow-up. No serious adverse events due to
DR were reported. Forty-one percent of patients remained on a low dose up to 2 years. The number
of persistent flares was low in DR and UC.
Conclusions: The proposed dose reduction strategy is effective for a significant part of patients and
remains safe up to 2 years of follow-up.

ARTICLE HISTORY
Received 19 November 2020
Accepted 15 December 2020

KEYWORDS
psoriasis; biologics; dose
tapering; dose reduction

Introduction

Treatment of psoriasis has improved dramatically in the last dec-
ades due to the introduction of targeted biologic therapies.
These drugs are effective, reduce skin symptoms and improve
quality of life of patients (1–4). Biologics are administered in
fixed dosages during many years. However, this may not be
necessary in patients with a very good response. It is important
to prevent overtreatment and use healthcare costs appropri-
ately, and this can be achieved by striving for the lowest effect-
ive dose in patients with stable low disease activity.

The effectiveness of a tightly controlled dose reduction strat-
egy has been described previously with evaluation of the
Psoriasis Area and Severity Index (PASI), the Dermatology Life
Quality Index (DLQI) and safety in a randomized pragmatic con-
trolled trial containing 1 year follow up (CONDOR trial) (5). Non-
inferiority was not demonstrated regarding PASI at 12months,
whereas DLQI was non-inferior and safety was reassuring (5).
After 1 year, successful dose reduction was possible in 53% of
psoriasis patients with stable low disease activity.

However, more insight into the longer-term risks and bene-
fits of such a dose reduction strategy is important for its further

development and implementation. In this study, we investigated
the extension phase of the CONDOR study with a follow-up dur-
ation of up to 2 years regarding clinical effects and safety. In
addition we addressed if patients who were treated successfully
with a low dose after 1 year, could maintain this up to 2 years.
Lastly, we investigated whether and how patients with a disease
flare after a dose reduction attempt regained their state of low
disease activity.

Methods

Study design, participation, randomisation and procedures

This is a 12-month open-label extension of the CONDOR study.
The CONDOR study was a 1 year, pragmatic, open label,
randomized, controlled, non-inferiority trial in patients with
psoriasis (5). In the original study, a tightly controlled dose
reduction (DR) strategy of adalimumab, etanercept and usteki-
numab was compared with usual care (UC). Patients with plaque
psoriasis were eligible for inclusion in the original CONDOR
study when they had stable and low disease activity on the
authorized full dose of the biologics for at least 6 months. For
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the design and results of the study, we refer to previous papers
(5,6). In short, patients in the DR received identical care as the
UC, but the time interval between their injections was pro-
longed in two steps, resulting in 67% and 50% of their full
authorized dose. In case of a short disease flare patients were
advised to returned to their previous effective dose or original
dose. A disease flare was defined as a PASI score >5 and/or a
DLQI score >5 once (short flare), or �3months (persistent flare).

The present paper describes the extension phase of CONDOR
and was conducted from March 2017 to June 2019 in the
Radboudumc, Nijmegen. In patients in the DR group who were
still on a low dose at the end of CONDOR, the low dose was
continued in this extension phase unless PASI or DLQI exceeded
the threshold of 5 (i.e. disease flare). Other treatment choices, as
well as treatment of patients in the UC group, were made by
the treating physician based on pertaining guidelines or
usual care.

This extension study was approved by the local ethics com-
mittee (Commissie Mensgebonden Onderzoek region Arnhem-
Nijmegen, NL54557.091.15). Written informed consent was
obtained from all patients in the DR group entering the exten-
sion study on a low dose. Data from patients from UC (on a nor-
mal dose) was extracted from BioCAPTURE registry, for which
patients also provided informed consent (7).

Analyses

In general, for continuous variables, means and standard devia-
tions (SD) or medians and interquartile ranges [IQR] were
reported, depending on skewness of the data. Patients that
were lost to follow-up were left out of the analysis after their
lost to follow-up date. If there was no visit at 24months, avail-
able data within a 3 month time window were used. Statistical
analyses were performed with SPSS statistical package, version
23.0 (SPSS Inc., Chicago, IL, USA).

Disease activity and QOL during dose tapering and usual care
(t¼ 0 to24months)
Baseline characteristics and treatment characteristics of patients
entering the extension phase were described using descriptive
statistics. To gain insight into the long term effects of the intro-
duction of a dose strategy in general, the total study period
(CONDOR and extension, t¼ 0 until t¼ 24months) was
described using a per protocol approach. PASI and DLQI scores
were compared between DR and UC at each time point using
the Mann-Whitney U test. Patients in DR that returned to a nor-
mal dose before the end of study (either CONDOR or the exten-
sion phase) remained in the DR group for this per protocol
analysis, due to the fact that ‘returning to a normal dose in case
of a (short) flare’ was part of the study protocol.

Safety of dose tapering and usual care (t¼ 12 to 24months)
We added the safety of the extension phase (t¼ 12 to
t¼ 24months) to the existing knowledge as reported in
CONDOR (t¼ 0 to t¼ 12) (5). All adverse events and their rela-
tion to dose reduction were assessed by two reviewers (SA,
JvdR). SAEs and adverse events of special interest (AEoSI) were
described in event rates per month. AEoSI included infectious
events, cardiovascular events, malignancies and nonmelanoma
skin cancer, musculoskeletal events, arthritis, skin events and
other clinically relevant events. For this safety analysis specific-
ally, patients who started on a low dose in the CONDOR

extension were classified as the ‘low dose-group’; patients that
were treated with usual care or those who were on a normal
dose when the extension phase started (i.e. patients that failed
dose reduction already in CONDOR) were analyzed as the
‘normal-dose group’. Observation-time ended when the dose
was changed in an individual patient and the patient did not
belong to the original dose group anymore. Formal statistical
comparisons were not made because the study was not pow-
ered for this purpose.

Maintenance of dose tapering (t5 12 to 24months)

Patients who were on a low dose at the start of the extension
phase were selected. The proportion of these patients that con-
tinued dose tapering during this observational follow up period
was calculated for month 15, 18, 21 and 24. It was also assessed
which proportion of patients on a low dose was successful (def-
inition of successful: PASI and DLQI �5). Furthermore, the
course of disease activity (PASI) and quality of life (DLQI) of this
selection of patients was described for the CONDOR phase and
extension phase (t¼ 0 until t¼ 24months).

Analysis of course of disease flares in dose tapering and
usual care (t50 to 24months)

The number of persistent disease flares in patients that were ini-
tially randomized to UC and DR in CONDOR was reported. This
analysis comprised data of the CONDOR phase and the exten-
sion phase (t¼ 0 until t¼ 24months). Statistical comparisons
were not made due to differences in follow-up duration
between groups. The number of patients that were still in a
state of persistent disease flare at 24months was reported, as
well as the number of patients that needed a higher than nor-
mal dose or a switch to another biologic due to disease flare.

Results

The cohort of this CONDOR extension study consisted of 88
patients and comprised only patients from Radboudumc that
were included in the original CONDOR study. Of this cohort, 44
were randomized to UC and 44 to DR in the initial CONDOR
study. Twenty-six out of 44 patients (59%, 95%CI 43–73%) that
were randomized to DR were still on a low dose at the end of
the CONDOR study. Twenty-two out of these 26 patients were
classified as having ‘successful’ dose reduction (i.e. PASI and
DLQI � 5 on a low dose) and four out of 26 were classified as
‘unsuccessful’ (low dose but high PASI/DLQI > 5). The other
18DR patients returned to their normal dose due to failure of
dose reduction before starting this extension phase. All 44 UC
patients that finished the CONDOR study were included for this
extension study as a comparison cohort, and they continued
usual care. At start of the extension phase, all 44 were on a nor-
mal dose but in time, a subgroup of patients (n¼ 14) were
actively switched to lower dosages and were excluded from
analyses from that moment on. Figure 1 shows the flow of
patients throughout the CONDOR trial and this extension phase.

Disease activity and QOL during dose tapering and usual care
(t50 to 24months)

Table 1 shows patient and treatment characteristics of DR and
UC. Course of PASI an DLQI were compared between DR and
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UC (of note, this concerns patients that were randomized to DR
and UC, and remained in this group if the protocol was fol-
lowed, including protocolized return to a normal dose). For
these per protocol analyses, all 44DR and 44 UC patients were
described and compared for the extension phase until lost to
follow up.

Figure 2(A) shows the course of PASI. The PASI was signifi-
cantly higher in DR compared to UC at month 9–18, but this dif-
ference was not present after 18months. Figure 2(B) shows the
course of DLQI. There were no significant differences between
both groups during the extension phase for DLQI.

Safety of dose tapering and usual care (t5 12 to 24months)

Sixty-two patients added observation time to the ‘normal dose
group’ (i.e. n¼ 44 UC and n¼ 18DR patients that were on a low
dose before entering the extension phase), and 26 patients
added observation time to the ‘low dose group’ (i.e. all DR
patients that entered the extension phase on a low dose). One
patient (4%, 95%CI 0.2–22%) reported one severe adverse event
(SAE) in the low dose group and five patients (8%, 95%CI
3–19%) reported 12 SAEs in the normal dose group during the
extension phase. No SAE was assumed to be causally related to
dose reduction in the low dose group. No patients had been
admitted to the hospital due to a psoriasis exacerbation. In
Table 2, AEoSI and SAEs and corresponding rates (event rates
per month) were specified. As stated, statistical comparisons
were not performed as the study was underpowered for
this purpose.

One patient reported musculoskeletal complaints when using
a low dose. Five patients in the normal dose group reported
musculoskeletal complaints. No exacerbation or newly devel-
oped psoriatic arthritis (PsA) was reported in the normal dose

group. In the low dose group, one patient was formally diag-
nosed with PsA in the extension phase. This diagnosis was
based on a monoarthritis which occurred during the extension
phase, combined with the fact that he had one episode of arth-
ritis in the past. All AEs per patient in the extension phase are
reported in Supplemental Table 2.

Maintenance of dose tapering (t¼ 12 to 24months)
Baseline characteristics of the 26 patients that started on a low
dose in this extension phase are presented in Supplemental
Table 1. Figure 3(A) shows the proportion of patients that
remain on a low dose during the extension phase, for each time
point (month 12, 15, 18, 21, 24). Of these patients, 18/26
patients (69%, 95%CI 48–85%) remained on a low dose until the
end of the extension phase (at 24months). Eight out of 26
patients (31%, 95%CI 15–52%) returned to their original author-
ized full dose at the end of the extension phase. One patient
(4%, 95%CI 0.2–22%) had a low dose but a PASI/DLQI > 5 at
24months, but did not follow the advice to return to his/her
previous effective dose earlier, therefore 17/26 patients (65%,
95%CI 44–82%) could be considered as having successful dose
reduction (low dose and low PASI/DLQI). Of the patients with a
low dose until end of study (n¼ 18), 11/18 (61%, 95%CI
36–82%) used 50% of their original dose, and 7/18 (39%, 95%CI
18–64%) used 67% of their original dose at 24months.

The median PASI scores of the 26 patients who entered the
extension phase on a lower dose was 3.6 [interquartile range
(IQR) 2.6–4.4] at 12months, 3.5 [IQR 1.6–4.8] at 15months, 3.0
[IQR 1.9–4.0] at 18months, 2.3 [IQR 1.5–3.4] at 21months, 1.8
[IQR 0.7–3.1] at 24months, see Figure 3(B). The median DLQI
scores of 26 patients who entered the extension phase on a
lower dose was 1.0 [IQR 0.0–3.0] at 12months, 1.0 [IQR 1.0–3.0]

Figure 1. Flow chart CONDOR Extension study, Controlled Dose Reduction of Biologics with 24months follow up.
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at 15months, 1.0 [IQR 0.3–2.0] at 18months, 0.5 [IQR 0.0–1.8] at
21months, 1.0 [IQR 0.0–1.0] at 24months, see Figure 3(C).

Analysis of course of disease flares in dose tapering and usual
care (t¼ 0 to 24months)
In the extension phase, three new persistent flares (7% 95%CI
2–20%) occurred in the DR group. Over the entire study period
(CONDOR and extension, t¼ 0–24), 11 persistent flares (n¼ 10
patients, 23% 95%CI 12–38%)) were seen in the DR group. In
UC, also three new persistent flares (7% 95%CI 2–20%) were
observed in the extension period and seven (n¼ 6 patients,
14% 95%CI 6–28%) over the entire study period (CONDOR and
extension) were seen, but note that there were more patients
lost to follow up in UC than DR and direct comparisons cannot
be made, as this leads to an underestimation of the flare rate in

UC. After 24months, two patients in the DR group and two
patients in the UC group were still in a state of persistent flare,
but follow up stopped due to end of study.

Of all patients with a persistent flare, two patients in the DR
group and one patient in the UC group received a higher dose
than the normal dose in order to regain clinical effectiveness. In
both DR and UC, no patient switched to another biologic due
to clinical ineffectiveness during the 24month follow up period.
Throughout the total follow up period, four DR patients pre-
ferred to stay on their low dose despite PASI/DLQI >5 and our
advice to return to a normal dose. Two of those patients had a
low PASI and DLQI score next follow-up visit and the other two
patients had a persistent state of disease flare.

Discussion

The present study provides an additional year of follow-up for
patients randomized in the CONDOR trial (5). In this trial, a dose
reduction strategy of adalimumab, etanercept and ustekinumab
in psoriasis patients was tested. For further development and

Table 1. Patient characteristics condor extension.

Usual care Dose reduction
Characteristics (n¼ 44) (n¼ 44)

Patient characteristics
Sex (male) 31 (71) 30 (68)
Age (years)� 56.3 (52.4–60.1) 53.7 (49.6–57.8)
Psoriasis onset (years)� 26.9 (22.8–31.0) 23.9 (20.5–27.3)
Disease duration (years)� 29.4 (25.6–33.1) 29.8 (26.1–33.5)
Psoriatic Arthritis (yes) 10 (23) 12 (27)
Body Mass Index† 27 [25.3–31.0] 27 [23.8–31.7]
Weight (kilogram)† 88.1 [78.6–101.1] 81.5 [70.1–97.7]
Current alcohol use 32 (73) 35 (80)
Current smoking 11 (25) 9 (21)
Smoking in the past 21 (48) 24 (55)

Disease activity
PASI� 1.9 (1.4–2.3) 2.1 (1.7–2.6)
DLQI� 1.3 (0.8–1.8) 0.6 (0.3–1.0)
C-reactive protein† 1.0 [1.0–2.0] 1.0 [1.0–3.0]

Medical history
Diabetes Mellitus (type 1 or 2) 6 (14) 3 (7)
Hypertension 16 (36) 14 (32)
Hypercholesterolemia 14 (32) 11 (25)
Myocardial infarction 2 (5) 2 (5)
Cerebrovascular accident 4 (9) 2 (5)
Malignancy 4 (9) 2 (5)
NMSC 2 (5) 2 (5)
IBD 1 (2) 0 (0)
Rheumatologic condition 10 (23) 8 (18)

Treatment in the study
Adalimumab 17 (39) 18 (41)
Etanercept 12 (27) 11 (25)
Ustekinumab 15 (34) 15 (34)
Methotrexate/Acitretin 3 (7) 2 (5)

Previous treatments
Topical steroids 44 (100) 44 (100)
Dithranol 22 (50) 25 (57)
UV-therapy (UVB/PUVA) 43 (98) 42 (96)
Retinoid (acitretin) 25 (57) 26 (59)
Fumaric acid esters 23 (52) 25 (57)
Ciclosporin 30 (68) 20 (46)
Methotrexate 40 (91) 43 (98)
Adalimumab 3 (7) 10 (23)
Etanercept 17 (25) 16 (36)
Ustekinumab 3 (7) 1 (2.3)
Secukinumab 0 (0) 0 (0)
Infliximab 4 (9) 0 (0)
Alefacept 5 (11) 3 (7)
Other biologics 6 (14) 8 (18)

Data are shown in number (%) of patients unless state otherwise. �Mean
(95% confidence interval). †Median [25th and 75th percentile]. PASI: Psoriasis
Area and Severity Index; DLQI: Dermatology Life Quality Index; NMSC: Non-
melanoma skin cancer; IBD: Inflammatory Bowel Disease; UVB: Ultraviolet B;
PUVA: Psoralen Ultraviolet A. No data on baseline characteristics
were missing.

Figure 2. PASI and DLQI. (A) Psoriasis Area and Severity Index (PASI) compari-
son between usual care and dose reduction. PASI scores (median and IQR) are
depicted for the original CONDOR study (month 0, 3, 6, 9 and 12) and for the
CONDOR extension phase (month 15, 18, 21, 24). Significant differences were
seen at 9months (p¼ .005), at 12months (p¼ .001), at 15months (p¼ .002)
and at 18months (p¼ .003). (B) Dermatology Quality and Life Index (DLQI)
depicted for the original CONDOR study (month 0, 3, 6, 9 and 12) and for the
CONDOR extension phase (month 15, 18, 21, 24). Significant differences
between dose reduction and usual care were only observed at 6months
(p¼ .005). No significant differences were observed in the extension period.�Significant differences that were observed between dose reduction and
usual care.
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implementation of a dose reduction strategy, insight is needed
into the effectiveness and safety of patients undergoing the
strategy on the long run, and to assess how tenable dose reduc-
tion is with this strategy. We saw that in general, dose reduction
leads temporarily to a slight increase of PASI scores groupwise,
but on the long-term (after 18months) the PASI decreased
again. DLQI scores remained stably low during the whole period
indicating that the temporary PASI increases had a limited effect
on quality of life. Furthermore we demonstrate that 18 out of
44 (41%) patients from the initial CONDOR study were still on a
low dose after 2 years. Of all patients with a low dose at the
end of the CONDOR study (5), 70% could maintain their low
dose up to 2 years of follow up. Furthermore, we investigated if,
and how, patients with a disease flare after a dose reduction
attempt regained their state of low disease activity again. In
dose reduction (DR) as well as usual care (UC), three persistent
flares were observed in each group in the extension phase. In
total, two patients in de DR group and one patient in the UC
group needed a higher dosage than the authorized dose to
treat a disease flare. During the 24months of follow-up
(CONDOR and extension), no patient needed to switch to
another biologic to regain low disease activity. This implies that
concerns regarding the possibility to regain effectiveness after
failure of dose reduction may be redundant.

There were no safety signals that dose reduction led to any
related problems like hospital admission due to psoriasis exacer-
bation or serum sickness due to antibody formation. In the dose
reduction group, there was one patient with newly diagnosed
psoriatic arthritis but, in hindsight, this patient had suspected
complaints already before the CONDOR study. Musculoskeletal
complaints were higher in DR than UC in CONDOR, but low in
both groups during this extension period (5).

Few studies have been published on long term results of
dose tapering of biologics for psoriasis. However, all showed
that lower dosages were feasible in a substantial part of
patients with low disease activity (8–10). The methodology of
the present study (RCT vs. retrospective observational studies)
and outcomes (definition of persistent flares) differ substantially
from previous reports. In the study of Esposito et al. no clear

dosing regimen was used and this contrasts with our tight con-
trolled dose reduction strategy (9). We found a lower proportion
of patients with successful dose reduction compared to that
study, which might be explained by the fact that we were rela-
tively strict when returning to a higher dose. Furthermore, in a
study of Hansel et al., 30 patients who achieved complete clear-
ance (PASI100) under a normal dose underwent dose reduction;
18 of them (60%) maintained complete clearance during the
observation period with a median of 60months (8). They also
found that higher BMI was associated with a higher chance of
relapse due to dose tapering. Of note, we found that even
patients without a PASI100 at baseline could lower their dose
successfully and are worthwhile to consider for our strategy, but
it is important to note that the definition of success also differs
between studies. In addition, in another study of Bezooijen
et al. with a follow-up duration of 1.5 years, reassuringly the out-
comes of disease activity, quality of life (at baseline) and propor-
tion of patients on dose reduction were very similar to our
results (10). Nevertheless, this study was not randomized, small
numbers of patients per biologic and different dosing schedules
were used

A limitation of the present study was the fact that it was not
powered to make strict statistical comparisons, e.g. on safety, as
this extension phase was limited to subpopulation included in
the CONDOR study. Reassuringly, baseline characteristics, like
PASI, age, BMI, were comparable for these UC and DR subpopu-
lations. Another factor that limited these comparisons was the
fact that a part of the UC group did not complete the total
extension phase, due to a switch to a lower dose.

Despite the small size of the population, the results of this
extended observation of a dose reduction study on etanercept,
adalimumab, and ustekinumab for psoriasis, provide important
insights into the durability of this dose reduction strategy. We
showed that 41% of patients could maintain their low dose up
to 2 years, and the rise in PASI due to dose reduction was
reversible in the vast majority of patients when following the
reported dose reduction strategy. Moreover, DLQI scores
remained low continuously and no SAEs related to dose reduc-
tion were reported. These reassuring results provide further

Table 2. Safety during condor extension (t¼ 12 to 24months).

‘Normal dose group’ extension phase (n¼ 62)
Total follow up years (sum: 703.8 months/

58.6 years)

‘Low dose group’ extension phase (n¼ 26)
Total follow up years (sum: 257.3 months/

21.4 years)
(Event rate per month, 95%CI) (Event rate per month, 95%CI)

SAEs� 0.0171 (0.0097––0.0300) 0.0039 (0.0005––0.0276)
AEoSI 0.1122 (0.0900–0.1399) 0.1322 (0.0944–0.1850)
AE, AEoSI and SAEs per category
Infectious event 0.0753 (0.0575–0.0986) 0.0933 (0.0625–0.1392)
Cardiovascular event 0.0071 (0.0030–0.0171) 0.0078 (0.0019–0.0311)
Premalignancy 0.0099 (0.0047–0.0209) 0.0039 (0.0005–0.276)
Malignancy 0.0014 (0.0002–0.0101) 0
Nonmelanoma skin cancer 0.0014 (0.0002–0.0101) 0.0039 (0.0005–0.0276)
Musculoskeletal events 0.0071 (0.0030–0.0171) 0.0039 (0.0005–0.0276)
Arthritis 0 0.0039 (0.0005–0.0276)
Skin events 0.0114 (0.0057–0.0227) 0
Hospital admission (pso exacerbation) 0 0
Other 0.0085 (0.0038–0.0190) 0.0194 (0.0081–0.0467)
Death 0 0

AEoSI: Adverse events of Special Interests (see description in methods section); SAEs: Severe Adverse events. AEoSI and SAEs are expressed in rates (number of
events per month) with 95% Confidence Intervals (CI).�All SAEs were deemed unrelated to the intervention of dose tapering. No hospital admission due to psoriasis exacerbation were observed. Category ‘Other’
includes the following clinically relevant events: renal function disorder, leg edema, benign prostate hyperplasia, wound leg, high intraocular pressure, sciatica,
asthma, diverticulitis.
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support to implement the dose reduction strategy in psoriasis
care for etanercept, adalimumab and ustekinumab, thereby
improving personalized care for patients with psoriasis.
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