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S umma r y

AAiimm  ooff  tthhee  ssttuuddyy::  To investigate the effectiveness and safety of etan-
ercept (ETA) treatment in patients with active rheumatoid arthritis
(RA) and ankylosing spondylitis (AS) enrolled in the national thera-
peutic program.
MMaatteerriiaall  aanndd  mmeetthhooddss::  The study was conducted in 55 adult patients
with active RA (DAS28 > 5.8) and 33 adult patients with active AS 
(BASDAI > 7) who were enrolled in the ETA national therapeutic pro-
gram as a first (40 RA patients) or second (15 RA patients) line bio-
logical therapy. The period of observation of RA patients lasted from
3 months to 9 years, whereas in AS patients it lasted from 1 to 
30 months. The safety; rate of long-term remissions and primary or
secondary ineffectiveness of ETA treatment were analyzed.
RReessuullttss::  Permanent remission (over 12 months without biological ther-
apy) occurred in a similar percentage of RA patients (5–9%) and AS
patients (3–9%). There were 7 non-responders (12.7%) to the initial
treatment with ETA in a group of RA patients and 3 (9%) in AS patients
(NS). Secondary ineffectiveness of ETA therapy was observed in 
19 (34.5%) RA patients and in 2 (6.1%) AS patients. Side effects (infec-
tions and allergic skin reactions) were relatively rare, mainly at the
beginning of therapy.
CCoonncclluussiioonnss::  We conclude that ETA treatment is a safe and effective
form of therapy in patients with active, long-term RA previously treat-
ed with various DMARDs, and in patients with active form of AS. Pri-
mary ineffectiveness of ETA therapy is relatively rare in RA and AS
patients. On the other hand, the secondary ineffectiveness of ther-
apy in RA patients is the reason for its discontinuation in about one-
third of patients after ca. 28 months of treatment.

S t r e s z c z e n i e

CCeell  pprraaccyy:: Analiza przebiegu, skuteczności oraz bezpieczeństwa lecze-
nia etanerceptem (ETA) grupy chorych na aktywne reumatoidalne zapa-
lenie stawów (RZS) i zesztywniające zapalenie stawów kręgosłupa
(ZZSK) przy istnieniu uwarunkowań związanych z realizacją progra-
mu terapeutycznego.
MMaatteerriiaałł  ii mmeettooddyy:: Retrospektywną oceną objęto przebieg leczenia
w programie terapeutycznym 55 chorych na RZS i 33 chorych na ZZSK.
U chorych na RZS ETA był stosowany jako terapia biologiczna
pierwszego rzutu (40 osób) lub jako terapia kolejna (15 osób). Czas
leczenia ETA chorych na RZS wynosił od 3 miesięcy do 9 lat, chorych
na ZZSK od 1 do 30 miesięcy. Przeanalizowano częstość występowania
długotrwałych remisji, pierwotnej nieskuteczności, wtórnej niesku-
teczności oraz częstość występowania działań niepożądanych.
WWyynniikkii:: Trwałą remisję choroby (bez leczenia biologicznego > 12 mie-
sięcy) uzyskano u takiego samego odsetka chorych na RZS i ZZSK, tj. 9%.
Pierwotny brak odpowiedzi na leczenie (po 3 miesiącach stosowania
terapii) odnotowano u 12,7% chorych na RZS oraz 9% chorych na ZZSK
(różnica nieistotna statystycznie). Wtórny brak odpowiedzi na lecze-
nie obserwowano u 35% chorych na RZS – średnio po 28 miesiącach
terapii oraz u 6% chorych na ZZSK w okresie obserwacji do 30 mie-
sięcy. Działania niepożądane (zmiany skórne i infekcje) występowa-
ły stosunkowo rzadko, głównie w początkowym okresie terapii.
WWnniioosskkii::  Etanercept jest bezpiecznym, skutecznym lekiem w terapii
aktywnego RZS i ZZSK. Pierwotna nieskuteczność terapii ETA wystę-
puje stosunkowo rzadko, podobnie często u chorych na RZS i ZZSK.
U ok. 1/3 chorych na RZS wtórna nieskuteczność terapii jest przyczyną
przerwania leczenia, średnio po 28 miesiącach leczenia.
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Introduction

Etanercept (ETA – Enbrel) is a recombinant fusion pro-
tein comprising two distinct human proteins: the extra-
cellular portion of the TNFR2/p75 receptor and the Fc frag-
ment of human immunoglobulin G1. It is an analogue of
the soluble TNF receptor TNF-R2. The soluble receptor binds
with free TNF, lowering its concentration. Etanercept also
possesses an affinity towards lymphotoxins. Thus, etan-
ercept binds and neutralizes free TNF and lymphotoxins
[1–3]. It displays lower immunogenicity than other chimeric
proteins. The same dose of medication may be effective
over longer periods of treatment [1–3]. Etanercept is reg-
istered for the treatment of rheumatoid arthritis (RA), juve-
nile idiopathic arthritis (JIA), ankylosing spondylitis (AS), pso-
riatic arthritis (PSA), and psoriasis [4].

In Poland, biological drugs available through state-fund-
ed therapeutic programs (TP) include etanercept, infliximab,
adalimumab, and rituximab. The majority of patients
have been treated with etanercept [5–7].

The aim of the study was to analyze the course, effec-
tiveness and safety of long-term treatment using etan-
ercept in a group of patients with RA and with AS in the
presence of regulations governing the implementation 
of therapeutic programs.

Material and methods

The clinical analysis involved 88 patients; 55 patients
with RA had undergone treatment using ETA in the peri-
od from 2005 to mid-2012 and 33 patients with AS were
treated with ETA in the period from 2010 to mid-2012 (up
to 30 months). Some subjects (40 patients – 72.7%) had
received a once weekly subcutaneous 50 mg dose of ETA
as initial therapy or as a subsequent therapy following non-
response to a previous therapy (15 patients). The therapy
was conducted subject to changing requirements for imple-
menting therapeutic programs (TP), which determined the
timing of disease activity evaluations and the duration of
drug administration in the event of a patient achieving
remission or low disease activity. During the course of sub-
sequent appointments – their frequency being determined
by the requirements of the therapeutic program – for
patients with RA, the evaluation involved an assessment
of the number of tender and swollen joints (out of 28 joints),
the severity of pain and disease activity on a visual ana-
logue scale (VAS) as well as an erythrocyte sedimentation
rate (ESR) test. Rheumatoid arthritis activity was assessed
based on the Disease Activity Score of 28 joints (Disease
Activity Score 28 – DAS28) along with the ESR value. Remis-
sion was defined as DAS28 < 2.6, low disease activity as
2.6 ≥DAS28 ≤ 3.2. In accordance with the guidelines of the
therapeutic program, therapy was withdrawn upon achiev-
ing remission or low disease activity sustained over

a period exceeding 6 months. Reintroduction of the med-
ication that had produced the remission was possible in
the event of an increase in DAS28 of 1.2 compared to the
value obtained at the time of drug discontinuation, provided
the DAS28 value was not lower than 3.2.

In patients with AS, disease activity was assessed based
on spinal pain VAS and the Bath Ankylosing Spondylitis Dis-
ease Activity Index (BASDAI). Low disease activity was deter-
mined based on a BASDAI score of < 3.0. The therapeutic
pro gram also determined drug discontinuation in the
event it was ineffective (RA patients who failed to achieve
a 1.2 decrease in DAS28 after 3 months of treatment; patients
who failed to achieve a decrease in their BASDAI score by
≥ 50% or by 2 units and a reduction of spinal pain VAS by
≥ 2 cm after 3 months of treatment) at the next scheduled
clinical assessment. If the drug was ineffective in a patient
with RA, an alternative biological drug could be used.

Patients with RA were eligible for ETA therapy if they ful-
filled current Polish National Health Fund (Narodowy Fun-
dusz Zdrowia – NFZ) TP criteria [7] which were: active stage
of the disease (DAS28 > 5.1 measured twice, with a one-
month interval between assessments) and failure of treat-
ment using ≥ 2 traditional disease-modifying anti-rheumat-
ic drugs (DMARDs), including the maximum tolerated dose
of methotrexate (MTX), with each drug being administered
over a period ≥ 6 months. All the RA patients had undergone
prior treatment with several DMARDs, including, in every case,
MTX as well as sulfasalazine (SS), chloroquine (CQ), lefluno-
mide (LEF), cyclosporine A (CSA), gold salts, and biological
drugs: infliximab (IFX) (12 pa tients), rituximab (2 female
patients), and adalimumab (1 male patient). Patients with
AS were qualified for ETA therapy if they had active and severe
disease (BASDAI ≥ 4 and spinal VAS ≥ 4), documented twice,
with an interval ≥ 12 weeks between assessments, in the
absence of a satisfactory response to ≥ 2 non-steroid anti-
inflammatory drugs (NSAIDs) [7].

Results

Patients with RA and AS treated with ETA in TPs were
primarily patients who had previously undergone long-term
treatment for their disease using DMARDs (RA) or NSAIDs
(AS) (Table I). In the majority of cases, administration of
the biological drug was initiated in a late-stage, chronic
phase of active disease after failure to respond to prior treat-
ment. Disease activity at the time of ETA therapy initiation,
in the case of RA as well as AS, was high (Table II). Among
the group of RA patients undergoing analysis were
patients who had been treated with ETA for periods of
between 3 months and 9 years – with interruptions for peri-
ods of remission when, in accordance with TP requirements,
treatment was withdrawn. The mean duration of remis-
sion without ETA in RA patients was 6.4 months and was
significantly longer than in patients with AS, who sustained
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drug-free remission for a mean period of 4.6 months; some
patients experienced a significant increase in disease activ-
ity, which required the reintroduction of the same med-
ication, after an interval of only one month (Table II).

A similar percentage of patients with RA and with AS
(9% of patients) achieved and sustained remission for a peri-

od exceeding 12 months without biological drug admin-
istration, with continued synthetic DMARD (patients with
RA) or NSAID (patients with AS) therapy. There were no sig-
nificant differences in the incidence of primary lack of effi-
cacy of ETA therapy between the groups of patients with
RA and with AS (12.7% vs. 9%). Secondary loss of response

PPaattiieennttss//DDaattaa RRhheeuummaattooiidd  aarrtthhrriittiiss AAnnkkyylloossiinngg  ssppoonnddyylliittiiss

Number of patients (F/M) 55 (49/6) 33 (7/26)

Age (in years) x ±SD 51.8 ±12.2 (25–73) 41.5 ±10.2 (26–63)

RF IgM 34/55 – 61.8% NA
ACPA 37/55 – 67.3%
RF IgM + ACPA 27/55 – 49.1%

HLA-B27 positive NA 30 (90.1%)

Duration of DMARDs treatment prior x = 8.3 ±6.2 NA
to ETA therapy (in years) (from 2 to 18 years)

Duration of NSAIDs treatment prior NA x = 9.3 ±6.2
to ETA therapy (in years) (from 4 to 24)

TTaabbllee  II.. Clinical characteristics of patients with rheumatoid arthritis and ankylosing spondylitis treated with
etanercept

NA – not applicable; x ±SD – mean ± standard deviation; RF IgM – IgM-class rheumatoid factor; ACPA – anti-citrullinated peptide antibodies; 
DMARDs – disease-modifying anti-rheumatic drugs; NSAIDs – non-steroid anti-inflammatory drugs

PPaattiieennttss//DDaattaa RRhheeuummaattooiidd  aarrtthhrriittiiss AAnnkkyylloossiinngg  ssppoonnddyylliittiiss

DAS28 5.86 ±0.73 (4.1–7.6) –
BASDAI – 7.02 ±1.46 (4.4–9.4)
while on ETA

Duration of ETA therapy including intervals 3 months – 9 years 1–30 months
for periods of remission

Remission 5 patients (9%); x = 26.4 ±19.7 3 (9%); x = 16.7 ±2.5
> 12 months without ETA therapy (12–48 months) (14–17 months)

Primary response failure (up to 3 months) 7 (12.7%)* 3 (9%)*

Secondary response failure 19 (34.5%); after x = 28 ±22.3 2 (6.1%)
(9–106) months after 15 and 24 months

Remissions and recurrences 9 (16.4%); x = 6.4 ±6.7** 10 (30.3%)**
(1–20) months x = 4.6 ±3.3

(2–12) months

Infection as the cause for discontinuation 2 (3.6%); after 1 and after 2 months 1 – TB after 6 months;
of therapy (respiratory tract, urinary tract) (second-line therapy following 

infliximab)

Skin lesions as the cause for discontinuation 3 (5.5%); after 1 dose; after 1 1 – after 6 weeks of treatment
of therapy and after 2 months

TTaabbllee  IIII.. Results of treatment with etanercept (ETA) in patients with rheumatoid arthritis (RA) and anky-
losing spondylitis (AS)

This table contains mean values (x) ± standard deviations (SD); * statistically non-significant difference (p = 0.6055) – proportion test; ** statistically signifi-
cant difference (p < 0.05) – proportion test
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to long-term ETA treatment was observed in 1/3 of pa tients
after, on average, 28 months of treatment. This group includ-
ed one patient who developed secondary failure after 
106 months of treatment (prior to his enrolment in the ther-
apeutic program the patient had been treated outside 
of our facility). Secondary failure in AS patients was ob -
served less frequently (Table II); however, the significant-
ly shorter follow-up period for patients with AS (30 months)
made comparison between the groups of RA and AS
patients difficult in this aspect.

Adverse effects that resulted in discontinuation of ETA
therapy occurred in 3 patients with RA and in 1 patient with
AS (4/88 patients – 4.5%). Adverse symptoms occurred 
in a very early stage of treatment (the initial two months).
Serious infections (involving the respiratory and urinary tracts)
which led to the withdrawal of treatment occurred in 
2 patients with RA, also in an early stage of therapy. After
6 months of treatment with ETA, one female AS patient
developed tuberculosis. However, this patient had previously
been treated for over a year with infliximab; treatment had
been discontinued because of symptoms of intolerance.

Discussion

Studies assessing long-term efficacy and tolerance of
ETA in patients with RA, JIA and AS indicate that it has a very
good therapeutic action [1, 8–11]. It has been proven that
administration of ETA in combination with MTX in RA sig-
nificantly reduces the progression of radiological lesions [8].

The most frequent adverse effects reported during ETA
therapy include injection-site allergic reactions and infec-
tions – which typically have a mild course [1, 3, 4, 10]. Data
on the course and results of long-term treatment of pa tients
with chronic inflammatory diseases of the joints (RA and
AS) are available mainly from clinical studies which are, unfor-
tunately, conducted only on selected groups of patients.
More comprehensive information on the results of biological
treatments in routine clinical practice is available primari-
ly from national registers [3, 8–15]. To date, there is only one
register in Poland, for patients with JIA treated with biological
drugs [14]. Regulations governing the implementation of TPs
create a situation in which the results of long-term treat-
ment using biological drugs cannot be compared with data
from other countries’ registers. However, since the thera-
peutic program is based on international recommendations
[16–18], the immediate results of treatment may be com-
parable, although it is necessary to make allowances for dif-
ferences arising from the requirements and restrictions gov-
erning therapeutic programs in our country. Our observations
show that patients in Poland begin treatment with biological
drugs in a period of very high disease activity, as regards
both RA and AS (DAS28 5.9; BASDAI 7; Table II). Our ob ser-
vations show that approx. 9% of patients have a likelihood
of long-term remission (> 12 months with no biological drug

treatment) with continued standard DMARD treatment in
RA and NSAID therapy in AS. These data are consistent with
published data, derived from registers [14, 16]. The per-
centage of patients with primary lack of efficacy of ETA ther-
apy (lack of adequate response to treatment during the first
3 months of therapy) in our group of patients was similar
to registry data, amounting to 12.7% in RA patients and 9%
in pa tients with AS.

The observations regarding development of secondary
loss of response to treatment, present in approx. 1/3 of RA
patients after almost 3 years of therapy, are very interesting.
In making this assessment one must take into account the
fact that, as a result of the requirements of the therapeutic
program, treatment had been temporarily interrupted in
the majority of these patients once they achieved remis-
sion or low disease activity.

In patients with RA, recurrences of disease activity that
necessitated reintroduction of the medication that had pro-
duced remission occurred, on average, after 6 months. Fur-
thermore, there was a group of patients who experienced
recurrences as early as 4 weeks after the withdrawal of
treatment. Recurrences of disease activity in patients with
AS after having achieved remission occurred, on average,
after 4 months, i.e. after a shorter period than in RA. Infec-
tions and allergic skin reactions that led to treatment dis-
continuation were relatively rare and occurred in an ear-
ly stage of treatment.

Conclusions

Etanercept is a safe and effective medication for treat-
ing active RA and AS. Primary failure of ETA therapy is rel-
atively rare and occurs with similar frequency in patients
with RA and AS. Secondary loss of efficacy of therapy is the
cause of discontinuation of treatment in approx. 1/3 of RA
patients – on average after 28 months of treatment – though
this period varies from patient to patient. Regulations gov-
erning the therapeutic program permit initiation of treat-
ment with biological drugs in patients with RA and AS in
periods of high disease activity and stipulate that therapy
must be withdrawn after achieving low disease activity or
remission, which may affect treatment results.

The author declares no conflict of interest and no 
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