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Our Clinical Experiences

Psoriazisli Hastalarda Biyolojik Ila¢ Kullanima:

Klinik Tecriibelerimiz

ABSTRACT Objective: Biological drugs are used mainly in psoriasis in dermatology, but are increasingly
used in the treatment of many other inflammatory dermatoses. They are preferred as a treatment op-
tion especially in patients with psoriasis who do not respond to conventional therapies. In this study,
we aimed to evaluate the features and treatment outcomes of patients with psoriasis in our clinic using
biological agents. Material and Methods: Between June 2014 and February 2018, 87 patients with pso-
riasis using biological drugs in the dermatology clinic were evaluated. The demographic data, labora-
tory data and clinical information of the patients were obtained retrospectively by screening patient
files. Results: 82.8% (n=72) of patients with psoriasis used biological drugs for the first time, whereas
17.2% (n=15) used more than one biological drug. The drug with the highest duration of drug survival
was adalimumab. The most preferred biologics in the treatment of obese patients with psoriasis were
infliximab and ustekinumab, whereas adalimumab and ustekinumab were the most preferred biolog-
ics for patients with arthritis. In 20.7% (n=18) of the cases, the biological drug was combined with
methotrexate and 70.1% (n=61) received isoniazid prophylaxis before treatment. Conclusion: Biologi-
cal drugs have become a well-tolerated and effective treatment option in patients when conventional
treatments are inadequate. Although the main goal of biological drugs was to achieve clinical remission,
they did not show the same effect in every patient. Approximately one in five patients with psoriasis
has switched to another biological drug due to treatment failure or side effects.

Keywords: Psoriasis; biological therapy

OZET Amag: Biyolojik ilaglar dermatolojide esas olarak psoriaziste kullanilmaktadir, ancak diger bir-
cok inflamatuar dermatozun tedavisinde giderek daha fazla kullanilmaktadir. Ozellikle konvansiyonel
tedavilere cevap vermeyen psoriazisli hastalarda tercih edilirler. Bu ¢aligmada klinigimizde biyolojik
ajan kullanan psoriazisli hastalarin klinik 6zelliklerini ve tedavi sonuglarini degerlendirmeyi amag-
ladik. Gereg ve Yontemler: Haziran 2014 ile Subat 2018 tarihleri arasinda, dermatoloji kliniginde bi-
yolojik tedavi kullanan 87 psoriazis hastas1 degerlendirildi. Hastalarin demografik verileri, laboratuvar
verileri ve klinik bilgileri hasta dosyalar: taranarak retrospektif olarak elde edildi. Bulgular: Psériazisli
hastalarin %82,8'i (n=72) ilk kez biyolojik ila¢ kullanirken, %17,2’si (n=15) birden fazla biyolojik ilag
kullanmustu. {lag sagkalim siiresi en yiiksek olan ila¢ adalimumab idi. Obez psériazisli hastalarin teda-
visinde en ¢ok tercih edilen biyolojikler infliximab ve ustekinumab iken, artritli hastalarda en ¢ok ter-
cih edilen biyolojikler adalimumab ve ustekinumab idi. Olgularin %20,7'sinde (n=18), biyolojik ilag
metotreksat ile kombine edildi ve %70,1’i (n=61) tedavi éncesi izoniazid profilaksisi aldi. Sonug: Gele-
neksel tedavilerin yetersiz oldugu hastalarda biyolojik ilaglar iyi tolere edilen ve etkili bir tedavi sege-
negi haline gelmistir. Biyolojik ilaglarin temel amaci klinik remisyona ulagmak olsa da, her hastada
ayn1 etkiyi gostermemistir. Psoriazisli bes hastadan yaklagik birinde, tedavi bagarisizhig1 veya yan et-
kiler nedeniyle bagka bir biyolojik ilaca ge¢ilmistir.

Anahtar Kelimeler: Psériyazis; biyolojik tedavi

iological agents are protein based and they are derived from living
cells. Biological drugs developed in recent years have become a good
treatment option for many inflammatory diseases that do not respond
to conventional treatments. Although they are mainly used in psoriasis in
the field of dermatology, they have been reported to be effective in the
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treatment of many inflammatory dermatoses such
as granulomatous diseases, neutrophilic diseases,
hidradenitis suppurativa (HS) or pityriasis rubra pi-
laris.! In patients with psoriasis, biological treat-
ments have been shown to reduce the severity of
the illness, to prevent co-morbidities associated
with psoriasis, to reduce the length of hospital stay
and to improve quality of life.® In this study, we
aimed to evaluate the characteristics and treatment
outcomes of patients with psoriasis using biologi-
cal agents in our clinic.

I MATERIAL AND METHODS

The study has been approved by the local ethics
committee. Between June 2014 and February 2018,
87 patients with psoriasis using biological drugs
were evaluated. Demographic data, laboratory data
and clinical data of the patients were obtained ret-
rospectively by screening patient files. Following
data were recorded: the biological agent used, the
duration of the disease, previous treatments, re-
sponse to treatment, duration of drug survival, pre-
vious use of biological drugs, reason for withdrawal
of a previous biological drug and presence of psori-
atic arthritis and obesity, other accompanying dis-
eases, having received isoniazid prophylaxis in the
past and whether the treatment is combined with
methotrexate. Psoriasis area severity index (PASI)
score was calculated before treatment and every
three months in patients receiving biological treat-
ment. At the end of the third month for biological
agents, 75% improvement in PASI score was ac-
cepted as treatment success and 50%-75% im-
provement as partial response. In both cases, the
biological drug was continued. When partial re-
sponse was obtained, methotrexate was added to
the biological treatment. In the third month, the
improvement in PASI score below 50% and the de-
crease in PASI score below 50% during mainte-
nance therapy was accepted as treatment failure.*
In the event of treatment failure, the drug was re-
placed with another biological drug after the pu-
rification period. A biological drug therapy was
started in patients in whom the body surface area is
affected by 10% and over, who do not respond to
conventional systemic treatments, in whom these

82

treatments are contraindicated, or patients with se-
vere psoriasis such as erythrodermic, pustular pso-
riasis. In addition to topical treatments, all cases
used a variety of treatments including systemic
methotrexate, acitretin and cyclosporine.

SPSS v.17.0 package program was used for sta-
tistical evaluation of obtained data in study (SPSS
Inc, Chicago, Illinois, USA). Continuous data were
summarized as mean+standard deviation, while
categorical data were summarized as number and
percentage.

I RESULTS

87 (90.6%) cases treated with biological drugs for
psoriasis were included in the study. Demographic
and clinical characteristics of patients with psoria-
sis are given in Table 1. Diabetes (9.1%), hyperten-
sion (8.0%) and coronary artery disease (4.6%)
were the most common accompanying diseases. Of
the patients with psoriasis, 62.1% (n=54) cases re-
ceived narrowband UVB treatment. Before the ad-
ministration of biological drugs, 97.7% (n=85) of
the cases received methotrexate, 39.1% (n=34) re-
ceived acitretin and 20.7% (n=18) received cy-
closporine treatment. 79 (90.8%) patients had
plaque psoriasis while in 8 (9.2%) patients biologi-
cal drugs were initiated due to erythrodermic and
pustular psoriasis. While 82.8% (n=72) of the cases
used a biological drug for the first time, 10.4%
(n=9) of the remaining cases previously used in-
fliximab, 3.5% (n=3) previously used adalimumab
and 3.5% (n=3) previously used infliximab and
adalimumab. The proportion of patients using more
than one biological drug was 17.2% (n=15). In
33.3% of patients who used more than one med-
ication, the drug was stopped because of side effect
and in 66.7% (n=10) the drug was discontinued due
to treatment failure. In addition, 33.3% (n=5) of pa-
tients using more than one biological drug were
obese. In one patient using adalimumab, biological
therapy was interrupted due to interstitial lung dis-
ease. In 4 patients using infliximab, the biological
treatment was stopped because of myocardial in-
farction, cerebrovascular event, interstitial lung
disease and infusion reaction. In other patients who
used more than one biological drug, the medica-
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TABLE 1: Demographic and clinical characteristics of patients with psoriasis.
Gender % {n)
Male 51.7 (45)
Female 48.3 (42)

Average age of patients (year)
Mean disease duration (year)
Psoriatic arthritis % (n)
Obesity % (n)
Isoniazid prophylaxis % (n)
Combination of biological drug with methotrexate % (n)
PASI score
Before treatment
Third months

42.9+13.7 (min-max:16-84)
14.9+10.9 (min-max:3-58)
12.6 (11)

9.2(8)

70.1 (61)

20.7 (18)

21.8+4.9 (min-max:12.8-28.0)
2.7£1.0 (min-max:1.1-4.8)

PASI: Psoriasis area severity index.

tion was interrupted because the patients did not
respond to treatment. None of the cases under
treatment with biological drugs developed malig-
nancy or serious infection. Table 2 shows the char-
acteristics of the biological agents used in patients
with psoriasis. In 11 (61.1%) cases with psoriatic
arthritis, methotrexate was combined with biolog-
ics from the beginning of the treatment, while in 7
(38.9%) cases with no psoriatic arthritis it was com-
bined with biologics in partial response to treat-
ment. In 95.8% (n=69) of the patients using

TABLE 2: The characteristics of the biological
agents used in patients with psoriasis.

Biyological drugs Drug survival time (month)
Adalimumab 33.3+24.6
Infliximab 27.5+¢21.6
Etanercept 23.6+16.1
Ustekinumab 13.2+9.3
Biological drugs according to frequency of use % (n)
Adalimumab 31(27)
Infliximab 29.9 (26)
Ustekinumab 25.3(22)
Etanercept 13.8 (12)
Biologic drugs used in patients with psoriatic arthritis % (n)
Adalimumab 36.4 (4)
Ustekinumab 27.3(3)
Etanercept 27.3(3)
Infliximab 9.1(1)
Biological drugs used in obese patients % {n)
Infliximab 62.5 (5)
Ustekinumab 375 (3)
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biological drugs for the first time, the biological
drug achieved success per se and in 4.2% of the pa-
tients it achieved treatment success combined with
methotrexate.

I DISCUSSION

Psoriasis is an immunologically mediated disease
characterized with sharply marginated papules and
plaques. Target mediators of biological drugs that
play a role in the pathogenesis of the disease are
TNF-q, IL-12, IL-17 and IL-23. Infliximab, adali-
mumab and etanercept inhibit the activity of TNF-
a directly. Ustekinumab inhibits interleukin-
mediated signaling pathways by inhibition of IL-
12/23.> The preferred biologics in our clinic were
adalimumab, infliximab, ustekinumab and etaner-
cept, respectively. Infliximab and adalimumab have
been the most commonly used drugs in patients
who received biological drugs for the first time.
Adalimumab was most frequently used in patients
with psoriatic arthritis, whereas infliximab was
most frequently used in patients with erythroder-
mic and pustular psoriasis.

Psoriasis is associated with metabolic disorders
such as obesity, diabetes, dyslipidemia and fatty
liver disease. It has been shown that patients with
psoriasis may be more obese than the general pop-
ulation and that there is a relationship between
pro-inflammatory cytokines and obesity in the
pathogenesis of psoriasis.® In this study, the diseases
most commonly associated with psoriasis were di-
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abetes, hypertension and coronary artery disease.
In our clinic, infliximab and ustekinumab treat-
ments were preferred for obese psoriatic patients
because dose adjustment according to weight was
possible.

It is known that obesity increases the likeli-
hood of being negatively affected by systemic ther-
apies such as methotrexate and cyclosporine used
in the treatment of psoriasis and reduces the effec-
tiveness of biological drugs.”® In this study, the rate
of obesity in all patients was 9.2%, while this rate
was 33.3% in patients using more than one biolog-
ical drug. In a meta-analysis, obesity was associated
with insufficient response to anti-TNF therapy in
all immune-mediated inflammatory diseases. Anti-
TNF treatment failure in obese patients was found
to be 60% higher than normal weight individuals.’

The primary reason for discontinuation of bi-
ological drugs is either lack of efficacy at the be-
ginning or loss of efficacy over time. In a
prospective multicenter study, it was reported that
drug survival of ustekinumab was significantly bet-
ter than TNF-a inhibitors.!® In this study, adali-
mumab had the highest drug survival time whereas
ustekinumab had the lowest drug survival time.
This situation, which is contrary to literature, may
be related to the late licensing of ustekinumab in
our country compared to other biologicals. Com-
pared with those who received biological treatment
for the first time, a decrease in drug survival was
reported in patients who used different biological
drugs for the second and third time.® In this study,
infliximab had the lowest rate of drug survival in
patients who used biological drugs for the second
or third time.

Infliximab is a TNF-« inhibitor administered
by infusion. In a study conducted, infliximab was
shown to cause a mild-to-moderate infusion reac-
tion characterized by pruritus, flushing and dysp-
nea at a rate of 1.3%. Premedication with
antihistamines or intravenous steroid treatments
has not been reported to be protective.!! In this
study, the treatment in one patient was terminated
because of infusion reaction. It is known that TNF-

« inhibitors promote subclinical interstitial lung

84

disease.? In this study, the treatment in two pa-
tients using adalimumab and infliximab was termi-
nated because of interstitial AC disease. Studies
have shown that psoriasis is an independent risk
factor in diseases such as diabetes, atherosclerosis,
myocardial infarction and stroke. On the other
hand, TNF-« inhibitors have been shown to sig-
nificantly reduce the risk of myocardial infarction
in patients with psoriasis compared with topical
treatment.' In this study, infliximab was discon-
tinued in two patients because of cerebrovascular
disease in one patient and myocardial infarction in
another. We think that this situation, which is con-
trary to the literature, may be related to the fact
that both patients are elderly and diabetic and in-
fliximab is more frequently preferred in our clinic.

It is recommended for patients with psoriasis
to be screened for latent tuberculosis infection be-
fore starting a biological therapy. The risk of de-
veloping active tuberculosis in patients treated
with TNF-a inhibitors is significantly higher than
in patients who do not use biological drugs." In a
study conducted in the USA where patients with
psoriasis were evaluated before the biological drug
treatment, the rate of latent tuberculosis was ex-
amined by the tuberculin test and found to be pos-
itive in about 4.5% of the cases.”® In a study in Italy
this rate was found to be 8.2%.'* In this study, la-
tent tuberculosis infection was diagnosed in the
clinic for chest diseases by clinical evaluation, ppd
/ quantiferon test and chest x-ray. The prophylaxis
was initiated 1 month before the start of the bio-
logical drug and continued for a total of 9 months.
In this study, 70.1% of patients using biological
drugs received isoniazid prophylaxis due to latent
tuberculosis infection. In the general population of
our country, tuberculin test positivity was reported
at a high rate of 24-77%.'® The rate of high latent
tuberculosis infection in this study may be related
to the endemicity of tuberculosis in our country.

In relation to abnormal granuloma formation,
TNF- o blockers have been shown to exacerbate
chronic tuberculosis infection. In a study in Eng-
land, the incidence rate of tuberculosis was highest
for adalimumab, followed by infliximab and etan-
ercept. The interval between the use of TNF an-
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tagonist and the diagnosis of tuberculosis was re-
ported to be 18.5 months for adalimumab users,
13.4 months for etanercept users and 5.5 months
for infliximab users.'” In the follow-up visits per-
formed every 6 months of patients who used bio-
logical drugs, no active tuberculosis infection was
detected in this study. This may be related to the
fact that the number of cases making up the study
group is relatively small, and that patients who are
at risk for Tbc have been receiving conservative
treatment with 1x300 mg / day isoniazid for 9
months.

In a review of anti-drug antibodies against bi-
ological drugs in the treatment of psoriasis, anti-
drug antibodies were associated with decreased
drug concentrations and decreased response to
treatment. While the use of methotrexate simulta-
neously with biological drugs is promising to pre-
vent the formation of anti-drug antibodies in
immune-mediated diseases such as rheumatoid
arthritis and Crohn’s disease, their use in psoriasis
is rare.'® It is known in literature that different bi-
ologics are combined with acitretin, methotrexate
or cyclosporine.” In our clinic only methotrexate
was combined with biological agents. There is no
consensus that biological treatments should neces-
sarily be combined with methotrexate. In 95.8% (n
= 69) of the patients who had used biological drugs
for the first time in our clinic, biological drugs
alone provided treatment success. In a study, it was
reported that TNF-« inhibitors had a synergistic ef-
fect with methotrexate, that this combination de-
creased immunogenicity, and that biologicals were
positively effective on drug survival by increasing
serum drug concentrations.”” According to the Eu-
ropean League Against Rheumatism Guideline, the
combination of TNF-a inhibitors and methotrex-
ate is recommended for the treatment of psoriatic
arthritis.?! In this study, methotrexate was used si-
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multaneously with biological drugs in 20.7% of the
cases. In our clinic, methotrexate was preferred in
patients with psoriatic arthritis when switching to
the biological drug and in patients with no psoriatic
arthritis the drug was preferred in case of partial
response to treatment.

In patients with psoriasis where conventional
treatments are inadequate, biological drugs have
become a well-tolerated and effective treatment
option. Although remission is the ultimate treat-
ment goal with biological drugs, each patient did
not show the same efficiency. Approximately one
in five patients with psoriasis has switched to an-
other biological drug due to treatment failure or
side effects. Having more information about dis-
eases and biological drugs will be a guide for choos-
ing the most appropriate biological drug.
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