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Abstract

Introduction

Psoriasis is a chronic disease that affects the skin. One hundred twenty-five million
people around the world suffer from this condition. In specific groups of patients,
the joints may also be involved. To control and follow-up patients with psoriasis,
psoriasis area severity and dermatological quality of life measurements were estab-
lished. Both parameters are necessary for the initiation of biological therapy, as
specified in the psoriasis management guide (2015) of the national committee of
rheumatological, immunological, and bone metabolism diseases of the Venezuelan
Institute of Social Security.

Objective

To characterize the clinical and epidemiological variables and the prescription of
biological therapy in patients with psoriasis who access the high-cost dispensing
program of the Venezuelan Institute Social Security (IVSS) pharmacy.

Methods
This is a descriptive, cross-sectional study.
Results

A total of 374 patient records were assessed. The male gender was more frequent,
with 56.1% (p <0.001), mostly from Caracas city. In comparing age groups with
sex, a difference among these was observed (p <0.05). 57.5% previously used meth-
otrexate, 6.68% biological, 3.2% topical steroids, and 31% did not report which
type of previous therapy they had received. Amongst the clinical presentations, 70%
corresponded to plaque psoriasis. 79% of the patients presented moderate activity

according to the Psoriasis Area and Severity Index (PASI): Eleven percent were assessed with the Dermatology Life Quality Index (DLQI); 39%
of them reported an extremely important effect. The anergic range of the Mantoux test represented 70.9% of the cases, and 0.3% took the booster
evaluation. Chest X-ray was reported normal in 95% of the cases. The most demanded biological medicine was etanercept, in 52% of the cases.

Conclusions

Male gender and its association with psoriasis was an important finding. The need to improve the administrative components in completing the
medication request formats and strengthen clinical measurements and good medical practice was also found.
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Main messages

e This work is a starting point in developing a national epidemiological profile of patients with psoriasis in Venezuela.

e This study provides evidence on compliance that physician prescribers’ require to initiate biological therapy.

e  One of the limitations of the study is that it is a cross-sectional study based on medical recotds.

e Another difficulty was the verification of the information extracted and that the prescribing strategies for systemic and biological

prescriptions can vary by care facility.

Introduction

Psoriasis is a chronic disease that affects the skin; it can also affect
the joint system, and approximately 125 million people worldwide
suffer from the disease!. The International Psoriasis Council high-
lights the importance of conducting epidemiological studies in every
country to evaluate the disease’s impact. For adults worldwide, pso-
riasis has an incidence of 30.3 per 100 000 person-years, with a
0.14% prevalence, and in high-income southern Latin American
countries. Its proportion ranges from 1.10%, to 0.36%, to 2.96 %2
Among psoriasis’ manifestations, the most common type is the vul-
gar ot the plaque type, representing 90% of cases?.

For mild to moderate psoriasis, front-line treatment includes topical
therapies such as glucocorticosteroids, vitamin D3 analogs, and
combined products. 85% of patients are inserted in this range*.
Meanwhile, patients with the severe form® will require the usage of
systemic therapies (methotrexate, cyclosporine, retinoids)® on their
own or combined with biological therapies, among which are tumor
necrosis factor inhibitors (INF) - (infliximab, adalimumab and
etanercept ), as currently approved by the health authority in our
counttry.

For the control and monitoring of patients with psoriasis, the appli-
cation of psoriasis area severity index (PASI) and the application of
dermatological life quality index (DLQI)” are established. These two
parameters are necessaty for the beginning of biological therapy es-
tablished by the psoriasis management guide (2015) of the national
committee of rheumatologic, immunologic, and bone metabolism
diseases of the Venezuelan Institute of Social Security?®.

The creation of the management guide mentioned above was the
result of the approved changes by the evaluation of the psoriasis
program by the committee mentioned above?, for which it was nec-
essary to modify the norm that regulated the biological therapy dis-
pensing on patients with psoriasis, and above all to provide timely
and safe access to these as well as to offer to the physician prescriber
mechanisms in order to utilize these medications.

This study characterizes psoriasis’s epidemiological profile, and the
prescription of biological products on patients with psoriasis by the
Venezuelan Institute of Social Security approved medical personnel.

Methods

Study design and locations

A descriptive, cross-sectional study was performed on 374 psoriasis
patients over 18 years of age and registered in the high-cost IVSS
pharmacy dispensing program. A review of the digitized files was
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carried out from October 2015 to May 2016. The variables to be
studied, such as age, sex, origin, nationality, definitive clinical form,
PASI index, DLQI index, complementary studies, previous and re-
quested medications, were analyzed and consigned in a determined
format. It was established, as exclusion ctiteria, the records that in-
clude insufficient clinical, socio-demographic history data in order
to gather information.

Data analysis

With this information obtained, the database was assembled in Mi-
crosoft Excel 2010, ordered to allow for processing, analysis, and
subsequent preparation of tables and graphics to present and discuss
the results. The mean and standard deviation of continuous variables
were calculated; regarding the nominal variables, their frequencies
and percentages were calculated, a test of comparison of proportions
and crossed tables was carried out from the chi2 statistic, and a sta-
tistically significant difference was considered when p <0.05, con-
sidering a 95% of confidence. The data were analyzed with the SPSS
20.0 version.

Ethics committee review

This current study was approved by the Bioethics IVSS Central Hos-
pital Committee “Dr. Miguel Pérez Carrefio” in compliance with the
provisions of the Helsinki Declaration. Given that the study’s unit is
not patients but records, the confidentiality commitment was made
through the informed consent presented as an access requirement to
the high-cost program following the Declaration of Taiwan.

Results

Social-demographic characteristics and usage of topical and
systemic medicines

The sample was represented by 374 histories that met the inclusion
criteria, where the average age of the patients was 48 £ 18 years. The
males presented as more prevalent with 56.1% (n = 210) compared
to the females at 43.9% (n = 164), a difference that turned out to be
statistically significant according to the comparison proportions test
(Chi2 = 10.75; p <0.001). Regarding the requests for federal entity
evaluations, 83% of the states analyzed constitutes the Bolivarian
Republic of Venezuela, in which the highest percentage of cases
came from Caracas city (the capital district) with 24.3% (n = 91),
followed by Apure with 10.7% (n = 40), and then Monagas with
10.2% (n = 38). (Table 1).

Concerning the therapies used to control the disease, the type of
therapy (topical or systemic) patients received to change from initia-
tion to biological therapy was determined, finding that 57.5% (n =
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215) of the patients had used methotrexate, followed by biological
therapy with 6.6% (n = 25). In comparison, 31% (n = 1106) of the
cases did not report receiving any previous therapy. (Table 1).

Table 1. Social-demographic characteristics of patients with psoriasis. Refetred to
IVSS high-cost pharmacies, from October 2015 to May 2016.

Variables nS=ta;17$4tlglz)
Age (years) (*) 48 £18
Gender (*¥)
Female 164 (43.9%)
Male 210 (56.1%)
Nationality
Venezuelan 347 (100%)
Federal Entity
Federal District 91 (24.3%)
Apure 40 (10.7%)
Monagas 38 (10.2%)
Lara 30 (7.8%)
Mérida 29 (7.8%)
Bolivar 21 (5.6%)
Carabobo 21 (5.6%)
Zulia 17 (4.5%)
Tachira 16 (4.2%)
Guarico 13 (3.4%)
Miranda 11 (2.9%)
Anzodtegui 10 (2.6%)
Aragua 9 (2.4%)
Falcon 6 (1.6%)
Nueva Esparta 6 (1.6%)
Vargas 4 (1%)
Yaracuy 4 (1%)
Sucre 4 (1%)
Cojedes 2 (0.5%)
Trujillo 2 (0.5%)
Therapies used
Methotrexate 215 (57.4%)
Biologics 25 (6.6%)
Topical steroids 12 (3.2%)
Cyclosporine 4 (1.1%)
Phototherapy 1 (0.3%)
Sulfasalazine 1 (0.3%)
Without previous therapy 116 (31%)

Source: elaborated by the authors from the study’s results.
(*) mean * standard deviation.
(**) Gender (Chi2= 10.75; p <0.001).

Age distribution in patients with psoriasis

When analyzing psoriasis manifestations comparing age groups with
gender, a statistically significant difference between the categories
was observed (Chi2 = 12.26; p <0.05). In the male gender, the prev-
alence was between 39 and 48 years of age (n = 61), followed by the
group ranging from 29 to 38 years (n = 45). Meanwhile, for females,
the prevalence was found in the range between 29 and 38 years (n =
42) and then the group that ranges from 18 to 28 years (n = 37).
Referring to the total number of psoriasis cases, the first group
ranged between 39 and 48 years (n = 88), and the second ranged
between 29 and 38 years (n = 87). The lowest proportion of patients
in the analyzed groups ranged over 69 years (Graphic 1).
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Figure 1. Age distribution in patients with psoriasis referred to IVSS high-cost phar-
macies from October 2015 to May 2016.
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Source: elaborated by the authors from the study’s results.

Distribution of therapies and time of usage in patients with
psoriasis

Of the time of use of methotrexate, the most frequent group was
less than 12 months (n = 73), and with 42 cases, the range was
greater than 49 months. In this last interval, three cases of cyclospor-
ine were presented. Topical steroid therapy was distributed among
five cases in the less than 12-month group and four in the greater
than 49-month range.

Likewise, it was observed that 6.6% (n = 25) of patients had had
prior biological therapy, where the most consumed drug was etaner-
cept with 52% (n = 13). Adalimumab with 32% (n = 8) was second,
and the third on the line was infliximab with 16% (n = 4). The most
frequent usage was the range of greater than 49 months, where
etanercept is present in seven cases, four cases correspond to ada-
limumab, and all four infliximab cases are inside this category. The
second group is represented by the interval of 25 to 36 months, and
in this range, only etanercept is present with four cases, followed by
the range of 13 to 24 months, with adalimumab presenting two
cases. (Graphic 2).

Figure 2. Distribution of therapies and time of usage on patients with psoriasis re-
ferred to IVSS high-cost pharmacies, October 2015 to May 2016.
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Source: elaborated by the authors from the study’s results.
Clinical characteristics of patients with psoriasis

Within the clinical form, plaque psoriasis was predominant with 70%
(n = 262), followed by psoriatic arthritis with 17.6% (n = 66), and
guttate psoriasis with 4.8% (n = 18). Regarding compliance with the
application of clinimetry to evaluate severity (PASI) and quality of
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life (DLQYI), it was observed that the PASI activity scale had been
filled out by 77.5% (n = 290) of patients, where the group that rep-
resented moderated activity represented 79.3% (n = 230). Regarding
the DLQI quality of life scale, this was applied in 11% (n = 41), being
this the category with the highest prevalence with an extremely im-
portant effect on 39% (n = 106), and in second place the moderated
effect group was located with 34% (n = 14). (Table 2).

Table 2. Clinical and clinimetry characteristics in patients with psoriasis referred to
IVSS high-cost pharmacies, October 2015 to May 2016.

Variables

Clinical presentation form
Plaque psoriasis
Psoriatic arthritis

n = 374 (%)

262 (70%)
66 (17.6%)

Guttate psoriasis 18 (4.8%)
Nail psoriasis 13 (3.5%)
Erythrodermic psoriasis 6 (1.6%)
Pustular psoriasis 3 (0.8%)
Palmoplantar Pustulosis 6 (1.6%)

Psoriasis Area and Severity Index (PASI)

Applied 290 (77.5%)

Non applied 84 (22.5%)
Severity Ranges (PASI)

Mild activity 1 (0.3%)

Moderate activity
Severe activity
Dermatology Life Quality Index (DLQI)

230 (79.3%)
59 (20.3%)

Applied 41 (11%)

Non applied 333 (89%)
Quality of Life Ranges (DLQI)

Slight effect on CV 5 (12.2%)

Moderate effect on CV 14 (34.1%)

Highly important effect on CV 6 (14.6%)

Extremely important effect on CV 16 (39%)

Source: elaborated by the authors from the study’s results.

Specific complementary studies for the initiation of biological
therapy

The erythrocyte sedimentation rate was performed in 91.2% (n =
341) of patients with a value of 16.8 * 6.9 millimeters. 88% (n =
329) had aspartate aminotransferase with 34.2 = 17.4, 87% (n =
325), alanine aminotransferase with a value of 48.5 £ 34.5, alkaline
phosphatase was performed in 40% (n = 149) of the cases with 161
+ 104.3, 64% reported glycemia with 103 £ 37.6, and C-reactive pro-
tein was performed on the 78.1% (n = 292), where 69.2% (n = 202)
was <6 mg / L.

The mantoux test report in patients was distributed in the following
way: anergy with 70.9% (n = 265), followed by the group greater
than ten millimeters with 10.4% (n = 39). The booster effect wasn’t
registered in 99.6% (n = 264) of the patients with an anergy mantoux
test report (n = 265). The serology for the human immunodeficiency
virus in 93.3% (n = 349) of the cases was negative, and for the hep-
atitis B virus it was negative in 90.4%, (n = 338) and 0.8% (n = 3)
resulted positive. The given evaluation by the radiologist regarding
the thorax radiography reported normal in 95.5% (n = 357), 1.6% (n
= 0) represented pulmonary infiltrates, and cardiomegaly in 1.1% (n

= 4). (Table 3).
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Table 3. Complementary studies and thorax X-ray prior to initiation of biological
therapy in patients with psoriasis teferred to IVSS high-cost pharmacies, October
2015 to May 2016.

Variables Statistics
Complementary Studies
VSG* 91.2% 16.8 £ 6.9
Aspartate aminotransferase* 88% 342+ 174
Alanine aminotransferase® 87% 48.5 £ 345
Alkaline phosphatase* 40% 161 = 104.3
Glycemia* 64% 103 £ 37.6
C-Reactive protein
Determined 292 78.1%
Positive (>6mg/L) 90 30.8%
Negative (<6mg/L) 202 69.2%
Mantoux Test
Anergy 265 70.9%
>5 19 5.1%
>10 39 10.4%
>15 28 7.5%
Non reported 23 6.1%
Booster Effect 265
Executed 1 0.3%
Non reported 264 99.6%
Viral Serologies
Anti-HIV
Negative 349 93.3%
Non reported 25 6.7%
Anti VHB
Positive 3 0.8%
Negative 338 90.4%
Non reported 33 8.8%
THORAX RADIOGRAPHY
Normal 357 95.5%
Infiltrated 6 1.6%
Cardiomegaly 4 1.1%
Non reported 7 1.9%

Source: elaborated by the authors from the study’s results.

(*) mean * standard deviation.
The most required biological drug for the evaluation to change and
initiate this therapy was etanercept in 52% (n = 196) followed by
adalimumab in 47% (n = 176) and infliximab in a 1% (n = 2) of the
total.

Discussion

When comparing males and females with psoriasis, males were more
representative. This finding corresponds with the study carried out
at the “Hospital Universitario” in Caracas by Marrén et al. !, where
the male sex had a higher proportion corresponding to 54%. It must
be noted that while worldwide there is disagreement regarding the
predominance of one sex over another, in Venezuela, the male gen-
der is prevalent, for which we also cite another study carried out by
Vivas et al.!! where males were predominant. It could be considered
that this variable would evidence the existence of a higher risk of
developing psoriasis in our population.

There is no record of national studies, which precludes a comparison
of the disease distributed by federal entities. The largest number of
applications was filled by the capital district, which may be associated
with this administrative entity’s demographics. It is the headquarters
of three of the five postgraduate dermatology programs in the coun-
try and has a greater number of professionals in this medical spe-
cialty. However, the second place is occupied by the state of Apure
and the third by Monagas, according to the 2017 census. In terms of
population size, the first Venezuelan state occupies the 19th and sec-
ond the 13th.
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The study by Parisi R et al.> showed that there is an increase up to
the group of 39 years of age in psoriasis incidence, then the incidence
decreases at 40 to 49 years before increasing again with a second
peak around 50 to 59 years or 60 to 69 years; finally, a decline occurs
at the end of life. This differs from the results obtained, where the
two largest presentation groups were between 39 and 48 years old
and 29 and 38 years old. Additionally, concerning the average age,
the lowest presentation occurred in patients older than 59 years. This
final result may be associated with the existing differences in the
population pyramid of developed countries and their differences
with Venezuela when referring to percentages of the population over
59 years of age.

Before initiating biological drugs, the most widely used systemic
therapy was methotrexate, which constitutes the most prescribed
medication. This drug has shown its usefulness in patients with pso-
riasis, as indicated by the METOP study'? where methotrexate had
a favorable risk-benefit profile. As for recommendations, the au-
thors consider the importance of evaluating the most appropriate
administration route, the dosage according to the patient’s require-
ments, and trying to reach the maximum doses of the drug. This
examination on the type of administration route (oral vs. subcutane-
ous) and maximum doses to be achieved is a topic that must be dis-
cussed in the institutional management guide.

In mild forms of Psoriasis, management is given by topical treat-
ments, unlike moderate to severe forms, which use systemic therapy
as a method of control once topical therapy has not fulfilled the ex-
pected effect!.

In the formats of prescription in the Venezuelan Institute of Social
Security high-cost treatment, the different management strategies
such as the combination of medications and the rotation of these
were not registered, as alternatives that increase their effectiveness
that could improve tolerance and decrease the risk of toxicity asso-
ciated with a single agent. This is evidenced in the work of Mrowietz
et al. who stipulated the validity of systemic monotherapy therapy
when the disease was controlled, and combination therapy was rec-
ommended in patients where monotherapy failed. The finding of
low reported use of topical steroids as the main or adjuvant treat-
ment in patients with psoriasis is a fact that is not correlated with the
management of this pathology, and it is not comparable to the Ko-
rean national cohort results where the use of topical therapy ranged
between 88.47% and 86.92% among their patients'*.

In the study carried out by Castro et al.’s, the following findings were
found related to the distribution of clinical forms: vulgar psoriasis
represented 88.9%, followed by gout psoriasis, and no psoriatic ar-
thritis cases, which matches our clinical profile of the disease where
the most frequent type was vulgaris or plaque (70%). This was in
contrast to psoriatic arthritis, which, in our case, represented the sec-
ond presentation. It could be related to the significant presence of
Spanish descendants in the country and may be consistent with the
results of the study by Romero et al.!%, which demonstrated a high
prevalence of psoriatic arthritis in the Spanish population with
0.58%.

Biological therapy has become an important component of care to
treat moderate to severe psoriasis. Its use without complying with
some requirements can generate adverse events, highlighting infec-
tions!7; therefore, one of the recommendations is the Mantoux test’s
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performance and the booster effect in case of anergy. It was discov-
ered that the most frequent Mantoux test report was the range of
anergy; however, only one patient underwent the booster effect, as
opposed to what is established in the institutional management
guide. It must be noted that the percentage of anergy (70.9%) and
the number of positive cases (23%) for the Mantoux test, coincide
with the results obtained in the Spanish study by Ribera et al.!8,
where the anergy group was 77%, and the positive group had 23%.
The non-practice of the booster could induce the presentation of
adverse reactions that compromise the patient’s safety.

For its monitoring, psoriasis requires the utilization of clinimetry
(PASI, DLQI); these constitute an important factor for the change
or initiation of biologics in patients without response, severe cases,
and adverse event to other therapies. However, a low report of the
DLQI scale could be evidenced, and the PASI, although it had a
higher report, did not reach 100%, which must be a reason to rein-
force and to encourage the importance of its use in daily practice, as
well as to evaluate the level of medical adherence to management
guidelines.

Also disturbing is a percentage of 31% of patients that did not report
receiving any therapy. This type of problem was addressed in the
study made by Van de Kerkhof et al.'%, which evaluated the doctors’
perspectives in the psotiasis treatment and psoriatic arthritis. The
dermatologists classified 20.3 and 25.7% of their patients with severe
psoriasis and severe psoriatic joint disease, respectively, of whom
74.9% were receiving topical therapy, 19.5% conventional oral ther-
apy, and 19.6% biological. Unmet treatment needs and insufficient
in the management of their patients were also recognized.

The most prescribed biological medicine was etanercept, a similar
result to the one obtained by Carretero et al.?). Regarding the time
of use of biological medicines (drug survival), it can be observed that
approximately 60% maintained it for more than 49 months; these
results are not similar to the Rappersberger K et al.?! study, which
obtained an estimated median survival of all biologic agents together
(etanercept, adalimumab, ustekinumab) of 36 months. Due to the
socio-economic problems that Venezuela is currently facing, none
of these drugs are dispensed, which represents a great challenge in
clinical practice.

Regarding the study’s limitations, the prescriber’s data may obviate
relevant information, and it can be challenging to verify the infor-
mation recorded. Because the population study comes from differ-
ent care centers in the country, the prescription strategies for sys-
temic and biological treatments may vary according to each care
unit’s criteria. They may also be affected by access to specific thera-
pies (phototherapy) that limit patients’ management.

Conclusions

The existence of a significant association (p < 0.05) of sex and age
groups regarding the presence of psoriasis was observed. Therefore,
it is necessary to carry out studies that expand the analysis of this
finding in our population. The results also show problems in filling
out the requests to start the biological therapies dispensed by the
Venezuelan Institute of Social Security, which generates patients
who, if they require their use, see their use limited. The need to im-
prove the clinimetry report, particularly the DLQI, as well as the
performance of the booster effect is observed.
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The improvement of the Venezuelan Institute of Social Security au-
diting systems is required to continue observing the established ther-
apeutic behaviors and their results in safety and efficacy.
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