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INTRODUCTION:

There are few studies combining dose regimen, drug survival rates and costs of biological agents for the treatment of naive patients with moderate-to-severe psoriasis in routine
clinical practice. Drug survival rate (persistence rate) is a good indicator of the drug well functioning, as it depends on drug efficacy, side-effects and patients’ satisfaction with
the treatment!2. Low drug survival is one of the main factors that increases treatment costs?, for that reason this kind of analysis could provide relevant information for decision
making process.

OBJECTIVES:

The aim of this study was to assess the dose regimen in routine clinical practice, drug survival rate (persistence rate) and to evaluate the efficiency in terms of cost per persistence
for adalimumab (ADA), etanercept (ETN) and ustekinumab (UST) in a real practice clinical setting.

METHODS:

A retrospective study on psoriasis patients aged 18 years or more, screened according being naive to a biological agent and a minimum of 6 months treatment, was performed
in five public health system hospitals in the Balearic Islands (Spain) from January 15t 2010 to December 315t 2013. The recorded variables were: sex, weight, age, indication
(psoriasis or psoriatic arthritis), reason for discontinuation and pharmacy dispensation records.

Reason for discontinuation was classified as: lack of efficacy, remission, adverse event, pregnancy or programmed surgical intervention, referred to other hospital or others.
Patients with a discontinuation reason of remission were considered as maintaining the initial treatment and patient who discontinued due to pregnancy, surgical intervention or
referred to other hospital were eliminated from the drug survival analysis (patients excluded were less than 5% of total sample).

This analysis was conducted from the perspective of the Spanish National Health System. Costs were estimated based on the purchase cost (average wholesale price), considering
the pharmacological treatment with biologic agents at ex-factory price (as of May 2014) minus the mandatory reduction as per RDL 08/2010 plus VAT. Annual cost was estimated
according to the first treatment received. Persistence rates were reckoned taking into account the current total days of therapy comparing posology with pharmacy supplied
dose, and were estimated using the method of Kaplan-Meier.

RESULTS:

During the study period a cohort of 112 psoriatic patients were evaluated (57%
men): 37 patients started treatment with adalimumab (ADA) , 34 with etanercept

Mean patient cost for two years was lower for patients who initiated treatment
with ustekinumab (24.832 €), followed by ones starting with etanercept (24.889 €)

(ETN) and 41 with ustekinumab (UST) . and adallmymab (25.421.€). In all scenarios mean.patle.nt costs were lower than
the one estimated according to the posology established in the SmPC (Summary of
Baseline characteristics between treatment groups were comparable. Main product Characteristics) .

difference was the lowest prevalence of psoriatic arthritis among ustekinumab
treated patients.
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The persistence rate observed at 365 days (one year) was higher for ustekinumab
(90%), followed by etanercept (76%) and adalimumab (75%). This trend was
maintained at 720 days (two years) being ustekinumab the drug with the highest
drug survival rate (81%), followed by etanercept (62%) and adalimumab (48%);
However during the second year there is an important increment in the difference
among ustekinumab and anti-TNF drugs which reaches 33% when comparing
ustekinumab vs adalimumab.
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When analyzing the efficiency of the different treatment strategies in the initiation
of therapy, by evaluating the cost per persistence rate at two years (“cost per
responder”), ustekinumab was the most efficient alternative. Cost per persistence
was lower for ustekinumab (30.657), followed by etanercept (40.160) and
adalimumab (52.960).

Cost-effectiveness analysis at 2 years
Treatment Cost Persistence Co.?t per Incremental Incremental ICER
Rate persistence cost effectiveness

To confirm the efficiency of ustekinumab, ICER (incremental cost effectiveness ratio)
has been calculated in relation to this drug. The analysis shows that both
etanercept and adalimumab are dominated by ustekinumab, as starting patients
with ustekinumab provided the highest effectiveness with the lowest cost at 2
years.
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Most common reason for discontinuation was lack of efficacy for adalimumab (52% Incremental Cost-effectiveness Plane (2 year)

of discontinued patients) and etanercept (33%), while for ustekinumab was
psoriasis remission (39%). Discontinuation due to adverse event was very similar
among patient groups. Loz
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DISCUSSION:

* In our cohort ustekinumab showed better overall drug persistence rate compared to anti-TNFs (adalimumab and etanercept). Similar results have been reported in preceding
studies*®. Major reason for discontinuation therapy was lack of efficacy or remission; lack of efficacy has been reported previously as the main reason for discontinuation in the
Dermbio Database®’.

* Qur results confirm that initiating a therapy with a drug that eventually will lose its efficacy increases the overall cost of therapy’. Mean patient cost for two years is higher for
patients who initiated treatment with etanercept or adalimumab. Both drugs presented lower persistence rates.

 Ustekinumab has been the most efficient alternative for the treatment of naive patients and it has shown the least budget-impact per persistent-patient at 2 years and
therefore ustekinumab dominates the other therapeutic alternatives. This study confirms that long term persistence rate is not only important from the clinical perspective but
also from the health-economic standpoint and it should be included in decision making process.
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