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Intreduction

Different stakeholders are involved in the assessment of new drugs in Spain, There are specific
enlities at the regional, hospital level. Al the national level, the Spanish Agency for Medicine and
Health Products (SAMHP) performs the therapeulic positioning reparts for new drugs.

These evaluations include paramelers as efficiency, safely, benefitrisk ralio, drug cost and s place
in therapeutic ling.

Drug assessmenis are aimed to analyze and assess (he added therapeulic value of new drugs
according o scientific evidence and provide recommendations 1o professionals for the respective use
of new drugs.

In this analysis, a drug review was conducted to determine the current point of the management of
acute myaloid leukemia (AML) and the benefit of new therapeutic interventions in elderly patients.

Materials and Methods

A database has provided an overview of the avaluation of new medicines in Spain. This database
summarizes the oulcome measures in terms of efficacy. adverse events and economic paramelars of
these drugs in order to determine their therapeutic positioning given a clinical indication,

This database also includes recommendations on the use of these drugs and evaluates the current
reatment algorithms according to clinical guidelines and prolocols.

In the example of drug review performed for AML, one dlinical guideling was reviewed in order 1o
determing the pharmacological (realments available and the current reatment algorithms of disease.
To draw conciusions on the use of drugs for AML, all drug assessments and therapeutic positioning
reports published in Spain were identified. These correspond to 1 therapeulic positioning report Trom
the SAMHP and 8 reviews al the regional and hospital level (Table 1).

Table 1. List of drug assessment reports on AML
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Results

= Given the rapid progression of disease in ANL, therapeulic intervention is urgent in these palients

normally requiring hospitatization.

= The dilferent therapeutic alternatives are assessed individually for each patient considering age,

general state of health and prognostic Tactors (Figure 1).

= Convenfional lreatment can consist on intensive chemotherapy o a less aggressive lreatment for

these in poor health who cannol tolerate intensive treatment, which are best supportive therapy o
cylarabine at low doses,

= Azacitidine and decilabine are new drugs thal allhough provide a low response in remission of

disease, their significant improvement in hematologic response and their reduced loxicity contribule
to better resulls in survival and quality of life.

Figure 1. Pharmacological treatmants for AML according to clinical guidelines
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The available evaluations of drugs used in AML correspond to the hypomethylating agents:
azacilidine and decitabine (Table 2).
The key primary endpoint that evaluates the efficacy of both azacitidine and decitabine is the median
avarall survival (OS).
Other secondary oulcomes evaluated are;

7 Prograssion-free survival {(PFS)

= Annual sunvival-Y%pacients

~ Event-free survival (EFS)

» Relapse-free survival (RFS)

= Complete remission {CR) and CR with incomplete platelet recoveny

# Complete cylogenelic remission

# Duraticn of response in patients with CR

~ Relapse after CR

* Qne clinical trial has evaluated decitabine vs supportive therapylcytarabine in patients with AML =65
years non candidates for standard induction chemotherapy.

* One clinical trial has evaluated azacitidine in efder patients with newly diagnosed AML with =307
blasts.

Table 2. Review of drugs evaluated in AML
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* The evalualion of the hypomethylaling agents, decitabine and azacitidine, has demonstrated the
efficacy of these therapies in treatment of AML,

= Specifically, both drugs azacitidine and decitabine have demonstrated to extend survival, control disease
progression and improve guality of life of elderdy patients or in a poor health state.

= The evaluation of the hypomethylating agent decitabine has demonsirated the efficacy of this therapy
in treatment of AML.

= Given the aggression of disease and the low expectative of life for these patients, the efficacy
autcomes of decitabine can be considered clinically significant.

* Regarding safety issues, decitabine has a similar safely profile than azacitidine related with
hernatelegic reactions,

* Regarding economic issues, the cost of decilabine is superior to azacitidine,

* Overall, the scientific evidence demonstrated in favor of the two hypomethylating agents (azacitidine
and decilabine) has corroborated that, although the clinical response based on complete remission is
low, these drugs potentially edend survival of patients and allow fo control disease and improve
quality of life.

Conclusions

= This database on drug reviews has demonstrated to be a robust tool to assess the efficacy and safely measures
of new drugs, including recommendations on crucial aspects Tor future drug assessments that can aptimize the
market access of a new drug.

Recommendations for future drug assessments
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