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INTRODUCTION OBJECTIVES

Hemophilia A is a rare, inherited, life-long bleeding disorder characterized by bleeding

due to reduced levels of clotting factor VIII (FVIII) (Srivastava et al,2013). Replacing  The objective of this study is to explore the cost-effectiveness of
FVIII is the current standard of care supported by major clinical guidelines (Keeling et ~ efmoroctocog alfa (a recombinant factor VllI-Fc fusion protein,
al, 2008; Rocino et al, 2014; Teitel, 1998). Efmoroctocog Alfa is a recombinant fusion ~ herein rFVIIIFc) prophylactic treatment in previously treated
protein (recombinant VIII-Fc, referred herein as rFVIIIFC) that provides extended half-  severe hemophilia A patients in comparison to standard
life factor therapy. The efficacy and safety of rVIIIFc is established in clinical studies  recombinant FVIII (rEVIII).

involving adults and children with hemophilia A [A-LONG (Mahlangu et al, 2014), Kids

A-LONG (Young et al, 2015), ASPIRE (Nolan et al, 2016)].

METHODS

A Markov model was developed (Figure 1) with annual bleeding rates as the primary Figure 1: Markov Model
outcome. All patients enter the model in the ‘hemophilia A" state and receive clotting factor
therapy. Effectiveness data for rFVIlIIFc were obtained from A-LONG and Kids A-LONG Model Entry
clinical studies. An indirect comparison was made with rFVIIl. Data for rFVIIIFc were ’
derived from the individualized prophylactic arm in A-LONG. Data for other rFVIII products
were identified via a literature search for clinical studies or post-marketing surveillance Hemophilia A
studies of routine prophylactic treatment of previously treated subjects with severe
hemophilia A using an rFVIIl product. Table 1 presents the clinical effectiveness data used
in the model. The analysis was made from the Turkish healthcare payer perspective (SSI).
Only drug acquisition costs were included in the cost component of the model. One-way
and probabilistic sensitivity analysis were made. All outcomes and costs were discounted Inhibitors
by 3%. The ICER was calculated for both life years and QALYs. rFVIlIFc and rFVIII are
marketed with 250, 500, 1000,1500, 2000 IUs and the analyses were made for all forms.

ITl: Immune Tolerance Induction

Table 1: Clinical Data

Input Value |Input Value | Input Value
Annual probability of inhibitor relapse 0.41% | Annual bleeding incidence rFVIllI <6 years 1.50 |Weekly prophylactic dose,6 to <12, IU/kg, rFVIII 102.50
Fraction with inhibitors sent to ITI (<12y) 90.0% | Annual bleeding incidence rFVIIIFc <6 years 0.00 |Weekly prophylactic dose,6 to <12, IU/kg, rEVIlIFc | 87.76
Fraction with inhibitors sent to ITI (>12y) 80.0% | Annual bleeding incidence rFVIIl 6 to <12 2.50 |Weekly prophylactic dose,12+ , IU/kg, rFVIII 78.00
Tl success probability 1st year 25.4% | Annual bleeding incidence rFVIlIFc 6 to <12 2.01 |Weekly prophylactic dose, 12+, IU/kg, rFEVIIIFc 79.20
Tl success probability 2nd year 29.1% | Annual bleeding incidence rFVIII 12 + 6.00 |Dose required per bleeding, IU/kg, rEVIII 57.50
Tl success probability 3 year 32.3% | Annual bleeding incidence rFVIlIFc 12 + 1.60 |Dose required per bleeding, IU/kg, rFVIIIFc 31.43
Adherence to prophylactic rFVIII 80.0% | Weekly prophylactic dose,<6, IU/kg, rFVIII 97.75 | ITI weekly dose, IU/kg, rFVII 1400
Adherence to prophylactic rFVIIIFc 86.0% | Weekly prophylactic dose,<6, IU/kg, rEVIIIFc 90.55 | ITI weekly dose, IU/kg, rFVIIIFc 1422

Mahlangu et al, 2014; Shapiro et al, 2014; Young et al, 2015

RESULTS
Table2: Cost-Effectiveness Analysis Results Figure 2: Cost-Effectiveness Plane for 1500 |U
Incremental Incremental .
Cost-effectiveness plane
Cost(TRY)| cost(TRY) | QALYS QALYs ICER 0090 006 P
FVIIIFc | 37.507.549 24.92 SN
250 1U ' L -2.589.665 ' 0.52 Dominates 15,000,000 .
rFVIIL | 40,097,214 24.40 % 10,000,000
rFVIIIFC | 31,198,447 24.92 | St 000000
500 IU -2.426,745 0.52 D t s
EV 33.625 192 24 40 ominates : ) o
.4 ou
rFVIIIFc | 33,469,724 24.92 £ _5000,000
1000 1U ’ : -2.194 599 0.52 Dominates 5 ¢ Base-case
rFV 35,664,323 24 .40 £ -10,000,000
rFVIIIFc | 30,273,112 24.92 _ -15,000,000
1500 1U =y 32 206.667 -1,933,555 24 40 0.52 Dominates 120,000,000 6 4 2 : 2 4
rEVIIFc | 30,272,112 24 .92 ] ) )
2000 U : ’ -1.933.555 0.52 Dominat Incremental QALY
EV 32 206.667| 0% 24 40 ominates

The life years gained were 29.15 and 29.03 for rEVIIIFc and rFVIII respectively (incremental life years: 0.12). The QALYs gained were 24.92 and 24.40
(incremental QALY: 0.52) for rFVIIIFc and rFVIII respectively. The utilities were derived from No one et al (2013). In all comparisons, rFVIlIFc yielded
lower annual costs compared to rFVIlIl and dominated the results for both life years and QALYs. The sensitivity analyses results showed that the
findings were robust (Figure 2).

References

CONCLUSION Keeling D, et al (2008), Guideline on the selection and use of therapeutic products to treat hemophilia and other hereditary
bleeding disorders. Haemophilia.14(4):671-84.
Mahlangu J, et al (2014), Phase 3 study of recombinant factor VIII Fc¢ fusion protein in severe hemophilia A. Blood.123:317-25.

Nolan B, et al (2016), Long-term safety and efficacy of recombinant factor VIII Fc fusion protein (rFVIIIFc) in subjects with
: : : : hemophilia A. Hemophilia. 22(1):72-80.
he analyses have shown that rFVIIIFc is a cost-effective OptIOn In No one D, et al (2013), A survey of the outcome of prophylaxis, on-demand or combined treatment in 18-35 year old males with

treatment of prophylactic treatment for previously treated severe severe hemophilia in 6 Countries. Hemophilia 2013; 19: 44-50.
hemophlll A patients in compa rison to standard recombinant FVIII Rocino A, et al (2014), Principles of treatment and update of recommendations for the management of hemophilia and congenital

in the Turkish health " bleeding disorders in Italy. Blood transfusion. 12(4):575-98.
In the TUurkis ca care system Shapiro AD, et al (2014), Recombinant factor VIII Fc fusion protein: extended-interval dosing maintains low bleeding rates and

correlates with von Willebrand factor levels. Journal of thrombosis and hemostasis: JTH. 12(11):1788-800.
Srivastava A, et al (2013), Guidelines for the management of hemophilia. Hemophilia. 19(1):e1-47.
Teitel JM, (1998), National hemophilia treatment protocols: Canada. Hemophilia : the official journal of the World Federation of

*This study was supported by Sobi 7
Disclosures: MT has received consultancy fees from Sobi, KE is employee of Proceutica, AE is employee of Sobi, Hemophilia. 4(4):422-3.
AM is employee of Sobi Young G, et al (2015), Recombinant factor VIII Fc fusion protein for the prevention and treatment of bleeding in children with

severe hemophilia A. J Thromb Haemost JTH. 13:967-77.



