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ODbjective Conclusions

m To explore differences Iin bleed characteristics
between age cohorts of congenital hemophilia A
or B patients with inhibitors, using real-world
data from the SMART-7 study.

Introduction

'he Study Monitoring Antibodies against Room
Temperature stable factor 7 (SMART-7) Investigated the
safety of room temperature stable recombinant activated
factor VII (rFVlla) in congenital hemophilia A or B

m SMART-7 was one of the largest prospective postauthorization
safety studies conducted in congenital hemophilia with inhibitors,
and provided important real-world data on bleeding characteristics
IN this patient population.

Table 1 Characteristics of the bleeds reported in SMART-7.

Bleed characteristic

Number of patients with bleeds

Age (years)

Cause of bleeding
2 9 6 4 25 2 48

m Although the numbers of patients in each age cohort were small (half of the patients
were aged 18-65 years), the data suggest that there iIs substantial heterogeneity
between patients of different ages in the frequency, cause, and location of bleeding.
Of note, the mean (and median) number of bleeds were lower In patients <2 years
and Iin elderly patients, and the majority of bleeds occurred In joints.

m Bleeding frequency varied across the different age
groups.

— The median number of bleeds was highest In patients

m Overall, most bleeds (63.4%) were spontaneous.

patients with inhibitors, based on real-world clinical ngi)gg? er o bleeding 16 106 80 03 319 34 018 m However, the proportion of spontaneous versus traumatic
ractice.l ]

¥ | | | Bleeds per month bleeds differed between age groups (Table 1).

— Primary endpoints were decreased therapeutic Mean (SD) 0.2(0.06) 1.7(1.39) 1.2(0.38) 1.6 (1.59) 1.0 (1.08) 0.7 (0.78) 1.2 (1.12) Adolescent batients (>12 to <18 vears) showed the
response and development of neutralizing antibodies Median (range) 0.2 (0.1-0.2) 1.5(0.1-4.0) 1.2(0.8-1.9) 1.1(0.3-3.8) 0.5(0.0-4.2) 0.7(0.1-1.2) 0.7 (0.0-4.2) B Hihest P t'l f(‘ t gl d) 95, 20 q
iescavse e ononon ofvacneon vesss gy

- Spontaneous 9 (56.3) 35 (33.0) 18 (22.5) 60 (95.2) 249 (78.1) 21 (61.8) 392 (63.4) .070).

Secondary effectiveness data on the frequency, type, Traumatic 7(43.8)  65(61.3) 51 (63.8) 3 (4.8) 55 (17.2) 12 (35.3) 193 (31.2) Bleed location

and location of bleeding episodes were also collected. Other 0 (0.0) 6 (5.7) 11 (13.8) 0 (0.0) 15 (4.7) 1(2.9) 33 (5.3) Overall, target joints were the most common bleed

Bleed location, n (%)2 - . . .
Target joint 0 (0.0) 15 (14.2) 28 (35.0) 19 (30.2) 174 (54.5) 13 (38.2) 249 (40.3) location (40.3%); however, bleed location also varied
Methods Nontarget joint 1(6.3) 23 (21.7) 18 (22.5) 17 (27.0) 60 (18.8) 0 (0.0) 119 (19.3) across age groups (Table 1).
SMART-7 was a rospective observational gl'tzckl"eeed ggg:gg 2180((29?44;) 1; 8153) 1£19 8-05)2) 5§ 8-62.)3) 153((1348?.72)) 1:232 5421155) ~ For ch_ildren aged 22 10 -<6 years theogreatest
o _Prosp Y ol External/skin 1 (6.3) 6 (5.7) 3 (3.8) 4 (6.3) 5 (1.6) 2 (5.9) 21 (3.4) proportion of bleeds occurred in muscles (26.4%).
postauthorization, ~ multi-national,  non-interventional Cranial (internal or external) 0 (0.0) 4 (3.8) 2 (2.5) 2 (3.2) 1 (0.3) 0 (0.0) 9 (1.5)
safety study. Other 7 (43.8) 26 (24.5) 15 (18.8) 3 (4.8) 35 (11.0) 3 (8.8) 89 (14.4)

Study medication was not provided, and medication use
was at the discretion of the treating physician according
to the local label.

Information on all bleeds requiring treatment

SD, standard deviation.

aA bleeding episode could have bleeds in more than one location. ?Both of these bleeds were intracranial hemorrhages and occurred in one patient on two separate occasions
(first being traumatic, and the second was spontaneous); the patient recovered with sequelae.
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m Patients were to remain in the study for 225 exposure m Fifty-one patients were enrolled in the study.
days. m Patient age ranged from 1.6 to 69.5 years, with a mean

m Statistical analyses of categoric variables were based on (standard deviation) age of 26.2 (20.86) years.
regulatory specified age groups and were descriptive. m Half the patients (n=25) were 218 to <65 years.

m Three patients did not report any bleeds.

m Forty-eight patients reported 618 bleeding episodes
over 29,975 total study days (approximately 82 subject
years). Bleed characteristics are shown in Table 1.
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