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: : Proportion experiencing the event by age The proportion of BMD patients experiencing an event was low for the majority of This is the first systematic review of clinical outcomes in
Becker muscular dystrophy (BMD) is a dystrophinopathy . L . . . . . e .
o : : The proportion of those experiencing key natural history events, outcomes, ranging from 0% in the cohort of patients where the mean/median age was 41+ BMD. Despite limitations to the available data, key
caused by mutations in the dystrophin gene and is , g oL . . . . .
, , , from the ages of 0 to 20, 21 to 40, and 41+ years were summarized. years for requiring ventilation and onset of scoliosis, to 45.4% for the cohort aged 41+ years clinical outcomes were consistently reported in studies
characterized by the progressive degeneration of the , . . . .
To best represent the natural history of BMD, data were only for cardiomyopathy (Figure 1). that include patients across a range of age. In the

smooth, skeletal, and cardiac muscle.13
This muscle degeneration may result in loss of muscle
function, respiratory and cardiac failure, and premature

included from studies with a population which was representative of majority of these patients, key Becker muscular
real-world BMD (i.e. not studies focused on patient populations with dystrophy-related events such as requiring ventilatory
specific characteristics or clinical symptoms) support, loss of ambulation, or scoliosis were not

Figure 1. BMD patients experiencing the event by mean or median age, and overall

death.’ - e . .
The clinical course of BMD is variable across patients, with Cardiomyopathy e ——— observed,.whlle car.dlomyopathy was gventually
severe progression in some, while others are nearly observed in approximately half. In patients for whom
' LosS O — i |
asymptomatic, however a thorough synthesis of existing RESULTS e — Age (years) ::jczzlevvevri]tt; ;’Veere observed, their occurrence varied
natural history data for BMD was lacking.2 [ 0to0 20 Y S
Of 3,915 identified studies, 133 reported data on relevant outcomes; o —
h : d due to redund tient Ventilation m21to40
OBJECTIVE owever, Tour were removed due to redundancy among patien B LIMITATIONS
populations, resulting in 129 contributing evidence (Table 1). mA4l+
The objective of this study was to characterize the variation 4.3% of included BMD patients were confirmed as corticosteroid treated Scoliosis N EGEG— m All age groups This study was limited due to the lack of large-scale
in natural history among BMD patients. while the remaining were either not treated, or treatment was not I longitudinal studies with extensive follow-up that would
specified. 0%  10%  20%  30%  40%  50%  60%  70%  80%  90%  100% allow natural-history trajectories to be more clearly
Proportion reported to experience event characterized.

METHODS

Table 1. Characteristics of 129 studies contributing evidence For patients experiencing key natural history outcomes, the mean (SD) of age at the time of REFERENCES
Study characteristic n studies %% studies event ranged from 12.6 (10.5) years for symptom onset, to 54.6 (21.4) for death (Figure 2).

Wide ranges were observed in reported age at the occurrence of events, for example,

: . Darras BT. Duchenne and Becker muscular dystrophy:
Da,zacf)(r)r:l:rcetlzz:sive systematic search of the literature was St‘(‘:dy deS|gn. 16289 1503(2;4’ symptom onset occurred anywhere from birth to 57 years, and loss of ambulation occurred Clinical features and diagnosis. UpToDate, Wx:aulthaltn,y
conducted using MEDLINE and EMBASE to identify available ross-sectlf)na , ’ between the ages of 10 and 79 years. MA(Accessed on NO.Ve.mber 28, 2018). 2018,
data on the variation in clinical phenotype and disease Retrospective/prospective cohort™ 46 36% Figure 2. Mean and range of age at event among BMD patients experiencing the Eiifrsssyzrsj nggfgj:t'fgéﬁﬁggz:;ieesl\zﬂgﬂlzrping
progression among patients with DMD. Clinical trial 14 11% event Drugs for Treatment Guidance for Industry. 2019.
Only articles published in human BMD patients, in English, Case series 1 1% symptom onset [l —— | 12.6 (0: 57) Boland BJ, Silbert PL, Groover RV, Wollan PC, Silverstein
from the year 2000 onwards were included. Study Region 129 100% Muscle weakness I | - ® | 20.2 (3; 57) MD. Skeletal, cardiac, and smooth musFIe failure in
Among the patients who did experience the events, data Europe 67 529% Transitional cardiomyopathy [l — o = 23.5 (18; 41) ?ggg.elrllrztle)guls;ular dystrophy. Pediatric neurology.
were collected from published individual patient data (IPD) Asia 7 1% Scoliosis |l —— 24.9 (21; 28) ’ T
and aggregate means, medians, ranges, and standard Transitioning to loss of ambulation ! ! 27.1(4; 65)
deviations (SD) for all natural history outcomes of interest. USA 17 13% Respiratory insufficiency . 28.6 (28;31) ACKNOWLEDGEMENTS & DISCLOSURES
South America 6 5% Ventilation [l = S = 29.6 (12; 49)
Analysis and synthesis of data Middle East 6 5% Cardiomyopathy I ’ ® ’ 31.7(12; 65) FUNDING: Sarepta Therapeutics.
Loss of ambulation = = 33.7 (10; 79) DISCLOSURES: KMJ, ATM, and SDM are employees of
Mean age at event Global 4 3% Death = ° = 54.6 (19; 88) Broadstreet HEOR, which received funds from Sarepta for this
Mean age at clinical events was calculated as a weighted Africa 9 2% 0 0 20 30 4 50 e 70 8 90 work. EC has received consulting fees from Sarepta. KLG and
average from IPD and grouped data for age at occurrence of *Nodes size represents a number of BMD patients Age (vears) RMS are employees of Sarepta.
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