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Patient Case Comparisons with Reported BRR Data e Although the cases reviewed in the literature did not specifically list the

different specialists seen by the BTHS patients, it was concluded that
these specialists would have been a part of the patients’ comprehensive
care teams due to the BTHS manifestations reported

e Three (3) cases were identified from the medical literature for patients with BTHS in
the EAP for elamipretide in the United States (Table 2)

e All three patients in the EAP program experienced cardiac difficulties as a result of
BTHS

Figure 2. First Manifestations for Patients in the BRR'2

Table 1. Burden of Disease Associated with BTHS: Patient Cases from Published Medical Literature

BACKGROUND

e Barth syndrome (BTHS) is an ultra-rare X-linked disorder with an estimated
prevalence of approximately 1 in 1,000,000 male births,! characterized by cardiac
issues, progressive skeletal myopathy, growth delay, neutropenia, and feeding

e The published case reports are supported by the documented patient history
(Figure 1), first manifestations of BTHS (Figure 2), delayed diagnosis (Figure 3),
and health care utilization (Figure 4) of individuals with BTHS reported by
patients/caregivers in BRR'?
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Cases were also identified from Stealth BioTherapeutics’ Expanded Access Program
(EAP) for elamipretide in BTHS in the United States

Real-world disease burden and HCRU for infant, adolescent, and adult patients with
BTHS were summarized, with key areas of common HCRU being identified from the
cases (i.e., medical procedures, interventions, medications, hospitalizations, and
outpatient visits)

Results from the patient cases were compared with data inputs reported from the
BRR from the medical literature?

RESULTS

Eight (8) confirmed patient cases were identified from the medical literature that

month and the other is in good health
Cardiac function parameters have
always been normal throughout his life
until adulthood

Neutropenia observed at birth after an
acute urinary tract infection

Cardiac arrest at age 11

During his adolescence, the patient
showed delayed growth in stature and
weight and a bone mineral density
that was lower than expected for
gender and age (calculated T-score—
2.9 at spinal level at 15 years of age)

days at 4 years of age, with good recovery of neutrophil count
and no other infectious episodes

At age 11, after discontinuation of G-CSF therapy, the patient
was hospitalized again for febrile gastroenteritis with severe
dehydration

Patient suffered from cardiac arrest and then septic shock
after surgical hemi-colectomy for two colic perforations
G-CSF therapy was reinstated with a contextual normalization
of the neutrophil count and only sporadic leukocytosis

In adolescence, because of the associated presence of a
hypovitaminosis D condition, supplemental therapy with
calcifediol was introduced

At age 23, the T-score at spinal level improved slightly to -2.2,
but vertebral fractures (at D11, D12, and L1) were observed.
For this reason, the patient was also treated with
bisphosphonates by infusion

At age 25, the patient was evaluated by a geneticist for

Ortmann L, Velasco
D, Cole J.
Expanded-access
use of elamipretide
in a newborn with
Barth syndrome: a
case report. Eur
Heart J Case Rep.
2025;9(2):ytaf030.21

» Diagnosed in
utero with BTHS

* Moderately
dilated LV with
an LVEF of 20%
at birth

Remained hospitalized
and was intubated for
several weeks
Medications for
haemodynamic support
administered

LVEF improved but still
below normal

At 1 month of age, therapy
with daily IV elamipretide
began

Standard-of-care oral heart
failure medications
initiated (carvedilol 0.05
mg/kg, spironolactone 1.5
mg/kg, and captopril 0.05
mg/kg three times daily)

Throughout
hospitalization,
echocardiograms
improved with
normalization of
right-sided function
and improved LV
function to the low-
normal to mildly
depressed range
Steady progress and
weight gain on all
oral feeds
Improvement of
LVEF to near-normal
levels

Discharged from the
hospital 27 days later
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Five (5) of these cases described patients that did not receive treatment with
elamipretide (Table 1)

Most affected individuals with BTHS in the real-world patient cases from the medical
literature presented with symptoms in infancy, including heart failure (specifically
cardiomyopathy), neutropenia, skeletal muscle and eating disorders, and prepubertal
growth delay

The patient had electrocardiogram and echocardiogram for
physical activity, normal

At age 33, diagnosis of BTHS made, by elevated MLCL/CL
and DNA sequencing

Cardiac evaluation showed a mild EF reduction not requiring
therapy

medications)
Outpatient follow-up
echocardiogram
showed improvement
of LVEF to 60%

m Cardiologist

98%

Eur Heart J Case Rep. 2025;9(2):ytaf030.
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ACE, angiotensin-converting enzyme; BTHS, Barth syndrome; DNA, deoxyribonucleic acid; EF, ejection fraction; G-CSF, granulocyte colony-stimulating
factor; LVEF, left ventricular ejection fraction; LVNC, left ventricular noncompaction; MLCL/CL, monolysocardiolipin/cardiolipin; POTS, postural orthostatic
tachycardia syndrome.

BTHS, Barth syndrome; ECMO, extracorporeal membrane oxygenation; EF, ejection fraction; IV,
intravenous; LV, left ventricular; LVEF, left ventricular ejection fraction; VAD, ventricular assist device.

The diagnostic journey for patients with BTHS has been demonstrated through these
cases to be difficult, with the majority of patients receiving BTHS diagnosis after the
development of cardiomyopathy or a family member is diagnosed, even in
symptomatic patients

Subjects with BTHS (%)
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