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RESULTS

Design and Participants

Demographics and Baseline Characteristics

• The EAP is an open-label, real-world program (NCT04724421) that enrolled
children aged 4 to 11 years with confirmed SCD of any genotype and a baseline
Hb ≤10.5 g/dL to receive once‑daily, weight-based oral dosing of voxelotor in
addition to standard of care (Figure 1); treatment continued until voxelotor
became commercially available or the sponsor discontinued the voxelotor EAP.

• Patients from 16 sites in the United States were enrolled.

• Eligible patients were those who were ineligible or unable to participate in
actively recruiting clinical studies of voxelotor and had no alternative treatment
options, per the treating physician's judgment.
• Patients receiving regular red blood cell transfusions for primary or secondary
stroke prevention, as well as those with hepatic dysfunction (characterized
by alanine aminotransferase >4 × the upper limit of normal for age) or severe
renal dysfunction (estimated glomerular filtration rate <30 mL/min/1.73 m2 by
Schwartz formula), were excluded.

• A total of 87 patients received at least 1 dose of the drug; 60 patients completed
the 12-week follow-up visit.
• Most patients were Black or African American with the sickle cell anemia (HbSS)
genotype (Table 1).

Patients (N=87)
Mean (SD; range)
Weight at screening, kg
Mean (SD; range)
Sex, n (%)
Female

52 (59.8)

• Data collection and site monitoring were limited.

Multiracial

1 (1.1)

Not reported
Baseline Hb
Mean (SD; range)
Baseline HbF (%)a
Mean (SD; range)
HbS genotypes, n (%)

Figure 1. EAP for Children With SCD Aged 4 to 11 Years

83 (95.4)

2 (2.3)

17.6 (11.14; 2.6-39.2)
81 (93.1)

HbSβ0

2 (2.3)

HbSC
3 (3.4)
No. of blood transfusions in the previous 12 months, n (%)

Safety follow-up

every 12 weeks

28 ± 7 days after last dose
of voxelotora

Sickle cell disease (SCD) is an inherited systemic disorder
in which sickle hemoglobin (HbS) polymerization triggers
red blood cell sickling, chronic hemolytic anemia, and
recurrent episodes of vaso-occlusion.1
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Efficacy and safety data from the randomized,
placebo‑controlled HOPE trial demonstrated the
effectiveness of voxelotor in increasing hemoglobin (Hb)
levels and reducing markers of hemolysis.3,4

10 to <20 kg

600 mg

20 to <40 kg

900 mg

≥40 kg

1500 mg

Treatment ended with commercial availability of voxelotor.
b
Dispersible tablets are preservative-free, uncoated tablets that require no special skills or equipment for dispersal and can be dosed
across the entire pediatric population, because dispersal is performed before administration.
EAP, expanded access program; SCD, sickle cell disease; SOC, standard of care.
a
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9 (10.3)
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5 (5.7)
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5 (5.7)
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2 (2.3)

5

2 (2.3)

6

2 (2.3)

30 (34.5)

Acute chest syndrome

24 (27.6)

Scleral icterus

22 (25.3)

Splenic sequestration

19 (21.8)

Dactylitis

12 (13.8)

Cholecystectomy

3 (3.4)

Pulmonary hypertension

2 (2.3)

Hepatic sequestration

1 (1.1)

Stroke

1 (1.1)

Scleral icterus
Pulmonary hypertension

access to voxelotor for children with SCD who had no alternative
options to improve their Hb other than standard treatment

The safety profile of voxelotor among expanded access
program participants was consistent with previous reports in
adult and adolescent patients.
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1 (1.1)

Splenic sequestration

1 (1.1)

-40
-60

-8.18%

-10.66%

-15.07
-26.25

-80
n=51

n=16

n=27

Table 2. Voxelotor Improved Patient Health Status at Week 12

(1) Very much improved
(2) Much improved
(3) Minimally improved
(4) No change
(5) Minimally worse
(6) Much worse
(7) Very much worse

39 (44.8)

Figure 2. Hb Levels in Most Patients Improved With Voxelotor
at Week 12a
4.0
3.0
2.0

CGI-C
n=59
8 (13.6%)
15 (25.4%)
17 (28.8%)
19 (32.2%)
0
0
0

PGI-C
n=59
12 (20.3%)
10 (16.9%)
15 (25.4%)
22 (37.3%)
0
0
0

CGI-C, Clinical Global Impression of Change; PGI-C, Patient Global Impression of Change.

• Voxelotor was generally well tolerated, with only 7% (n=6) of patients
discontinuing due to a treatment-emergent adverse event (Table 3);
treatment-emergent adverse events that led to discontinuation were
rash/hives, arthralgia, face edema, abdominal pain, loss of appetite/anorexia,
and diarrhea.
• The most common drug-related treatment-emergent adverse events were
nausea, abdominal pain, vomiting, headache, and diarrhea (Table 3).

1.0
0

Adverse events

• For younger patients, using a syringe to
administer oral suspension of voxelotor
may be helpful.
• Oral suspension aftertaste may be reduced
by drinking more of the liquid in which
voxelotor was suspended or eating
pleasant‑tasting food.
• Suspend voxelotor in clear liquid that is
pleasant for the patient. Options that have
worked include Sprite, lemonade, apple
juice, and white grape juice.

• Patients should be informed that
drug‑related adverse events, including
diarrhea, nausea, and abdominal pain,
are likely but manageable.
• Adverse events can be mitigated (eg, taking
voxelotor at night with food for nausea or
taking loperamide for diarrhea).
• Dose can be temporarily modified as
needed if the initial mitigation fails.

EAP, expanded access program.
EAP, expanded access program.
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DISCLOSURES

Table 3. Safety Summary

73% of participants (44/60) had an improvement in Hb

Motivation/participant
engagement

Taste/texture

• Compared with baseline, most patients and clinicians considered patients’
symptoms improved at treatment week 12; CGI-C scores improved in 68% (40/59)
of patients and PGI-C scores improved in 63% (37/59) of patients (Table 2).

2 (2.3)

Participant
expectations

-20

As of February 28, 2022, 60 patients completed the 12-week follow-up.
LDH, lactate dehydrogenase; SD, standard deviation.

16 (18.4)

-1.0
-2.0

n=60

As of February 28, 2022, 60 patients completed the 12-week follow-up.
Hb, hemoglobin.
a

Certain best practices were identified to improve treatment
compliance and adherence among expanded access program
participants, including taking voxelotor with food and
dispersing tablets in clear beverages.

• To report available results on the safety and efficacy of voxelotor
from the expanded access program (EAP) that provided early

20

a

TEAEs assesseda as related to voxelotor, unrelated to SCD (reported in ≥5% of patients)

Patients
(N=87)

Patients with ≥1 TEAE, n (%)

33 (37.9)

CONCLUSIONS
Preliminary findings of the expanded access program indicate
that voxelotor treatment was associated with increased Hb
levels, reductions in markers of hemolysis, and improvements
in both CGI-C and PGI-C scores.

LDH

40

45 (51.7)

Cholecystectomy
Other

lndirect bilirubin

Table 4. Best Practices Derived From the EAP

• Participants/caregivers should be informed
• Participants/caregivers need to be followed up
that to receive potential clinical benefit,
between visits, especially after the initial visit.
they are expected to adhere to the
• Sharing lab results may encourage
prescribed dosing regimen: oral, once-daily
participants/caregivers to continue treatment.
administration of voxelotor in the form of a
dispersible tablet for oral suspension.
• In the case of a missed dose, normal dosing
must be resumed the next day.
• As appropriate, this message needs to be
reinforced.

3 (3.4)

Pain crisis

Other
Concurrent SCD complications, n (%)

% Reticulocyte count Total bilirubin

n=57

N=50.
b
Patients may have reported multiple complications.
Hb, hemoglobin; HbF, fetal hemoglobin; HbS, sickle hemoglobin; HbSβ0, sickle beta zero thalassemia; HbSC, hemoglobin SC disease;
HbSS, homozygous for SCD; HU, hydroxyurea; SCD, sickle cell disease; VOC, vaso-occlusive crisis.

Change in Hb from baseline, g/dL

SCD-related complications lead to acute and chronic
life‑threatening events, cumulative organ damage,
disability, and early mortality.2

Dosing

58 (66.7)

a

Dosing (dispersible tabletsb)
Age 4-11 years

0

≥7
Historical SCD complications, n (%)b

8.3 (1.13; 5.4-10.3)

HbSS

74 (85.1)

No
13 (14.9)
No. of VOCs in the previous 12 months requiring
hospitalization, n (%)

27.2 (7.98; 13-51)

1 (1.1)

• The data cutoff for analyses performed in this presentation was
February 28, 2022.

Yes

7.9 (2.23; 4-11)

White

VOXELOTOR IS AN ORAL, ONCE-DAILY SICKLE
HEMOGLOBIN POLYMERIZATION INHIBITOR

OBJECTIVE

Baseline HU/hydroxycarbamide use, n (%)

35 (40.2)

Male
Race, n (%)

Voxelotor (weight-based equivalent dosing)
+ SOC

Voxelotor, a first-in-class HbS polymerization inhibitor,
is approved by the US Food and Drug Administration
for the treatment of SCD in adults and pediatric patients
aged ≥4 years and received marketing authorization in
the European Union and Middle East for the treatment of
patients with SCD aged ≥12 years.5,6

Patients (N=87)

Age at screening, years

Black or African American

Routine visits

Figure 3. Improvement in Hemolysis Markers at Week 12a

Table 1. Patient Demographics and Clinical Characteristics
at Program Entry

• Voxelotor safety and overall clinical response were also monitored.

Screening

• Markers of hemolysis also improved in many patients after 12 weeks of treatment
with voxelotor (Figure 3).

• The main reason physicians chose to administer voxelotor was low Hb counts
despite adherence to treatment with hydroxyurea (80%; n=68/85); other reasons
(32%, n=27/85) included complications or continued hemolysis with hydroxyurea
treatment, the need to improve quality of life, reduction of the need for pain
medication, the need to increase Hb or oxygen-carrying capacity/oxygen
saturation, and prevention of potential pulmonary hypertension.

• Clinical assessments of laboratory parameters (eg, hematological assessments),
concomitant medication use, requirement of transfusions, and health status
(ie, Clinical Global Impression of Change [CGI-C], Patient Global Impression of
Change [PGI-C] questionnaires) were performed every 12 weeks during routine
office visits.7,8

INTRODUCTION

• Among the 60 patients who completed a 12-week follow-up visit, 44 (73%) had
improvements in Hb levels (Figure 2).

Mean (SD) percentage change from
baseline to week 12

Experience From the
US Voxelotor Expanded
Access Program for
Children With
Sickle Cell Disease

METHODS

Further evaluation of data from the expanded access program,
with additional data from all study sites and longer follow-up,
is planned.

Nausea

10 (11.5)

Abdominal pain

7 (8.0)

Vomiting

7 (8.0)

Headache

6 (6.9)

Diarrhea

5 (5.7)
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Voxelotor dose discontinuations and modifications due to adverse events, n (%)
Dose reduction

2 (2.3)

Dose interruption

8 (9.2)

Discontinuation

6 (6.9)

As assessed by the treating physician.
SCD, sickle cell disease; TEAE, treatment-emergent adverse event.
a

• Overall, a positive association between reported medication adherence and
clinical improvement was observed.
• Although several challenges may have prevented some program participants
from taking voxelotor consistently as prescribed, certain best practices were
identified to improve treatment compliance and adherence (Table 4).
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