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B participant Flow

Recruitment Details
Pre-Assignment Details

Arm/Group Title SPD602 16 mg/kg/Day SPD602 32 mg/kg/Day Total
¥ Arm/Group Description = Participants received Participants received (Not public)
SPD602 orally once daily for SPD602 orally once daily for
up to 96 weeks. At Week up to 96 weeks. At Week
24, the iron clearing activity 24, the iron clearing activity

of SPD602 was assessed of SPD602 was assessed
for each participant and the  for each participant and the
dose may have been dose may have been
adjusted to a higher or adjusted to a higher or
lower dose if the clinical lower dose if the clinical
response was deemed response was deemed
insufficient or too robust, insufficient or too robust,
respectively (maximum respectively (maximum
dose=60mg/kg/day; dose=60mg/kg/day;
minimum minimum
dose=8mg/kg/day). dose=8mg/kg/day).
Participants not dose Participants not dose
adjusted at Week 24 may adjusted at Week 24 may
also have had later dose also have had later dose
adjustments to a higher or adjustments to a higher or
lower dose. lower dose.
Period Title: Overall Study
Started 24 27 51
Completed 17 18 35
Not Completed 7 9 16
Reason Not Completed
Withdrawal by Subject 5 3
Adverse Event 1 2
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Physician Decision
Not specified
(Not Public)

B Bascline Characteristics

0

1

Not Completed = 7
Total from all reasons = 7

3
1 2
Not Completed = 9
Total from all reasons = 9

Arm/Group Title SPD602 16 mg/kg/Day SPD602 32 mg/kg/Day Total

¥ Arm/Group Description Participants received Participants received
SPD602 orally once daily for SPD602 orally once daily for
up to 96 weeks. At Week up to 96 weeks. At Week
24, the iron clearing activity 24, the iron clearing activity
of SPD602 was assessed of SPD602 was assessed
for each participant and the  for each participant and the
dose may have been dose may have been
adjusted to a higher or adjusted to a higher or
lower dose if the clinical lower dose if the clinical
response was deemed response was deemed
insufficient or too robust, insufficient or too robust,
respectively (maximum respectively (maximum
dose=60mg/kg/day; dose=60mg/kg/day;
minimum minimum
dose=8mg/kg/day). dose=8mg/kg/day).
Participants not dose Participants not dose
adjusted at Week 24 may adjusted at Week 24 may
also have had later dose also have had later dose
adjustments to a higher or adjustments to a higher or
lower dose. lower dose.

Overall Number of 24 27 51

Baseline Participants

¥ Baseline Analysis
Population Description

All subjects who received any amount of investigational product.

Age, Categorical
Measure Type: Number

Units: participants

<=18 years 0 1 1
Between 18 and 65 years 24 26 50
>=65 years 0 0 0
Age, Continuous
Mean (Standard Deviation) 285
Units: years 28.7 (8.60) 28.4 (7.11) (7.77)
Gender, Male/Female
Measure Type: Number
Units: participants
Female 12 14 26
Male 12 13 25
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B Outcome Measures

1. Primary Outcome

Title: Change From Baseline in Liver Iron Concentration (LIC) at 96 Weeks

¥ Description: LIC was determined by R2 Magnetic Resonance Imaging (MRI).
€ NOTE : Outcome Measure Description is shorter than the Outcome
Measure Title.

Time Frame: Baseline and 96 weeks
Safety Issue? Yes

¥ Outcome Measure Data ¥

¥ Analysis Population Description
Full Analysis Set, defined as all subjects in the Safety Set who had at least 1 post-baseline
primary efficacy assessment. The Safety Set was defined as all subjects who received any
amount of investigational product.

Arm/Group Title SPD602
¥ Arm/Group Description: Participants received SPD602 orally once daily for up to 96
weeks.
Number of Participants 26
Analyzed
Mean (Standard Deviation) -1.75 (4.839)
Units: mg/g

W Statistical Analysis 1 v

Statistical Comparison Groups SPD602
Analysis -
Overview Comments [Not specified]

Non-Inferiority No
or Equivalence Analysis?

Comments [Not specified]
Statistical P-Value 0.0765
Test of N
Hypothesis Comments [Not specified]

Method t-test, 2 sided

Comments [Not specified]
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2. Secondary Outcome

Title: Maximum Plasma Concentration (Cmax) of SPD602

¥ Description: Cmax is a term that refers to the maximum (or peak) concentration that a
drug achieves in the body after the drug has been administered.

Time Frame: 92 weeks
Safety Issue? No

¥ Outcome Measure Data v

¥ Analysis Population Description

Pharmacokinetic (PK) Analysis Set, defined as all subjects in the Safety Set for whom the
primary PK data were considered sufficient and interpretable. The Safety Set was defined as
all subjects who received any amount of investigational product.

Arm/Group Title SPD602
¥ Arm/Group Description: Participants received SPD602 orally once daily for up to 96
weeks.
Number of Participants 5
Analyzed
Mean (Standard Deviation) 25702.7 (4448.06)
Units: ng/ml

3. Secondary Outcome

Title: Area Under The Steady-state Plasma Concentration-time Curve (AUC) of
SPD602

¥ Description: AUC can be used as a measure of drug exposure. It is derived from drug
concentration and time so it gives a measure of how much and how long a
drug stays in a body.

Time Frame: 92 weeks
Safety Issue? No

¥ Outcome Measure Data ¥

¥ Analysis Population Description

PK Analysis Set, defined as all subjects in the Safety Set for whom the primary PK data were
considered sufficient and interpretable. The Safety Set was defined as all subjects who
received any amount of investigational product.

Arm/Group Title SPD602

¥ Arm/Group Description: Participants received SPD602 orally once daily for up to 96
weeks.

https://register.clinicaltrials.gov/prs/rrs/PreviewResults?popup=true&uid=U0000HH3&ts=4&sid=S0002MMO &cx=6s0q5w[6/3/2015 9:15:07 AM]


javascript:expandCollapseByKey(false,'-outcomeDescriptionRow-5')
javascript:expandCollapseByKey(true,'-outcome-data-5')
javascript:expandCollapseByKey(false,'-analysis-Pop-5')
javascript:expandCollapseByKey(false,'-outcome-armGroupDescriptionRow-5')
javascript:expandCollapseByKey(false,'-outcomeDescriptionRow-6')
javascript:expandCollapseByKey(true,'-outcome-data-6')
javascript:expandCollapseByKey(false,'-analysis-Pop-6')
javascript:expandCollapseByKey(false,'-outcome-armGroupDescriptionRow-6')

ClinicalTrials.gov PRS: Results Preview (NCT01186419)

Number of Participants
Analyzed

Mean (Standard Deviation)
Units: ng*hr/ml

B Adverse Events

5

62998.6 (23094.72)

Time Frame

Additional Description
Source Vocabulary Name
Assessment Type

[Not specified]
Systematic Assessment

Arm/Group Title
¥ Arm/Group Description

SPD602 16 mg/kg/d

Participants received SPD602
orally once daily for up to 96
weeks. At Week 24, the iron
clearing activity of SPD602
was assessed for each
participant and the dose may
have been adjusted to a higher
or lower dose if the clinical
response was deemed
insufficient or too robust,

SPD602 32 mg/kg/d

Participants received SPD602
orally once daily for up to 96
weeks. At Week 24, the iron
clearing activity of SPD602
was assessed for each
participant and the dose may
have been adjusted to a higher
or lower dose if the clinical
response was deemed
insufficient or too robust,
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respectively (maximum
dose=60mg/kg/day; minimum
dose=8mg/kg/day).
Participants not dose adjusted
at Week 24 may also have had
later dose adjustments to a
higher or lower dose.

respectively (maximum
dose=60mg/kg/day; minimum
dose=8mg/kg/day).
Participants not dose adjusted
at Week 24 may also have had
later dose adjustments to a
higher or lower dose.

¥ Serious Adverse Events

SPD602 16 mg/kg/d

SPD602 32 mg/kg/d

Affected / at Risk (%) # Events Affected / at Risk (%) # Events
Total 3/24 (12.5%) 2127 (7.41%)
Congenital, familial and
genetic disorders
Sickle cell anemia with crisis 1/24 (4.17%) 4 0/27 (0%) 0
t
Gastrointestinal disorders
Vomiting T 1/24 (4.17%) 1 0/27 (0%) 0
General disorders
Chest discomfort * 0/24 (0%) 0 1/27 (3.7%) 1
Metabolism and nutrition
disorders
Diabetes mellitus ' 0/24 (0%) 0 1/27 (3.7%) 1
Musculoskeletal and
connective tissue disorders
Back pain T 0/24 (0%) 0 1/27 (3.7%) 1
Nervous system disorders
Hypoaesthesia ' 1/24 (4.17%) 1 0/27 (0%) 0
Respiratory, thoracic and
mediastinal disorders
Dyspnoea exertional ' 0/24 (0%) 0 1/27 (3.7%) 1

t Indicates events were collected by systematic assessment.

¥ Other (Not Including Serious) Adverse Events

Frequency Threshold for 5%
Reporting Other Adverse

Events
SPD602 16 mg/kg/d SPD602 32 mg/kg/d
Affected / at Risk (%) # Events Affected / at Risk (%) # Events
Total 24/24 (100%) 26/27 (96.3%)
Cardiac disorders
Palpitations ' 2/24 (8.33%) 2 3/27 (11.11%) 4
Tachycardia 1 0/24 (0%) 0 2/27 (7.41%) 2
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Congenital, familial and
genetic disorders
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Sickle cell anaemia with crisis 2/24 (8.33%) 7 0/27 (0%) 0
t
Ear and labyrinth disorders
Ear pain T 0/24 (0%) 0 2127 (7.41%) 2
Eye disorders
Conjunctivitis 1 2/24 (8.33%) 2 2/27 (7.41%)
Ocular icterus 1 0/24 (0%) 0 3/27 (11.11%)
Gastrointestinal disorders
Abdominal pain T 0/24 (0%) 0 5/27 (18.52%) 5
Abdominal pain upper T 4/24 (16.67%) 4 5/27 (18.52%) 7
Colitis T 1/24 (4.17%) 1 2127 (7.41%) 3
Constipation 1 1/24 (4.17%) 2 4/27 (14.81%) 6
Diarrhea 1 1/24 (4.17%) 2 3/27 (11.11%) 3
Dyspepsia ' 3/24 (12.5%) 3 1/27 (3.7%) 1
Enteritis T 0/24 (0%) 0 3/27 (11.11%) 3
Flatulence T 5/24 (20.83%) 7 3/27 (11.11%) 3
Nausea T 3/24 (12.5%) 3 3/27 (11.11%) 3
Toothache T 0/24 (0%) 0 3/27 (11.11%) 4
Vomiting 1 2/24 (8.33%) 3 2/27 (7.41%) 2
General disorders
Asthenia T 3/24 (12.5%) 4 1/27 (3.7%) 4
Fatigue 1 2/24 (8.33%) 2 1/27 (3.7%) 2
Influenza like iliness T 2/24 (8.33%) 3 4/27 (14.81%) 9
Oedema peripheral 1 0/24 (0%) 0 2127 (7.41%) 2
Pyrexia 1 4/24 (16.67%) 7 3/27 (11.11%) 6
Infections and infestations
Bronchitis T 2/24 (8.33%) 2 2127 (7.41%) 2
Cystitis 1 2/24 (8.33%) 2 0/27 (0%) 0
Gastroenteritis T 3/24 (12.5%) 3 3/27 (11.11%) 3
Influenza * 2/24 (8.33%) 5 6/27 (22.22%) 7
Nasopharyngitis T 5/24 (20.83%) 5 4/27 (14.81%) 4
Oral herpes 1 2/24 (8.33%) 2 0/27 (0%) 0
Pharyngitis T 5/24 (20.83%) 5 5/27 (18.52%) 6
Pharyngotonsillitis T 1/24 (4.17%) 1 2/27 (7.41%) 3
Respiratory tract infection viral 2/24 (8.33%) 2 2127 (7.41%) 2
t
Sinusitis T 3/24 (12.5%) 3 1/27 (3.7%) 2
Upper respiratory tract 5/24 (20.83%) 7 7127 (25.93%) 13
infection 1
Viral infection T 1/24 (4.17%) 1 2/27 (7.41%) 2
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Injury, poisoning and
procedural complications

t Indicates events were collected by systematic assessment.

Contusion * 2/24 (8.33%) 2 0/27 (0%) 0
Joint injury 1 0/24 (0%) 0 2127 (7.41%) 3
Joint sprain * 2/24 (8.33%) 2 0/27 (0%) 0
Skin laceration T 0/24 (0%) 0 2127 (7.41%) 2
Transfusion reaction T 1/24 (4.17%) 1 2127 (7.41%) 2
Investigations
Blood creatinine increased T 0/24 (0%) 0 3/27 (11.11%) 3
Cardiac murmur T 0/24 (0%) 0 4/27 (14.81%) 8
Gamma-glutamyltransferase 1/24 (4.17%) 4 3/27 (11.11%) 3
increased T
Transaminases increased ' 2/24 (8.33%) 2 5/27 (18.52%) 7
Metabolism and nutrition
disorders
Decreased appetite T 2/24 (8.33%) 3 0/27 (0%) 0
Musculoskeletal and
connective tissue disorders
Arthralgia 1 3/24 (12.5%) 5 2/27 (7.41%) 3
Back pain T 7124 (29.17%) 10 4127 (14.81%) 11
Bone pain 1 0/24 (0%) 0 2/27 (7.41%) 2
Muscle spasms T 2/24 (8.33%) 2 0/27 (0%) 0
Musculoskeletal pain T 3/24 (12.5%) 3 0/27 (0%) 0
Pain in extremity T 0/24 (0%) 0 2/27 (7.41%) 2
Nervous system disorders
Headache T 8/24 (33.33%) 24 9/27 (33.33%) 15
Hypoaesthesia ' 2/24 (8.33%) 9 0/27 (0%) 0
Paraesthesia ' 2/24 (8.33%) 5 4/27 (14.81%) 5
Psychiatric disorders
Insomnia T 0/24 (0%) 0 2127 (7.41%) 2
Renal and urinary disorders
Chromaturia T 1/24 (4.17%) 1 2/27 (7.41%) 2
Respiratory, thoracic and
mediastinal disorders
Cough T 3/24 (12.5%) 4 1/27 (3.7%) 1
Oropharyngeal pain T 4/24 (16.67%) 10 4/27 (14.81%) 7
Skin and subcutaneous tissue
disorders
Rash papular T 0/24 (0%) 0 2/27 (7.41%) 2
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B | imitations and Caveats

Only data from all subjects (ie, total) are presented because dose adjustments that occurred after Week
24 obviated the meaningful interpretation of data presented by the original 16 and 32 mg/kg/day dose
groups.

B \lore Information

Certain Agreements
Principal Investigators are NOT employed by the organization sponsoring the study.

There IS an agreement between the Principal Investigator and the Sponsor (or its agents) that
restricts the PI's rights to discuss or publish trial results after the trial is completed.
If a multicenter publication is not submitted within twelve (12) months after conclusion,
abandonment or termination of the Study at all sites, or after Sponsor confirms there shall
be no multicenter Study publication, the Institution and/or such Principal Investigator may
publish the results from the Institution site individually.

Results Point of Contact

Name/Official Study Physician

Title:

Organization: Shire Development LLC
Phone: 1 866 842 5335

Email:

U.S. National Library of Medicine | U.S. National Institutes of Health | U.S. Department of Health & Human Services
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