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It is a normal process in the human body for red blood cells to die, which makes bilirubin.
Bilirubin is cleared away through the liver.

Some babies are born with livers that don’t work well enough yet, or their red blood cells are dying too fast, so the baby looks

yellow (jaundice).

This means there is too much bilirubin in the body. It can be dangerous if a baby’s bilirubin gets too high.
Phototherapy is what they call the lights they shine on newborn babies to help the liver get rid of bilirubin.
This study tests an experimental drug to see if it can reduce how much bilirubin is being made in the first place.

The purpose of this study is to determine if an experimental drug, stannsoporfin, is safe and effective in the treatment of
hyperbilirubinemia in hemolyzing neonates.

Hyperbilirubinemia, Neonatal

Hemolysis

Interventional

Treatment
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Study Phase: Phase 2

Interventional Study Model: Parallel Assignment
Sequential experimental cohorts are run in parallel with placebo controls.

Number of Arms: 4

Masking: Double (Participant, Investigator)
Clinical personnel at the site (including investigator, study coordinator and central cardiologist) were blinded to treatment group.

The research pharmacy and the health care provider responsible for giving the injection to patients knew what the treatment was

(they were not blinded).
Allocation: Randomized
Enrollment: 58 [Actual]

Arms and Interventions

Arms

Assigned Interventions

Experimental: Cohort 1: Stannsoporfin 1.5 mg/kg
Participants receive a single dose of 1.5 mg/kg by intramuscular (IM)
injection, along with PhotoTherapy (PT) if and when needed.

Drug: Stannsoporfin
Stannsoporfin administered as a single IM injection

Other Names:

» Experimental product
PhotoTherapy (as needed)
PT standard care administered as needed, based on bilirubin levels
throughout the treatment period

Other Names:
- PT

Experimental: Cohort 2: Stannsoporfin 3.0 mg/kg
Participants receive a single dose of 3.0 mg/kg by intramuscular (IM)
injection, along with PT if and when needed.

Drug: Stannsoporfin
Stannsoporfin administered as a single IM injection

Other Names:

» Experimental product
PhotoTherapy (as needed)
PT standard care administered as needed, based on bilirubin levels
throughout the treatment period

Other Names:
- PT

Experimental: Cohort 3: Stannsoporfin 4.5 mg/kg
Participants receive a single dose of 4.5 mg/kg by intramuscular (IM)
injection, along with PT if and when needed.

Drug: Stannsoporfin
Stannsoporfin administered as a single IM injection

Other Names:

» Experimental product
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Arms

Assigned Interventions

PhotoTherapy (as needed)
PT standard care administered as needed, based on bilirubin levels
throughout the treatment period

Other Names:
- PT

Placebo Comparator: Cohort 4: Placebo

injection, along with PT if and when needed.

Participants receive a single dose of placebo (sterile saline solution) by IM

Placebo
Placebo (sterile saline solution) administered as a single IM injection

Other Names:

+ Saline
PhotoTherapy (as needed)
PT standard care administered as needed, based on bilirubin levels
throughout the treatment period

Other Names:
- PT

Outcome Measures

[See Results Section.]

Eligibility
Minimum Age: 1 Minutes
Maximum Age: 48 Hours
Sex: All
Gender Based:
Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

Babies may only participate if they meet all the following criteria:

* Is a term or late preterm baby

* Is at risk for protocol-defined hemolytic disease

» Weighs at least 2500 g (5.5 Ibs)

* Has total serum bilirubin (TSB) a specified amount lower than the phototherapy threshold for the age
 Has parents/guardians who are willing to follow light precautions and sign informed consent

Exclusion Criteria:

The following criteria will make a baby not eligible to participate:
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* Needs medications that may prolong the QT interval

+ Has family history or risk factors for Long QT Syndrome, Sudden Infant Death Syndrome, or Porphyrias

» Has an Apgar score of 6 or below at age 5 minutes

» Has abnormalities or infections (in mother or child) that per protocol or in the opinion of the investigator may compromise
the safety and well-being of the baby or analysis of study results

Contacts/Locations

Central Contact Person:
Central Contact Backup:

Study Officials: Clinical Team Leader
Study Director
Mallinckrodt

Locations: United States, Michigan
William Beaumont Hospital
Royal Oak, Michigan, United States, 48073
Contact: M. Jeffrey Maisels, MD jmaisels@beaumont.edu

United States, Ohio
St. Vincent Mercy Children's Hospital
Toledo, Ohio, United States, 43608
Contact: Moustafa Aouthmany, MD moustafa.aouthmany@gmail.com

United States, Hawaii
Kapi'olani Medical Center for Women and Children
Honolulu, Hawaii, United States, 96826
Contact: Venkataraman Balaraman, MD vbalaraman@kapiolani.org

United States, Ohio
University Hospitals Case Medical Center
Cleveland, Ohio, United States, 44106
Contact: Michele Walsh, MD Mcw3@case.edu

United States, New York
The Brooklyn Hospital Center
Brooklyn, New York, United States, 11201
Contact: Kenneth Bromberg, MD Keb9016@nyp.org

Stony Brook University Medical Center

Stony Brook, New York, United States, 11794
Contact: Sherry Courtney, MD  Sherry.courtney@stonybrook.edu
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United States, District of Columbia
Georgetown University Hospital
Washington, District of Columbia, United States, 20007
Contact: Deborah Hoy, MD hoyd@gunet.georgetown.edu

United States, Missouri
St. Johns Mercy Medical Center
Saint Louis, Missouri, United States, 63141
Contact: Elizabeth Jung, MD elizabethj@pol.net

United States, Virginia
Virginia Commonwealth University
Richmond, Virginia, United States, 23298
Contact: Linda Meloy, MD Imeloy@vcu.edu

United States, West Virginia

West Virginia University
Morgantown, West Virginia, United States, 26506
Contact: Mark Polak, MD mpolak@hsc.wvu.edu

United States, Ohio
Cincinnati Children's Hospital
Cincinnati, Ohio, United States, 45229
Contact: Jean Steichen, MD jean.steichen@cchmc.org

United States, Kentucky
University of Louisville
Louisville, Kentucky, United States, 40202
Contact: Dan Stewart, MD Dan.Stewart@]ouisville.edu

United States, Pennsylvania
Jefferson duPont Children's Health Program
Philadelphia, Pennsylvania, United States, 19107
Contact: Gary Emmett, MD gemmett@nemours.org

Drexel University College of Medicine, Clinical Research Group
Philadelphia, Pennsylvania, United States, 19102
Contact: Suzanne Touch, MD  Suzanne.Touch@Drexelmed.edu

Albert Einstein Medical Center
Philadelphia, Pennsylvania, United States, 19141
Contact: David L. Schutzman, M.D. schutzmand@einstein.edu

United States, California
UCSD Medical Center
San Diego, California, United States, 92103
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Contact: Jae H. Kim, M.D. neojae@ucsd.edu

Arrowhead Regional Med Center
Colton, California, United States, 92324
Contact: Guillermo Valenzuela, MD valenzuelag@armc.sbcounty.gov

United States, New York
Westchester Medical Center
Valhalla, New York, United States, 10595
Contact: Lance Parton, MD lanceaparton@yahoo.com

United States, North Carolina
ECU Brody School of Medicine
Greenville, North Carolina, United States, 27834
Contact: James Cummings, MD cummingsj@ecu.edu

Poland
Neonatal Department Warsaw Medical University
Warszawa, Poland, 00-315
Contact: Maria Borszewska-Kornacka, MD 48 22 59 66 155 mariak@szpitalkarowa.pl

Research Institute of Polish Mother's Health Center
to6dz, Poland, 93-338
Contact: Ewa Gulczynska, MD 48 42 271 14 04 ewagulcz@wp.pl

Jan Bizel University Hospital No. 2; Department of Neonatal, Preemies and Neonatal Intensive Care
Bydgoszcz, Poland, 85-168
Contact: Piotr Korbal, MD 48 52 365 52 28 pkorbal@amb.bydgoszcz.pl

Spain
Hospital La Paz
Madrid, Spain, 28046
Contact: Felix Omenaca, MD 34 91 727 70 00 Ext. 7252 fomenaca.hulp@salud.madrid.org

Hospital Clinic i Provincial
Barcelona, Spain, E-08036
Contact: Josep Figueras, MD 34 93 227 56 05 jfiguer@clinic.ub.es

University Hospital Santiago de Compostela-L Coruna
Santiago de Compostela, Spain, 15706
Contact: Jose Maria Fraga Bermudez, MD 34 981 95 01 62 secretaria.neonat.ped.chus@sergas.es

Hospital Doce de Octubre

Madrid, Spain, 28041
Contact: Carmen Pallas, MD 34 91 390 83 72 keka.pallas@gmail.com
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IPDSharing
Plan to Share IPD:

References
Citations:
Links:

Available IPD/Information:

Hospital Vall D"Hebrén
Barcelona, Spain, 08035
Contact: Josep Perapoch, MD 34934893125 jperapoc@vhebron.net

Complejo Hospitalario Universitario A Corufa
La Corufia, Spain, 15006
Contact: Jose Luis Fernandez Trisac, MD 34 981 178 000 jose.luis.fernandez.trisac@sergas.es

Ukraine
Municipal Medical Institution "Regional pediatric clinical hospital #1", Department of pathology of the newborns; Bukovynian
State Medical University, Department of Pediatrics and Children's Infectious Diseases

Chernivtsi, Ukraine, 58023

Contact: Leonid Bezrukov, Prof. 037 257 56 60 leobezrukov@yandex.ru

Municipal Institution "Odessa regional clinical hospital", Department of pathology of the newborns and premature infants; Odessa
State Medical University; Chair of Pediatrics #1 and Neonatology

Odessa, Ukraine, 65031

Contact: Mykola Aryaev, Prof. 0 50 316 90 76 aryayev@mail.ru

National Pediatric Specialized Hospital "OHMATDYT".
Kiev, Ukraine, 1135
Contact: Elisaveta Shunko, Prof. 0 44 236 09 61 dr_shunko@mail.ru

State Institution "Institute of Pediatrics, Obstetrics and Gynecology of the Academy of Medical Science of the Ukraine",
Neonatology Department

Kiev, Ukraine, 4050

Contact: Tetyana Znamenskia, Prof. 044-483-62-20 Znamenskia@mail.ru

Vinnytsia regional pediatric hospital, Department of pathology of the newborns, Vinnytsia National Medical University named
after M.I.Pirogov, Chair of Pediatrics #1

Vinnitsa, Ukraine, 21029
Contact: Olga Yablon, MD, PhD 0432-57-61-55 oyablon@gmail.com

No
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Study Results

Participant Flow

Recruitment Details Fifty-eight (58) babies were enrolled before the trial was prematurely terminated due to cancellation.

Pre-assignment Details Because the cohorts were run sequentially, and the trial was cancelled before they were all enrolled, Cohort 3
enrolled only 8 compared to 15 in Cohort 4.

Reporting Groups

Description
Cohort 1: Stannsoporfin 1.5 mg/kg 1.5 mg/kg stannsoporfin (with phototherapy as needed)
Cohort 2: Stannsoporfin 3.0 mg/kg 3.0 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 3: Stannsoporfin 4.5 mg/kg 4.5 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 4: Placebo Control Placebo control was sterile saline solution (with phototherapy as needed)

Overall Study

Cohort 1: Stannsoporfin Cohort 2: Stannsoporfin Cohort 3: Stannsoporfin Cohort 4: Placebo Control
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg

Started 17 18 8 15
Safety 17 18 8 15
Intent-to-treat 17 18 8 15
Received 3 6 2 8
Phototherapy
Per Protocol 10 13 5 13
Completed 16 18 8 14
Not Completed 1 0 0 1

Parent/ 1 0 0 1
Guardian
Voluntarily
Withdrew
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Baseline Characteristics

Baseline Analysis Population Description

Intention-to-treat

Reporting Groups

Description

Cohort 1: Stannsoporfin 1.5 mg/kg

1.5 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 2: Stannsoporfin 3.0 mg/kg

3.0 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 3: Stannsoporfin 4.5 mg/kg

4.5 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 4: Placebo Control

Placebo control was sterile saline solution (with phototherapy as needed)

Baseline Measures

Cohort 1: Stannsoporfin | Cohort 2: Stannsoporfin | Cohort 3: Stannsoporfin Cohort 4: Total
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg Placebo Control
Overall Number of Participants 17 18 8 15 58
Age, Customized Number 17 participants 18 participants 8 participants 15 participants 58
[1] Analyzed participants
Measure Count of
Type: Participants
Unit of participants
measure:
35 through 37 2 11.76% 0 0% 1 125% 3 20% 6 10.34%
Weeks
38 Weeks and 15 88.24% 18 100% 7 87.5% 12 80% 52
Above 89.66%
[l Measure Description: Gestational Age, Categorical
Sex: Female, Male Number 17 participants 18 participants 8 participants 15 participants 58
Measure Count of Analyzed participants
Type: Participants
Female 10 58.82% 6 33.33% 6 75% 7 46.67% 29 50%
Unit of participants
measure: Male 7 41.18% 12 66.67% 2 25% 8 53.33% 29 50%
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Cohort 1: Stannsoporfin | Cohort 2: Stannsoporfin | Cohort 3: Stannsoporfin Cohort 4: Total
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg Placebo Control
Ethnicity (NIH/ Number 17 participants 18 participants 8 participants 15 participants 58
OMB) Analyzed participants
Measure Count of . .
Tme  EfsiErs Hls.panlc or 5 29.41% 6 33.33% 6 75% 4 26.67% 21
Latino 36.21%
Unit of participants
measure: Not Hispanic 12 70.59% 12 66.67% 2 25% 11 73.33% 37
or Latino 63.79%
Unknown 0 0% 0 0% 0 0% 0 0% 0 0%
or Not
Reported
Race (N|H/0MB) Number 17 participants 18 participants 8 participants 15 participants 58
Measure Count of Analyzed participants
Type: Participants -
_ - American 0 0% 1 5.56% 0 0% 0 0% 1 1.72%
mel;glljtr:f participants Indian or
' Alaska
Native
Asian 0 0% 2 1M1.1% 0 0% 1 6.67% 3 517%
Native 4 23.53% 3 16.67% 0 0% 4 26.67% 11
Hawaiian 18.97%
or Other
Pacific
Islander
Black or 5 29.41% 2 11.11% 0 0% 2 13.33% 9 15.52%
African
American
White 7 41.18% 7 38.89% 6 75% 3 20% 23
39.66%
More than 0 0% 0 0% 0 0% 0 0% 0 0%
one race
Unknown 1 5.88% 3 16.67% 2 25% 5 33.33% 11
or Not 18.97%
Reported
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Outcome Measures

1. Primary Outcome Measure:

Measure Title

Change in Adjusted Total Serum Bilirubin (TSB) From Baseline to 48 Hours After Treatment.

Measure Description

The adjusted TSB is a calculation of the percentage difference of the TSB level from the age-specific threshold for
PT initiation per the American Academy of Pediatrics (AAP) Guidelines, ie, an indication of the distance below the PT
threshold at the time [(TSB - PT threshold/PT threshold) x 100%).

Time Frame Baseline, 48 hours

Analysis Population Description
Intent-to-treat population (ITT)

Reporting Groups

Description

Cohort 1: Stannsoporfin 1.5 mg/kg

1.5 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 2: Stannsoporfin 3.0 mg/kg

3.0 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 3: Stannsoporfin 4.5 mg/kg

4.5 mg/kg stannsoporfin (with phototherapy as needed)

Placebo Control

Sterile saline solution (with phototherapy as needed)

Measured Values

Cohort 1: Cohort 2: Cohort 3: Placebo Control
Stannsoporfin Stannsoporfin Stannsoporfin
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg
Overall Number of Participants Analyzed 17 18 8 15

Change in Adjusted Total Serum Bilirubin (TSB) From
Baseline to 48 Hours After Treatment.

Median (Full Range)

percentage difference from PT
threshold

Unit of measure:

-12.30 (-55.7 to 0.3)

-9.05 (-54.8 to 12.0)

-19.95 (-59.0 to -5.0)

5.7 (-42.1 to 22.2)

Statistical Analysis 1 for Change in Adjusted Total Serum Bilirubin (TSB) From Baseline to 48 Hours After Treatment.

Statistical Comparison Group Selection| Cohort 1: Stannsoporfin 1.5 mg/kg, Placebo Control
gr\:aelry\/lslésw Comments Last Observation Carry Forward (LOCF) is used to impute missing post-baseline TSB.

Least-squares means are from an ANCOVA model for adjusted TSB with treatment
and gestational age as fixed effects and baseline adjusted TSB as a covariate. TSB is
calculated as [(TSB - Phototherapy(PT) threshold)/ PT threshold ] X 100%.
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Type of Statistical Test

Other

Comments Pairwise comparison for each Stannsoporfin treatment group versus placebo.
Statistical P-Value | =0.040
Test of —
Hypothesis Comments [Not specified]
Method [ ANCOVA
Comments [Not specified]
Method of Estimation Parameter| Other [LS Mean Difference]
Estimation Estimated Value | -13.45
Confidence Interval | (2-Sided) 95%
-26.27 t0 -0.62
Estimation Comments [Not specified]

Statistical Analysis 2 for Change in Adjusted Total Serum

Bilirubin (TSB) From Baseline to 48 Hours After Treatment.

Statistical Comparison Group Selection| Cohort 2: Stannsoporfin 3.0 mg/kg, Placebo Control
Analysis —
Overview Comments [Not specified]
Type of Statistical Test| Other
Comments [Not specified]
Statistical P-Value | =0.117
Test of —
Hypothesis Comments [Not specified]
Method [ ANCOVA
Comments [Not specified]
Method of Estimation Parameter| Other [LS Mean Difference]
Estimation Estimated Value | -10.02
Confidence Interval | (2-Sided) 95%
-22.61 10 2.58
Estimation Comments [Not specified]

Statistical Analysis 3 for Change in Adjusted Total Serum

Bilirubin (TSB) From Baseline to 48 Hours After Treatment.

Statistical Comparison Group Selection| Cohort 3: Stannsoporfin 4.5 mg/kg, Placebo Control
Analysis —
Overview Comments [Not specified]
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Type of Statistical Test| Other

Comments [Not specified]
Statistical P-Value | =0.057
Test of —
Hypothesis Comments [Not specified]

Method [ ANCOVA

Comments [Not specified]
Method of Estimation Parameter| Other [LS Mean Difference]
Estimation

Estimated Value | -14.93

Confidence Interval | (2-Sided) 95%

-30.31t0 0.44
Estimation Comments [Not specified]
2. Primary Outcome Measure:
Measure Title Change From Baseline in Total Serum Bilirubin (TSB) at 48 Hours (ITT Population
Measure Description Total bilirubin in blood serum was measured at baseline and at 48 hours after the shot. Change from baseline is

calculated by subtracting the amount at baseline from the amount at 48 hours. Lower numbers are better.

Time Frame Baseline, 48 hrs

Analysis Population Description
Intention-to-treat

Reporting Groups

Description
Cohort 1: Stannsoporfin 1.5 mg/kg 1.5 mg/kg stannsoporfin (with phototherapy as needed)
Cohort 2: Stannsoporfin 3.0 mg/kg 3.0 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 3: Stannsoporfin 4.5 mg/kg 4.5 mg/kg stannsoporfin (with phototherapy as needed)

Placebo Control Sterile saline solution (with phototherapy as needed)
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Measured Values

Cohort 1: Cohort 2: Cohort 3: Placebo Control
Stannsoporfin Stannsoporfin Stannsoporfin
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg
Overall Number of Participants Analyzed 17 18 8 15

Change From Baseline in Total Serum Bilirubin (TSB)
at 48 Hours (ITT Population
Median (Full Range)

Unit of measure: mg/dL

at Baseline

7.80 (4.3 to 12.0)

8.45 (5.5 t0 10.4)

9.35 (6.4 to 12.8)

8.00 (4.6 to 11.9)

at 48 hours

10.90 (3.3 t0 13.5)

11.65 (4.2 to 14.1)

10.35 (5.6 to 13.4)

11.90 (8.1 to 15.8)

Change from Baseline at 48 hours

2.70 (-4.5 t0 5.2)

2.94 (-3.4 10 6.2)

1.45 (-3.4 to 3.6)

3.70 (0.2 to 8.7)

Statistical Analysis 1 for Change From Baseline in Total Serum Bilirubin (TSB) at 48 Hours (ITT Population

Statistical Comparison Group Selection| Cohort 1: Stannsoporfin 1.5 mg/kg, Placebo Control
gr\mlaelry\//slésw Comments Last Observation Carry Forward (LOCF) is used to impute missing post-baseline
TSB. Analysis of covariance (ANCOVA) is conducted for TSB including treatment and
gestational age as fixed effects and baseline TSB as a covariate. Least-squares means
(LS means) and standard errors (SEM) are estimated for each treatment group and
placebo. LS mean difference, 95% Confidence Interval, and p-value are estimated based
on LS mean difference between each stannsoporfin group and placebo.
Type of Statistical Test| Other
Comments Pairwise comparison for Change from Baseline at 48 hours (Row 3) for Stannsoporfin
treatment group versus placebo
Statistical P-Value | =0.061
Test of -
Hypothesis Comments [Not specified]
Method [ ANCOVA
Comments [Not specified]
Method of Estimation Parameter| Other [LS Mean Difference]
Estimation Estimated Value | -1.81
Confidence Interval | (2-Sided) 95%
-3.71 10 0.09
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Estimation Comments

[Not specified]

Statistical Analysis 2 for Change From Baseline in Total Serum Bilirubin (TSB) at 48 Hours (ITT Population

Statistical Comparison Group Selection| Cohort 2: Stannsoporfin 3.0 mg/kg, Placebo Control
g?,i%?f{,v Comments Last Observation Carry Forward (LOCF) is used to impute missing post-baseline
TSB. Analysis of covariance (ANCOVA) is conducted for TSB including treatment and
gestational age as fixed effects and baseline TSB as a covariate. Least-squares means
(LS means) and standard errors (SEM) are estimated for each treatment group and
placebo. LS mean difference, 95% Confidence Interval, and p-value are estimated based
on LS mean difference between each stannsoporfin group and placebo.
Type of Statistical Test| Other
Comments Pairwise comparison for Change from Baseline at 48 hours (Row 3) for Stannsoporfin
treatment group versus placebo
Statistical P-Value | =0.163
Test of -
Hypothesis Comments [Not specified]
Method [ ANCOVA
Comments [Not specified]
Method of Estimation Parameter| Other [LS Mean Difference]
Estimation Estimated Value | -1.34
Confidence Interval | (2-Sided) 95%
-3.24 10 0.56
Estimation Comments [Not specified]

Statistical Analysis 3 for Change From Baseline in Total Serum Bilirubin (TSB) at 48 Hours (ITT Population

Statistical
Analysis
Overview

Comparison Group Selection

Cohort 3: Stannsoporfin 4.5 mg/kg, Placebo Control

Comments

Last Observation Carry Forward (LOCF) is used to impute missing post-baseline

TSB. Analysis of covariance (ANCOVA) is conducted for TSB including treatment and
gestational age as fixed effects and baseline TSB as a covariate. Least-squares means
(LS means) and standard errors (SEM) are estimated for each treatment group and
placebo. LS mean difference, 95% Confidence Interval, and p-value are estimated based
on LS mean difference between each stannsoporfin group and placebo.

Type of Statistical Test

Other

Comments

Pairwise comparison for Change from Baseline at 48 hours (Row 3) for Stannsoporfin
treatment group versus placebo
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Statistical P-Value | =0.028
Test of —
Hypothesis Comments [Not specified]
Method | ANCOVA
Comments [Not specified]
Method of Estimation Parameter| Other [LS Mean Difference]
Estimation

Estimated Value

-2.63

Confidence Interval

(2-Sided) 95%
-4.97 t0 -0.3

Estimation Comments

[Not specified]

Reported Adverse Events

Time Frame 30 days

Adverse Event Reporting Description
amendment.

All adverse events were collected by the investigator except jaundice and hyperbilirubinemia after the first

Reporting Groups

Description

Cohort 1: Stannsoporfin 1.5 mg/kg

1.5 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 2: Stannsoporfin 3.0 mg/kg

3.0 mg/kg stannsoporfin (with phototherapy as needed)

Cohort 3: Stannsoporfin 4.5 mg/kg

4.5 mg/kg stannsoporfin (with phototherapy as needed)

Placebo Control

Sterile saline solution (with phototherapy as needed)

All-Cause Mortality

Cohort 1: Cohort 2: Cohort 3: Placebo Control
Stannsoporfin Stannsoporfin Stannsoporfin
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg
Affected/ # Affected/ # Affected/ # Affected/ #
At Risk (%) Events | At Risk (%) Events | At Risk (%) Events | At Risk (%) Events
Total All-Cause Mortality 0/17 (0%) 0/18 (0%) 0/8 (0%) 0/15 (0%)
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Serious Adverse Events

Cohort 1: Cohort 2: Cohort 3: Placebo Control
Stannsoporfin Stannsoporfin Stannsoporfin
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg
Affected/ # Affected/ # Affected/ # Affected/ #
AtRisk (%) | Events [ AtRisk (%) | Events | AtRisk (%) | Events | AtRisk (%) [ Events
Total 0/17 (0%) 1/18 1/8 2/15
(5.56%) (12.5%) (13.33%)
Blood and lymphatic system disorders
Anemia + 0/17 (0%) 0 1/18 1 0/8 (0%) 0 0/15 (0%) 0
(5.56%)

Hepatobiliary disorders

hyperbilirubinaemia * +

0117 0%)| 0

0118 (0%)| 0

08 (0%) | 0

2/15 2
(13.33%)

Infections and infestations

meningitis A + 0/17 (0%) 0 0/18 (0%) 0 1/8 1 0/15 (0%) 0
(12.5%)
1 Indicates events were collected by systematic assessment.
A Term from vocabulary, MedDRA (12.0)
Other Adverse Events
Frequency Threshold Above Which Other Adverse Events are Reported: 5%
Cohort 1: Cohort 2: Cohort 3: Placebo Control
Stannsoporfin Stannsoporfin Stannsoporfin
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg
Affected/ # Affected/ # Affected/ # Affected/ #
At Risk (%) Events | At Risk (%) Events | At Risk (%) Events | At Risk (%) Events
Total 8/17 10/18 3/8 5/15
(47.06%) (55.56%) (37.5%) (33.33%)
Blood and lymphatic system disorders
Anaemia A t 0/17 (0%) 0 1/18 1 2/8 (25%) 2 0/15 (0%) 0
(5.56%)
Leukocytosis A + 117 1 2/18 2 0/8 (0%) 0 0/15 (0%) 0
(5.88%) (11.11%)
Thrombocytopenia A + 0/17 (0%) 0 0/18 (0%) 0 (121/;30/) 1 0/15 (0%) 0
. 0
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Cohort 1: Cohort 2: Cohort 3: Placebo Control
Stannsoporfin Stannsoporfin Stannsoporfin
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg
Affected/ # Affected/ # Affected/ # Affected/ #
AtRisk (%) | Events [ AtRisk (%) | Events | AtRisk (%) | Events | AtRisk (%) [ Events
Cardiac disorders
Bradycardia A + 0/17 (0%) 0 0/18 (0%) 1/8 0/15 (0%) 0
(12.5%)
Gastrointestinal disorders
Hyperbilirubinaemia A + 2/17 2 1/18 0/8 (0%) 2/15 2
(11.76%) (5.56%) (13.33%)
JaundiceAT 5117 5 0/18 (0%) 0/8 (0%) 115 1
(29.41%) (6.67%)
Umbilical hernia ® | 0/17 (0%)| 0 | 0/18 (0%) 0/8 (0%) (61(/317 t;a/) 1
. 0
Vomiting A + 0/17 (0%) 0 1/18 0/8 (0%) 0/15 (0%) 0
(5.56%)
Infections and infestations
el el seees 2 + 0/17 (0%) 0 (51%%/ ) 0/8 (0%) 0/15 (0%) 0
. 0
Meningitis A t 0/17 (0%) 0 0/18 (0%) 1/8 0/15 (0%) 0
(12.5%)
Oral candidiasis * + 0/17 (0%) 0 0/18 (0%) 0/8 (0%) 2/15 2
(13.33%)
Injury, poisoning and procedural complications
Contusion & + 117 1 0/18 (0%) 0/8 (0%) 0/15 (0%) 0
(5.88%)
Investigations
Blood glucose decreased A T 0/17 (0%) 0 (51?65‘3/) 0/8 (0%) 0/15 (0%) 0
. 0
Blood sodium increased * +| 0/17 (0%) 0 (51&‘3%/) 0/8 (0%) 0/15 (0%) 0
. 0
C-reactive protein increased A 1 117 1 0718 (0%) 0/8 (0%) 0715 (0%) 0
(5.88%)
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Cohort 1: Cohort 2: Cohort 3: Placebo Control
Stannsoporfin Stannsoporfin Stannsoporfin
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg
Affected/ # Affected/ # Affected/ # Affected/ #
AtRisk (%) | Events [ AtRisk (%) | Events | AtRisk (%) | Events | AtRisk (%) [ Events
Carbon dioxide decreased ® t 0/17 (0%) 0 1/18 1 0/8 (0%) 0 0/15 (0%) 0
(5.56%)
Haemoglobin increased  +| 0/17 (0%) 0 0/18 (0%) 0 (121/50/) 1 0/15 (0%) 0
. (o]
Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Haemanaioma * + 117 1 0/18 (0%) 0 0/8 (0%) 0 0/15 (0%) 0
E (5.88%)
Nervous system disorders
Depressed level of consciousness A T 0/17 (0%) 0 0/18 (0%) 0 (121/:0/) 1 0/15 (0%) 0
. (o]
Skin and subcutaneous tissue disorders
Acne infantile + 117 1 0/18 (0%) 0 0/8 (0%) 0 0/15 (0%) 0
(5.88%)
Dermatitis contact ® + 117 1 0/18 (0%) 0 0/8 (0%) 0 0/15 (0%) 0
(5.88%)
Dermatitis diaper A t 2/17 2 1/18 1 0/8 (0%) 0 1/15 1
(11.76%) (5.56%) (6.67%)
ErythemaAT 0/17 (0%) 0 1/18 1 1/8 1 0/15 (0%) 0
(5.56%) (12.5%)
Erythema toxicum neonatorum A T 0/17 (0%) 0 (12/(;?0/) 3 0/8 (0%) 0 0/15 (0%) 0
. (o)
Rash ® + 117 1 0/18 (0%) 0 0/8 (0%) 0 0/15 (0%) 0
(5.88%)
Rash neonatal » t 0/17 (0%) 0 1/18 1 0/8 (0%) 0 0/15 (0%) 0
(5.56%)
Rash papularA t 0/17 (0%) 0 0/18 (0%) 0 0/8 (0%) 0 1/15 1
(6.67%)
Seborrhoeic dermatitis * +| 0/17 (0%) 0 (51&‘3%/) 1 0/8 (0%) 0 0/15 (0%) 0
. (o]
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Cohort 1: Cohort 2: Cohort 3: Placebo Control
Stannsoporfin Stannsoporfin Stannsoporfin
1.5 mg/kg 3.0 mg/kg 4.5 mg/kg
Affected/ # Affected/ # Affected/ # Affected/ #
AtRisk (%) | Events [ AtRisk (%) | Events | AtRisk (%) | Events | AtRisk (%) [ Events
Skin exfoliation + 117 1 0/18 (0%) 0 0/8 (0%) 0 0/15 (0%) 0
(5.88%)
Vascular disorders
Flushing A + 0/17 (0%) 0 1/18 1 0/8 (0%) 0 0/15 (0%) 0
(5.56%)

1 Indicates events were collected by systematic assessment.
A Term from vocabulary, MedDRA (12.0)

Limitations and Caveats

It should be noted that the study was discontinued before enroliment of the full 4.5 mg/kg cohort,and therefore, the stannsoporfin 4.5 mg/kg treatment group
included 8 patients and the placebo group included 15 patients.

More Information

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

The only disclosure restriction on the Pl is that the sponsor can review results communications prior to public release and can embargo communications
regarding trial results for a period that is more than 60 days but less than or equal to 180 days from the time submitted to the sponsor for review. The sponsor
cannot require changes to the communication and cannot extend the embargo.

Results Point of Contact:
Name/Official Title: Medical Information Call Center
Organization: Mallinckrodt Pharmaceuticals
Phone: 1-800-844-2830 Ext: 5
Email: clinicaltrials@mnk.com

- Page 21 of 21 -



