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Results analysis stage

Analysis stage Final
Date of interim/final analysis 16 August 2010
Is this the analysis of the primary No

completion data?

Global end of trial reached? Yes

Global end of trial date 25 November 2009
Was the trial ended prematurely? No

Notes:

General information about the trial

Main objective of the trial:

The primary objective for the Phase I portion of the study is to determine the maximum tolerated dose
(MTD), dose limiting toxicities (DLTs), and the recommended Phase II dose (RP2D) of clofarabine when
used in combination with etoposide and cyclophosphamide and to assess the feasibility and safety of this
combination regimen to treat children with refractory or relapsed acute lymphocytic leukemia (ALL) or
acute myelogenous leukemia (AML).

Protection of trial subjects:

Paediatric subjects: The study was conducted by investigators experienced in the treatment of pediatric
subjects. The parent(s) or guardian(s) as well as the children were fully informed of all pertinent aspects
of the clinical trial as well as the possibility to discontinue at any time. In addition to the consent form
for the parent(s)/guardian(s), an assent form in child appropriate language was provided and explained
to the child. Repeated invasive procedures were minimized. The number of blood samples as well as the
amount of blood drawn were adjusted according to age and weight. A topical anesthesia may have been
used to minimize distress and discomfort.

Adult Subjects: Subjects were fully informed of all pertinent aspects of the clinical trial as well as the
possibility to discontinue at any time in language and terms appropriate for the subject and considering
the local culture. During the course of the trial, subjects were provided with individual subject cards
indicating the nature of the trial the subject is participating, contact details and any information needed
in the event of a medical emergency. Collected personal data and human biological samples were
processed in compliance with the SanofiAventis Group Personal Data Protection Charter ensuring that
the Group abides by the laws governing personal data protection in force in all countries in which it
operates.

Background therapy: -

Evidence for comparator: -

Actual start date of recruitment 11 March 2006

Long term follow-up planned No

Independent data monitoring committee|No
(IDMC) involvement?

Notes:

Population of trial subjects

Subjects enrolled per country

Country: Number of subjects enrolled United States: 50

Worldwide total number of subjects 50
EEA total number of subjects 0
Notes:
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Subjects enrolled per age group

In utero 0
Preterm newborn - gestational age < 37|0
wk

Newborns (0-27 days) 0
Infants and toddlers (28 days-23 1
months)

Children (2-11 years) 24
Adolescents (12-17 years) 19
Adults (18-64 years) 6
From 65 to 84 years 0
85 years and over 0
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Subject disposition

Recruitment

Recruitment details: -

Pre-assignment

Screening details:

The study was conducted in two different phases. After determining the recommended Phase 2 dose

dose in Phase 1 part, subjects were enro

lled in Phase 2 part to estimate efficacy of clofarabine.

Period 1

Period 1 title

Overall Study (overall period)

Is this the baseline period?

Yes

Allocation method

Not applicable

Blinding used Not blinded
Arms
Are arms mutually exclusive? Yes

Arm title

Phase 1: Clofarabine, Etoposide, Cyclophosphamide

Arm description:
Escalating dosage of the three drugs deli

vered.

Arm type

Experimental

Investigational medicinal product name

Clofarabine

Investigational medicinal product code

Other name

Clolar, Evoltra

Pharmaceutical forms

Concentrate for solution for infusion

Routes of administration

Intravenous use

Dosage and administration details:

2040 mg/m2/day 2 hour intravenous (IV) infusion daily for 5 days of a 28 day cycle as the first of the
three IV interventions administered. Maximum of 8 cycles was given.

Investigational medicinal product name |Etoposide
Investigational medicinal product code
Other name Eposin

Pharmaceutical forms

Concentrate for solution for infusion

Routes of administration

Intravenous use

Dosage and administration details:

75-100 mg/m2/day 2 hour intravenous (
clofarabine therapy. Maximum of 8 cycle

IV) infusion daily for 5 days of a 28 day cycle following
S was given.

Investigational medicinal product name

Cyclophosphamide

Investigational medicinal product code

Other name

Endoxan, Revimmune, Cytoxan

Pharmaceutical forms

Concentrate for solution for infusion

Routes of administration

Intravenous use

Dosage and administration details:

340440 mg/m2/day as 30-60 minute intravenous (IV) infusion daily for 5 days of a 28 day cycle
following the other two interventions. Maximum of 8 cycles was given.

Arm title

Phase 2: Clofarabine, Etoposide, Cyclophosphamide

Arm description:

The recommended phase 2 doses (RP2D) were delivered.

Arm type

|Experimenta|
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Investigational medicinal product name

Clofarabine

Investigational medicinal product code

Other name

Clolar, Evoltra

Pharmaceutical forms

Concentrate for solution for infusion

Routes of administration

Intravenous use

Dosage and administration details:

2040 mg/m2/day 2 hour intravenous (IV) infusion daily for 5 days of a 28 day cycle as the first of the
three IV interventions administered. Maximum of 8 cycles was given.

Investigational medicinal product name |Etoposide
Investigational medicinal product code
Other name Eposin

Pharmaceutical forms

Concentrate for solution for infusion

Routes of administration

Intravenous use

Dosage and administration details:

75-100 mg/m2/day 2 hour intravenous (IV) infusion daily for 5 days of a 28 day cycle following
clofarabine therapy. Maximum of 8 cycles was given.

Investigational medicinal product name

Cyclophosphamide

Investigational medicinal product code

Other name

Endoxan, Revimmune, Cytoxan

Pharmaceutical forms

Concentrate for solution for infusion

Routes of administration

Intravenous use

Dosage and administration details:

340440 mg/m2/day as 30-60 minute intravenous (IV) infusion daily for 5 days of a 28 day cycle
following the other two interventions. Maximum of 8 cycles was given.

Number of subjects in period 1 Phase 1: Phase 2:
Clofarabine, Clofarabine,
Etoposide, Etoposide,
Cyclophosphamide | Cyclophosphamide
Started 25 25
Completed 0 0
Not completed 25 25
Refused further treatment 1 -
Failure to achieve response 8 3
Physician Decision - 4
Death 3 7
Disease relapse 4 1
Scheduled for transplant 9 8
Adverse event - 1
Unspecified - 1
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Baseline characteristics

Reporting groups

Reporting group title

|Phase 1: Clofarabine, Etoposide, Cyclophosphamide

Reporting group description:

Escalating dosage of the three drugs delivered.

Reporting group title

|Phase 2: Clofarabine, Etoposide, Cyclophosphamide

Reporting group description:
The recommended phase 2 doses (RP2D

) were delivered.

Reporting group values Phase 1 Phase 2 Total
Clofarabine, Clofarabine,
Etoposide, Etoposide,
Cyclophosphamide | Cyclophosphamide
Number of subjects 25 25 50
Age categorical
Units: Subjects
Age continuous
Units: years
arithmetic mean 9.1 13.2
standard deviation + 5.03 + 5.25 -
Gender categorical
Units: Subjects
Female 10 9 19
Male 15 16 31
Ethnicity
The two study phases were not designed to be reported in the aggregate.
Units: Subjects
Hispanic or Latino 5 10 15
Not Hispanic or Latino 20 15 35
Unknown or Not Reported 0 0 0
Race
The two study phases were not designed to be reported in the aggregate.
Units: Subjects
American Indian or Alaska Native 0 1 1
Asian 3 2 5
Native Hawaiian or Other Pacific 0 0 0
Islander
Black or African American 4 2 6
White 16 12 28
More than one race 0 0 0
Unknown or Not Reported 2 8 10
Immunophenotype
Applies to acute lymphoblastic leukemic (ALL) subjects only. Acute myelogenous leukemic (AML)
subjects are not included. The two study phases were not designed to be reported in the aggregate.
Units: Subjects
B cell 13 21 34
T cell 5 1 6
Unknown 2 3 5
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not included (AML subjects)

Count of Previous Anti-Leukemic (non-
transplant) Treatment Regimens

The two study phases were not designed

to be reported in the aggregate.

Units: Subjects

1 regimen 4 4 8
2 regimens 18 14 32
3 regimens 3 7 10

Subjects with Previous Anti-Leukemic

Transplant Regimens

The two study phases were not designed to be reported in the aggregate.

Units: Subjects
Transplants 4 4 8
No transplants 21 21 42

Subjects Who Were Refractory to the
Most Recent Previous Anti-Leukemic
Treatment

The answer "Yes" indicates the number of subjects who were refractory (unresponsive) to the most
recent anti-leukemic treatment. The answer "No" represents subjects who were not refractory. The two
study phases were not designed to be reported in the aggregate.

Units: Subjects

Yes
No

18

15
10

22
28

Subject Rating Using the
Karnofsky/Lansky Performance Status

Scale

phases were not designed to be reported

in the aggregate.

Baseline performance was rating using either the Karnofsky Performance Scale for subjects greater than
10 years old, or the Lansky Performance Scale for subjects 10 years or younger. Both scales range from
0-100 with 0 indicating dead or unresponsive and 100 indicating normal performance. The two study

Units: Subjects

50
60
70
80
90
100

N U1 =2 O O

A W N NN

Percent Leukemic Blast Cells

to be reported in the aggregate.

Percent of leukemic blast cells based on bone marrow aspirate. The two study phases were not designed

Units: percentage of total blast cells
arithmetic mean
standard deviation

66.8
+ 24.85

69.52
+ 23.56

Absolute Neutrophil Counts

The two study phases were not designed

to be reported in the aggregate.

Units: 1079/L
arithmetic mean
standard deviation

1.93828
+ 3.049992

1.928
+ 1.708126

White Blood Cell Counts

The two study phases were not designed

to be reported in the aggregate.

Units: 1079/L

arithmetic mean 8.323 12.171
standard deviation + 9.1305 + 23.015 -
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End points

End points reporting groups

Reporting group title |Phase 1: Clofarabine, Etoposide, Cyclophosphamide

Reporting group description:
Escalating dosage of the three drugs delivered.
Reporting group title |Phase 2: Clofarabine, Etoposide, Cyclophosphamide

Reporting group description:
The recommended phase 2 doses (RP2D) were delivered.
Subject analysis set title Phase 1 - Cohort 1

Subject analysis set type Full analysis
Subject analysis set description:

Subjects were treated with clofarabine 20 mg/m~2, etoposide 75 mg/m~2, and cyclophosphamide 340
mg/m~N2.
Subject analysis set title Phase 1 - Cohort 2

Subject analysis set type Full analysis
Subject analysis set description:

Subjects were treated with clofarabine 20 mg/m~2, etoposide 75 mg/m~2, and cyclophosphamide 440
mg/m~2.

Subject analysis set title Phase 1 - Cohort 3

Subject analysis set type Full analysis
Subject analysis set description:

Subjects were treated with clofarabine 20 mg/m~2, etoposide 100 mg/m~2, and cyclophosphamide 440
mg/m~N2.
Subject analysis set title Phase 1 - Cohort 4

Subject analysis set type Full analysis
Subject analysis set description:

Subjects were treated with clofarabine 30 mg/m~2, etoposide 100 mg/m~2, and cyclophosphamide 440
mg/m~N2.
Subject analysis set title Phase 1 - Cohort 5

Subject analysis set type Full analysis
Subject analysis set description:

Subjects were treated with clofarabine 40 mg/m~2, etoposide 100 mg/m~2, and cyclophosphamide 440
mg/m~2.

Primary: Maximum Tolerated Dose (MTD) in Phase 1
End point title |Maximum Tolerated Dose (MTD) in Phase 1[1]
End point description:

The MTD was to be the highest dose level of clofarabine in combination with etoposide and
cyclophosphamide that caused <= 1 of 6 subjects to experience a dose limiting toxicity (DLT) with the
next higher dose level having at least 2 of 3 or 2 of 6 subjects experiencing a DLT. The MTD would be
used as the recommended phase 2 dose (RP2D). If the MTD could not be determined, then the target
dose of clofarabine 40 mg/m”2, etoposide 100 mg/m~2 and cyclophosphamide 440 mg/m~”2 as taken
by Cohort 5 was to become the RP2D. The rating scale used is 0 = not the MTD, 1 = the MTD. All phase
1 subjects.

End point type |Primary
End point timeframe:

Up to Day 42 (Phase 1 portion of study)

Notes:

[1] - No statistical analyses have been specified for this primary end point. It is expected there is at
least one statistical analysis for each primary end point.

Justification: As the analysis was descriptive, no statistical analysis is provided.
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End point values Cohort 1 Cohort 2 Cahort 3 Cohort 4
Subject group type Subject analysis set] Subject analysis set] Subject analysis set] Subject analysis sef]
Number of subjects analysed 3 3 3 10

Units: units on a scale 0 0 0 0

End point values Pchoahsfrtl 5_

Subject group type Subject analysis sef]

Number of subjects analysed 6

Units: units on a scale 0

Statistical analyses

No statistical analyses for this end point

Primary: Subjects With Dose Limiting Toxicity in Phase 1

End point title

Subjects With Dose Limiting Toxicity in Phase 1[2]

End point description:

The number of subjects in each cohort that had dose limiting toxicity is summarized. Toxicities were
reviewed by an independent Data Safety Monitoring Board (DSMB) who determined if additional subjects
should be added to the cohort and the criteria for escalating to the next cohort. All phase 1 subjects

End point type

|Primary

End point timeframe:

Up to Day 42 (Phase 1 portion of study)

Notes:

[2] - No statistical analyses have been specified for this primary end point. It is expected there is at
least one statistical analysis for each primary end point.

Justification: As the analysis was descriptive, no statistical analysis is provided.

Ty | ey | el | el
Subject group type Subject analysis set] Subject analysis set] Subject analysis set] Subject analysis sef]
Number of subjects analysed 3 3 3 10

Units: subjects 0 0 0 1

End point values PchoahS:rt15'

Subject group type Subject analysis sef

Number of subjects analysed 6

Units: subjects 1

Statistical analyses
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No statistical analyses for this end point

Primary: Percentage of Subjects Achieving A Response Over the First Two
Treatment Cycles in Phase 2

End point title Percentage of Subjects Achieving A Response Over the First
Two Treatment Cycles in Phase 2[314]

End point description:

Response categories 1) complete remission (CR): without circulating blasts or extramedullary disease,
bone marrow (BM) with <5% blasts, and platelet (plt)/ANC recovery: =75/ 20.75 [x 1079/L] 2) CR in
absence of plt recovery (CRp): plt 220 to <75 x 1079/L 3) partial remission (PR): no circulating blasts,
appearance of normal hematopoietic progenitors, and either a BM with 25% and <25% blasts with
recovery of plts/ANC or a BM with <5% blasts not meeting CR/CRp definition 4) Overall remission (OR):
CR+CRp 5) Any response: CR+CRp+PR. All phase 2 subjects.

End point type Primary
End point timeframe:
Approximately 28-56 days (Phase 2 portion of study)

Notes:

[3] - No statistical analyses have been specified for this primary end point. It is expected there is at
least one statistical analysis for each primary end point.

Justification: As the analysis was descriptive, no statistical analysis is provided.

[4] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all the
baseline period arms will be reported on when providing values for an end point on the baseline period.
Justification: This outcome analysed for phase 2 treatment.

Phase 2:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 25
Units: percentage of total subjects
Complete remission (CR) 28
Complete remission/absence total 16
platelet recovery
Partial remission (PR) 12
Overall remission (OR) 44
Any response (CR+CRp+PR) 56

Statistical analyses

No statistical analyses for this end point

Secondary: Summary of Subjects With Adverse Events (AEs) in Phase 1

End point title Summary of Subjects With Adverse Events (AEs) in Phase 1

End point description:

Number of subjects with AEs that occurred during treatment and follow-up period (45 days after last
cycle). Drug-related AEs and SAEs were followed until resolved or mutually agreed by the investigator
and Genzyme to discontinue reporting. AEs were classified by the investigator according to severity
(graded using National Cancer Institute [NCI] Common Terminology Criteria for Adverse Events [CTCAE]
version 3.0) and relationship to study drug. The severity scale is: > Grade 1=Mild, Grade 2=Moderate,
Grade 3=Severe, Grade 4=Life-threatening or disabling, Grade 5=Death related to AE. All phase 1
subjects.

End point type |Secondary
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End point timeframe:

Up to 9.5 months (Phase 1 portion of study)

End point values

Phase 1 -
Cohort 1

Phase 1 -
Cohort 2

Phase 1 -
Cohort 3

Phase 1 -
Cohort 4

Subject group type

Subject analysis sef

Subject analysis sef

Subject analysis sef]

Subject analysis sef

Number of subjects analysed

3

3

3

10

Units: subjects

At least one AE
At least one AE related to clofarabine
At least one serious AE

At least one serious AE related to
clofarabine

Discontinued study due to AE
Died

AE with the worst grade of:

AE with the worst grade of:

AE with the worst grade of:

AE with the worst grade of:

AE with the worst grade of:

w w w w
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N W W W
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=
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End point values

Phase 1 -
Cohort 5

Subject group type

Subject analysis set]

Number of subjects analysed

6

Units: subjects

At least one AE
At least one AE related to clofarabine
At least one serious AE

At least one serious AE related to
clofarabine

Discontinued study due to AE
Died

AE with the worst grade of:

AE with the worst grade of:

AE with the worst grade of:

AE with the worst grade of:

AE with the worst grade of:

u A W N

u & & O

= N W O O u1 ©

Statistical analyses

No statistical analyses for this end point

Secondary: Percentage of Subjects Achieving A Response Over the First Two

Treatment Cycles in Phase 1
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End point title Percentage of Subjects Achieving A Response Over the First
Two Treatment Cycles in Phase 1[°]

End point description:

Response categories 1) complete remission (CR): without circulating blasts or extramedullary disease,
bone marrow (BM) with <5% blasts, and platelet (plt)/ANC recovery: ALL =75/ >0.75 [x 1079/L]; AML
>100/ 21.0 [x 1079/L] 2) CR in absence of plt recovery (CRp): ALL plt 220 to <75 x 1079/L; AML plt
220 to <100 x 10n9/L 3) partial remission (PR): no circulating blasts, appearance of normal
hematopoietic progenitors, and either a BM with 5% and <25% blasts with recovery of plts/ANC or a
BM with <5% blasts not meeting CR/CRp definition 4) Overall remission (OR): CR+CRp 5) Any
response: CR+CRp+PR. All phase 1 subjects.

End point type |Secondary

End point timeframe:
Approximately 2 months (Phase 1 portion of study)

Notes:

[5] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all the
baseline period arms will be reported on when providing values for an end point on the baseline period.
Justification: This outcome analysed for phase 1 treatment.

Phase 1:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 16
Units: percentage of total subjects
Complete remission (CR) 40
Complete remission/absence total 24
platelet recovery
Partial remission (PR) 0
Overall remission (OR) 64
Any response (CR+CRp+PR) 64

Statistical analyses

No statistical analyses for this end point

Secondary: Time to Remission for Subjects Who Had a Response in Phase 1

End point title Time to Remission for Subjects Who Had a Response in Phase

End point description:

The weeks between start of intervention and remission as assessed by the investigator in Phase 1.
Subjects who had a complete remission (CR) or complete remission with the absence of total platelet
recovery (CRp) are included. Subjects in phase 1 who had an overall remission.

End point type |Secondary

End point timeframe:
up to 8 weeks (Phase 1 portion of study)

Notes:

[6] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all the
baseline period arms will be reported on when providing values for an end point on the baseline period.
Justification: This outcome analysed for phase 1 treatment.
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Phase 1:
Clofarabine,

End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 16

Units: weeks

arithmetic mean (standard deviation) 4.96 (£ 1.912)

Statistical analyses

No statistical analyses for this end point

Secondary: Kaplan Meier Estimate of Duration of Remission (DOR) for Subjects Who
Achieved Overall Remission (OR) in Phase 1

End point title Kaplan Meier Estimate of Duration of Remission (DOR) for
Subjects Who Achieved Overall Remission (OR) in Phase 1171

End point description:

Duration of response is the time from the first objective measurement of complete response (CR) or
complete response with the absence of total platelet recovery (CRp) to the date of first objective
documentation of disease relapse or death due to any cause, plus one day. For summary purposes,
results are presented as weeks. Phase 1 subjects who achieved overall remission. Data are censored at
date of last known follow-up visit.

End point type |Secondary

End point timeframe:
Up to 2 years (Phase 1 portion of study)

Notes:

[7] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all the
baseline period arms will be reported on when providing values for an end point on the baseline period.
Justification: This outcome analysed for phase 1 treatment.

Phase 1:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 16
Units: weeks
median (confidence interval 95%) 18.2 égg to

Statistical analyses

No statistical analyses for this end point

Secondary: Kaplan Meier Estimates of Event-free Survival (EFS) for Subjects in
Phase 1

End point title Kaplan Meier Estimates of Event-free Survival (EFS) for
Subjects in Phase 1[8]
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End point description:

Event-free survival (EFS) is defined as the time from date of first administration of study interventions
until the earliest of the following: date of death or date of first response assessment confirming relapse
or date of final response assessment which fails to confirm response, plus one day. For summary
purposes, results are presented as weeks. All phase 1 subjects. Data are censored at date of last known
follow-up visit.

End point type |Secondary

End point timeframe:
Up to 2 years (Phase 1 portion of study)

Notes:

[8] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all the
baseline period arms will be reported on when providing values for an end point on the baseline period.
Justification: This outcome analysed for phase 1 treatment.

Phase 1:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 25
Units: weeks
median (confidence interval 95%) 19'32(71%7 to

Statistical analyses

No statistical analyses for this end point

Secondary: Number of Subjects With 4-month Event Free Survival in Phase 1

End point title Number of Subjects With 4-month Event Free Survival in Phase
1191

End point description:

Number of subjects with event-free survival at four months post first dose of therapy. A subject is
considered event-free if at month 4 they have not died or had a response assessment confirming a
relapse. All subjects.

End point type |Secondary
End point timeframe:

4 months (Phase I portion of study)

Notes:

[9] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all the
baseline period arms will be reported on when providing values for an end point on the baseline period.
Justification: This outcome analysed for phase 1 treatment.

Phase 1:

Clofarabine,
End point values Etoposide,

Cyclophospha

mide

Subject group type Reporting group
Number of subjects analysed 25
Units: subjects 13

Clinical trial results 2015-001174-18 version 1 EU-CTR publication date: 23 May 2016 Page 14 of 170



Statistical analyses

No statistical analyses for this end point

Secondary: Kaplan Meier Estimates of Overall Survival (OS) for Subjects in Phase 1

End point title Kaplan Meier Estimates of Overall Survival (OS) for Subjects in
Phase 1[10]

End point description:

Overall survival is defined as the time from date of first administration of study interventions until date
of death, plus one day. For summary purposes, results are presented as weeks. All phase 1 subjects

End point type |Secondary

End point timeframe:
Up to 2 years (Phase 1 portion of study)

Notes:

[10] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all
the baseline period arms will be reported on when providing values for an end point on the baseline
period.

Justification: This outcome analysed for phase 1 treatment.

Phase 1:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 25
Units: weeks
median (confidence interval 95%) 27'14(21353 to

Statistical analyses

No statistical analyses for this end point

Secondary: Summary of Subjects With Adverse Events (AEs) in Phase 2

End point title Summary of Subjects With Adverse Events (AEs) in Phase 2[11]
End point description:

Number of subjects with AEs that occurred during treatment and follow-up period (45 days after last
cycle). Drug-related AEs and SAEs were followed until resolved or mutually agreed by the investigator
and Genzyme to discontinue reporting. AEs were classified by the investigator according to severity
(graded using National Cancer Institute [NCI] Common Terminology Criteria for Adverse Events [CTCAE]
version 3.0) and relationship to study drug. The severity scale is: > Grade 1=Mild, Grade 2=Moderate,
Grade 3=Severe, Grade 4=Life-threatening or disabling, Grade 5=Death related to AE. All phase 2
subjects

End point type |Secondary

End point timeframe:
Up to 9.5 months (Phase 2 portion of study)
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Notes:

[11] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all
the baseline period arms will be reported on when providing values for an end point on the baseline
period.

Justification: This outcome analysed for phase 2 treatment.

Phase 2:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 25
Units: subjects
At least one AE 25
At least one AE related to clofarabine 25
At least one serious AE 21
At least one serious AE related to 20
clofarabine
Discontinued study due to AE 1
Died 16
AE with the worst grade of: 1 0
AE with the worst grade of: 2 0
AE with the worst grade of: 3 1
AE with the worst grade of: 4 16
AE with the worst grade of: 5 8

Statistical analyses

No statistical analyses for this end point

Secondary: Time to Remission for Subjects Who Had a Response in Phase 2

End point title Time to Remission for Subjects Who Had a Response in Phase

End point description:

The weeks between start of intervention and remission as assessed by the investigator in Phase 2.
Subjects who had a complete remission (CR) or complete remission with the absence of total platelet
recovery (CRp) are included. Subjects in phase 2 who had an overall remission.

End point type |Secondary

End point timeframe:
up to 8 weeks (Phase 2 portion of study)
Notes:

[12] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all
the baseline period arms will be reported on when providing values for an end point on the baseline
period.

Justification: This outcome analysed for phase 2 treatment.
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Phase 2:

Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 11

Units: weeks
arithmetic mean (standard deviation) 4.84 (£ 2.092)

Statistical analyses

No statistical analyses for this end point

Secondary: Kaplan Meier Estimate of Duration of Remission (DOR) for Subjects Who
Achieved Overall Remission (OR) in Phase 2

End point title Kaplan Meier Estimate of Duration of Remission (DOR) for
Subjects Who Achieved Overall Remission (OR) in Phase 2[13]

End point description:

Duration of response is the time from the first objective measurement of complete response (CR) or
complete response with the absence of total platelet recovery (CRp) to the date of first objective
documentation of disease relapse or death due to any cause, plus one day. For summary purposes,
results are presented as weeks. Phase 2 subjects who achieved overall remission. Data are censored at
date of last known follow-up visit. 99999 represents data not estimable because values are mostly
censored. Subjects with longer DORs have not relapsed, progressed, or died, therefore the upper
confidence limit cannot be estimated.

End point type |Secondary
End point timeframe:

Up to 2 years (Phase 2 portion of study)

Notes:

[13] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all
the baseline period arms will be reported on when providing values for an end point on the baseline
period.

Justification: This outcome analysed for phase 2 treatment.

Phase 2:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 11
Units: weeks
. ) . 67.3 (13.4 to
o,
median (confidence interval 95%) 99999)

Statistical analyses

No statistical analyses for this end point

Secondary: Kaplan Meier Estimates of Event-free Survival (EFS) for Subjects in
Phase 2
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End point title Kaplan Meier Estimates of Event-free Survival (EFS) for
Subjects in Phase 2[14]

End point description:

Event-free survival (EFS) is defined as the time from date of first administration of study interventions
until the earliest of the following: date of death or date of first response assessment confirming relapse
or date of final response assessment which fails to confirm response, plus one day. For summary
purposes, results are presented as weeks. All phase 2 subjects. Data are censored at date of last known
follow-up visit.

End point type |Secondary

End point timeframe:
Up to 2 years (Phase 2 portion of study)

Notes:

[14] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all
the baseline period arms will be reported on when providing values for an end point on the baseline
period.

Justification: This outcome analysed for phase 2 treatment.

Phase 2:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 25
Units: weeks
median (confidence interval 95%) 10;3(69)7 to

Statistical analyses

No statistical analyses for this end point

Secondary: Number of Subjects With 4-month Event Free Survival in Phase 2

End point title Number of Subjects With 4-month Event Free Survival in Phase
2015]

End point description:

Number of subjects with event-free survival at four months post first dose of therapy. A subject is
considered event-free if at month 4 they have not died or had a response assessment confirming a
relapse. All subjects.

End point type |Secondary
End point timeframe:

4 months (Phase 2 portion of study)

Notes:

[15] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all
the baseline period arms will be reported on when providing values for an end point on the baseline
period.

Justification: This outcome analysed for phase 2 treatment.
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Phase 2:

Clofarabine,
End point values Etoposide,

Cyclophospha

mide

Subject group type Reporting group
Number of subjects analysed 25
Units: subjects 11

Statistical analyses

No statistical analyses for this end point

Secondary: Kaplan Meier Estimates of Overall Survival (0OS) for Subjects in Phase 2

End point title Kaplan Meier Estimates of Overall Survival (OS) for Subjects in
Phase 2[16]

End point description:

Overall survival is defined as the time from date of first administration of study interventions until date
of death, plus one day. For summary purposes, results are presented as weeks. All phase 2 subjects.
Data are censored at date of last known follow-up visit.

End point type |Secondary

End point timeframe:
Up to 2 years (Phase 2 portion of study)

Notes:

[16] - The end point is not reporting statistics for all the arms in the baseline period. It is expected all
the baseline period arms will be reported on when providing values for an end point on the baseline
period.

Justification: This outcome analysed for phase 2 treatment.

Phase 2:
Clofarabine,
End point values Etoposide,
Cyclophospha
mide
Subject group type Reporting group
Number of subjects analysed 25
Units: weeks
median (confidence interval 95%) 10.;8(86.)1 to

Statistical analyses

No statistical analyses for this end point

Clinical trial results 2015-001174-18 version 1 EU-CTR publication date: 23 May 2016 Page 19 of 170



Adverse events

Adverse events information

Timeframe for reporting adverse events:

Reported AEs are Treatment emergent adverse events and death occurred in Phase 1 from day 1 up to
9.5 months. Phase 2 also lasted up to 9.5 months and started after Phase 1.

Adverse event reporting additional description:

In the event a single subject has experienced both a serious and a non-serious form of the same
adverse event term, the subject has been included in the numerator ("number of affected subjects") of
adverse event tables.

Assessment type Systematic

Dictionary used

Dictionary name MedDRA

Dictionary version 13.0

Reporting groups

Reporting group title |Phase 1 - Cohort 1

Reporting group description:

Subjects were treated with clofarabine 20 mg/m~2, etoposide 75 mg/m~2, and cyclophosphamide 340
mg/m~N2.
Reporting group title |Phase 1 - Cohort 2

Reporting group description:

Subjects were treated with clofarabine 20 mg/m~2, etoposide 75 mg/m~2, and cyclophosphamide 440
mg/mA2.
Reporting group title |Phase 1 - Cohort 3

Reporting group description:

Subjects were treated with clofarabine 20 mg/m~2, etoposide 100 mg/m~2, and cyclophosphamide 440
mg/m~2.
Reporting group title |Phase 2: Clofarabine, Etoposide, Cyclophosphamide

Reporting group description:

Phase 2: The recommended phase 2 doses (RP2D) were clofarabine 40 mg/m~2, etoposide 100
mg/m~”2 and cyclophosphamide 440 mg/m~ 2 delivered intravenously.

Reporting group title |Phase 1 - Cohort 5

Reporting group description:

Subjects were treated with clofarabine 40 mg/m~2, etoposide 100 mg/m~2, and cyclophosphamide 440
mg/mnN2.
Reporting group title |Phase 1 - Total

Reporting group description:
All subjects from Cohorts 1-5 in Phase 1

Reporting group title |Phase 1 - Cohort 4

Reporting group description:

Subjects were treated with clofarabine 30 mg/m~2, etoposide 100 mg/m~2, and cyclophosphamide 440
mg/m~2.

Serious adverse events Phase 1 - Cohort 1 | Phase 1 - Cohort 2 | Phase 1 - Cohort 3

Total subjects affected by serious
adverse events

subjects affected / exposed 3/ 3 (100.00%) 3/ 3(100.00%) 3/ 3(100.00%)
number of deaths (all causes) 3 1 3

number of deaths resulting from
adverse events
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Neoplasms benign, malignant and
unspecified (incl cysts and polyps)

Malignant Neoplasm Progression
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

1/ 3(33.33%)
0/1

0/1

0/ 3 (0.00%)
0/0

0/0

Vascular disorders

Capillary Leak Syndrome
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Hypotension
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Venoocclusive Disease
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

General disorders and administration
site conditions

Chills
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Generalised Oedema
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Mucosal Inflammation
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

1/ 3(33.33%)
0/1

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
Multi-Organ Failure
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pyrexia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

3/ 3 (100.00%)
4/6

0/0

Immune system disorders
Drug Hypersensitivity
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
0/1

0/0

0/ 3 (0.00%)
0/0

0/0

Reproductive system and breast
disorders

Genital Rash
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

Respiratory, thoracic and mediastinal
disorders

Acute Respiratory Distress Syndrome
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Hypoxia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pleural Effusion
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
0/1

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
Pneumothorax
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pulmonary Haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pulmonary Oedema
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

Investigations

Alanine Aminotransferase Increased
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Aspartate Aminotransferase

Increased
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Blood Creatine Phosphokinase

Increased
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Fungal Test Positive
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Lipase Increased
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
0/1

0/0

0/ 3 (0.00%)

1/ 3 (33.33%)
2/2

0/0

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
Polyomavirus Test Positive
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subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

Injury, poisoning and procedural
complications

Transfusion Reaction
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/ 3 (33.33%)
0/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

Cardiac disorders

Intracardiac Mass
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pericardial Effusion
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Ventricular Tachycardia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

Nervous system disorders

Cerebral Haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Convulsion
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Encephalopathy
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
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Post Herpetic Neuralgia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
0/2

0/0

Blood and lymphatic system disorders

Anaemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Bone Marrow Failure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Disseminated Intravascular

Coagulation
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Febrile Neutropenia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Leukocytosis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Lymphopenia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Neutropenia
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

3/ 3 (100.00%)
3/3

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3(33.33%)
2/2

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

3/ 3 (100.00%)
4/4

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)

occurrences causally related to 1/1 0/0 2/2
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
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Pancytopenia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all
Thrombocytopenia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

Eye disorders
Trichiasis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
0/1

0/0

Gastrointestinal disorders

Abdominal Pain
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Ascites
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Caecitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Diarrhoea
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Enteritis
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

1/ 3 (33.33%)
0/1

0/0

1/ 3 (33.33%)
0/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
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Gastritis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Gingival Bleeding
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Oesophagitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pancreatitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Rectal Fissure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Vomiting
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

Hepatobiliary disorders

Hyperbilirubinaemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Venoocclusive Liver Disease
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
Skin and subcutaneous tissue disorders
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Lichenoid Keratosis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Rash
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/ 3 (33.33%)
0/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

Renal and urinary disorders

Cystitis Haemorrhagic
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Haematuria
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Renal Failure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Renal Failure Acute
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Renal Impairment
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

Infections and infestations
Acinetobacter Bacteraemia
subjects affected / exposed

0/ 3 (0.00%)

0/ 3 (0.00%)

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
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Alpha Haemolytic Streptococcal
Infection

subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Bacteraemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Bacterial Sepsis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Bk Virus Infection
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all
Bronchopulmonary Aspergillosis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cellulitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Central Nervous System Infection
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Cerebral Fungal Infection
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3(33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
Clostridial Infection
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subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Clostridium Difficile Colitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Cystitis
subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Cytomegalovirus Viraemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Device Related Infection
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Ear Infection Fungal
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Enterobacter Bacteraemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Enterobacter Infection
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
0/1

0/0

0/ 3 (0.00%)
0/0

0/0

1/3(33.33%)
0/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
Enterococcal Bacteraemia
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Enterococcal Sepsis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Escherichia Bacteraemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Escherichia Infection
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Herpes Zoster
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Human Herpesvirus 6 Infection
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Klebsiella Bacteraemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Klebsiella Infection
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
4/4

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)
3/3

0/0

0/ 3 (0.00%)

occurrences causally related to 0/0 0/0 0/0
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
Lobar Pneumonia
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subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Lung Infection
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Meningitis Bacterial
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Meningitis Streptococcal
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Otitis Media Bacterial
subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pelvic Abscess
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Perirectal Abscess
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pneumonia
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/3(33.33%)
1/1

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

1/ 3 (33.33%)

occurrences causally related to 0/0 0/0 1/1
treatment / all
deaths causally related to
treatment / all 0/0 0/0 0/0
Pneumonia Fungal
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subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Pulmonary Mycosis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Sepsis
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Sinusitis
subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Septic Shock
subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Sinusitis Fungal
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Staphylococcal Bacteraemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Staphylococcal Infection
subjects affected / exposed

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

0/ 3 (0.00%)
0/0

0/0

