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AUM Revision to specification CTRP Sync with ClinicalTrials.gov, version 7 2/23/2016

Notes: Phase “NA” if no ClinicalTrials.gov phase specified, minimum age is 0 years if not specified, maximum age is 999 years if not specified.
Added Study Design examples for Observational and Expanded Access trials.  If the import is a new NLM Organization Context, the import should create a pending NLM Organization Context and leave the imported trial Lead Organization, Sponsor, and Funding Source blank for Curator review and CTRO abstraction.

	ClinicalTrials.gov XML Data Element
	CTRP AUM
Table:Data Element
	Comment

	<org_study_id>
	Trials.lead_protocol_ID
	

	<secondary_id>
	Other_ids.protocol_id
	Type Other Identifier

	<nct_id>
	Other_ids.protocol_id
	Type ClinicalTrials.gov identifier

	<brief_title>
	Trials.brief_title
	

	<official_title>
	Trials.official_title
	

	<sponsor>
  <lead_sponsor>
    <agency>
	Note: Create Pending Organization if necessary
Trials.sponsor_id
Trial_funding_sources.organization_id
Trials.lead_org_id
	For new trials, populate Lead Org, Summary 4 Funding Sponsor, and Sponsor with this data item from the Clinicaltrials.gov XML

If CTRP Context does not exist for the ClinicalTrials.gov Sponsor, leave blank at import. The Curator will identify the appropriate CTRP Context during CTRO abstraction.

For existing trials in CTRP where the submitter is NOT Clinicaltrials.gov, DO NOT UPDATE these with the data from Clinicaltrials.gov XML

	<lead_sponsor>
  <agency_class>
	Not used
	

	<collaborator>
<agency>
	Collaborators.org_name 
	Text, not linked to Organizations

	<collaborator>
<agency_class>
	Not used
	

	<source>
	Not used
	

	<oversight_info> <authority>
	Oversight_authorities.country
Oversight_authorities.organization
	XML example <authority>United States: Food and Drug Administration</authority>

	<oversight_info>. <has_dmc>
	Trials.data_monitor_indicator
	

	<brief_summary>
	Trials.brief_summary
	

	<detailed_description>
	Trials.detailed_description
	

	<overall_status>
	Trial_statuses_wrappers.trial_status_id
	Mapping required from ClinicalTrials.gov recruitment status to CTRP Trial Status (Appendix A)

	
	Trial_statuses_wrappers.status_date
	Set CTRP Trial Status Date to Current Date

	<start_date>
	Trials.start_date
	

	<completion_date>
	Trials.comp_date
Trials.com_date_qual
	XML Example
<completion_date type="Anticipated">October 2017</completion_date>

	<primary_completion_date>
	Trials.primary_comp_date
Trials.primary_comp_date_qual
	XML Example
<primary_completion_date type="Anticipated">October 2017</primary_completion_date>

	<phase>
	Trials.phase_id
	If no ClinicalTrials.gov phase is specified, CTRP phase should be “NA”.

	<study_type>
	Trials.research_category_id
	Interventional, Observational, Expanded Access

	<study_design>
	Interventional Trial:
Trials.allocation_id
Trials.study_classification_id
Trials.intervention_model_id
Trials.masking_id
Trials.primary_purpose_id

Observational Trial:
Trials.study_model_id
Trials.time_perspective_id
Trials.biospecimen_retention_id
Trials.biospecimen_desc

[bookmark: _GoBack]Expanded Access Trials do not have a study design

	Interventional Trial XML Example:
<study_design>Endpoint Classification: Safety Study, Intervention Model: Single Group Assignment, Masking: Open Label, Primary Purpose: Treatment</study_design>

Observational Trial XML Example:
  <study_design>Observational Model: Case-Only, Time Perspective: Prospective</study_design>

Expanded Access Trial XML Example:
<study_design>N/A</study_design>

	<primary_outcome><measure>
	Outcome_measures.title
	Outcome_measure_type = Primary

	<primary_outcome><time_frame>
	Outcome_measures.time_frame
	Outcome_measure_type = Primary

	<primary_outcome><safety_issue>
	Outcome_measures.safety_issue
	Outcome_measure_type = Primary

	<primary_outcome><description>
	Outcome_measures.description
	Outcome_measure_type = Primary

	<secondary_outcome><measure>
	Outcome_measures.title
	Outcome_measure_type = Secondary

	<secondary_outcome><time_frame>
	Outcome_measures.time_frame
	Outcome_measure_type = Secondary

	<secondary_outcome><safety_issue>
	Outcome_measures.safety_issue
	Outcome_measure_type = Secondary

	<secondary_outcome><description>
	Outcome_measures.description
	Outcome_measure_type = Secondary

	<other_outcome><measure>
	Outcome_measures.title
	Outcome_measure_type = Other Prespecified

	<other_outcome><time_frame>
	Outcome_measures.time_frame
	Outcome_measure_type = Other Prespecified

	<other_outcome><safety_issue>
	Outcome_measures.safety_issue
	Outcome_measure_type = Other Prespecified

	<other_outcome><description>
	Outcome_measures.description
	Outcome_measure_type = Other Prespecified

	<number_of_arms>
	Trials.num_of_arms
	

	<arm_group><arm_group_label>
	Arms_groups.label
	

	<arm_group><arm_group_type>
	Arms_groups.arms_groups_type
	Experimental,Active Comparator,Placebo Comparator, Sham Comparator, No Intervention, Other

	<arm_group><description>
	Arms_groups.description
	

	<Enrollment type=>
	Not used
	XML example
<enrollment type="Anticipated">27</enrollment>


	<Enrollment>
	Trials.target_enrollment
	

	<Eligibility><criteria>
	Other_criteria.criteria_type
Other_criteria.criteria_desc
	“Criteria” and “Inclusion Criteria” as inclusion
“Exclusion Criteria” and exclusion

	<Eligibility><gender>
	Trials.gender_id
	

	<Eligibility><minimum_age>
	Trials.min_age
Trials.min_age_unit_id
	XML Example
<minimum_age>21 Years</minimum_age>
If minimum_age is not specified in ClinicalTrials.gov, minimum_age is 0 years

	<Eligibility><maximum_age>
	Trials.max_age
Trials.max_age_unit_id
	XML Example
<maximum_age>65 Years</maximum_age>
If maximum_age is not specified in ClinicalTrials.gov, maximum_age is 999 years

	<Eligibility><healthy_volunteers>
	Trials.accept_vol
	

	<overall_official><last_name>
	Not Used
	

	<overall_official><Role>
	Not Used
	

	<overall_official><Affiliation>
	Not Used
	

	<overall_contact><last_name>
	Not Used
	

	<overall_contact><phone>
	Not Used
	

	<overall_contact><Email>
	Not Used
	

	<verification_date>
	Trials.verification_date
	

	<lastchanged_date>
	Submissions.updated_at
	

	<firstreceived_date>
	Submissions.created_at
	

	<responsible_party> <responsible_party_type>
	Trials.responsible_party_id
	

	<responsible_party><investigator_affiliation>
	Not Used
	

	<responsible_party><investigator_full_name>
	Not Used
	

	<responsible_party><investigator_title>
	Not Used
	

	<Keyword>
	Trials.keywords
	

	<is_fda_regulated>
	Trials.intervention_indicator
	

	<is_section_801>
	Trials.sec801_indicator
	

	<has_expanded_access>
	Not Used
	





Appendix A: Trial Status Mapping ClinicalTrials.gov and CTRP
https://wiki.nci.nih.gov/display/CTRPdoc/Trial+Status+Values+in+the+CTRP+and+ClinicalTrials.gov+v4.3
	ClinicalTrials.gov Trial Status Values
	CTRP Trial Status Values
	Definition

	Not yet recruiting
	In Review
	Trial is currently under IRB review.

	Withdrawn
	Withdrawn
	Trial has been withdrawn from development and review prior to enrollment of the first participant.

	Recruiting
	Active
	Trial is open for accrual and enrollment.

	Enrolling by Invitation
	Enrolling by Invitation
	Participants are being (or will be) selected from a predetermined population.

	Suspended
	Temporarily Closed to Accrual
	Participant recruitment or enrollment has been halted prematurely but may resume. Participants already on trial continue to receive intervention.

	Active, not recruiting
	Closed to Accrual
	Trial has been closed to participant accrual, but trial is ongoing (i.e., participants continue to receive treatment and/or examination).

	Terminated
	Administratively Complete
	Participant recruitment or enrollment has been halted prematurely (for example, due to poor accrual, insufficient drug supply, IND closure, etc.), and will not resume. Participants already on the trial do not receive further treatment or examination.

	Completed
	Complete
	Trial has been closed to accrual and follow-up. Participant treatment/intervention has been completed and participants are no longer monitored for trial endpoints (i.e., last patient's visit has occurred). The trial has met its objectives.

	Expanded Access Trials

	Available
	Available
	Expanded access is currently available for this treatment.

	No longer available
	No longer available
	Expanded access was available for this treatment previously but is not currently available and will not be available in the future.

	Temporarily not available
	Temporarily not available
	Expanded access is not currently available for this treatment, but is expected to be available in the future.

	Approved for marketing
	Approved for marketing
	This treatment has been approved for sale to the public



Appendix C: Sample Interventional Trial ClinicalTrials.gov XML
<?xml version="1.0" encoding="UTF-8"?>
<clinical_study rank="1">
  <!-- This xml conforms to an XML Schema at:
    https://clinicaltrials.gov/ct2/html/images/info/public.xsd
 and an XML DTD at:
    https://clinicaltrials.gov/ct2/html/images/info/public.dtd -->
  <required_header>
    <download_date>ClinicalTrials.gov processed this data on May 04, 2016</download_date>
    <link_text>Link to the current ClinicalTrials.gov record.</link_text>
    <url>https://clinicaltrials.gov/show/NCT02642965</url>
  </required_header>
  <id_info>
    <org_study_id>AAML1421</org_study_id>
    <secondary_id>NCI-2015-01917</secondary_id>
    <secondary_id>AAML1421</secondary_id>
    <secondary_id>AAML1421</secondary_id>
    <secondary_id>U10CA180886</secondary_id>
    <nct_id>NCT02642965</nct_id>
  </id_info>
  <brief_title>CPX-351, Fludarabine Phosphate, Cytarabine, and Filgrastim in Treating Younger Patients With Relapsed or Refractory Acute Myeloid Leukemia</brief_title>
  <official_title>A Phase 2 Study of CPX-351 (NSC# 775341) Alone Followed by Fludarabine, Cytarabine, and G-CSF (FLAG) for Children With Relapsed Acute Myeloid Leukemia (AML)</official_title>
  <sponsors>
    <lead_sponsor>
      <agency>Children's Oncology Group</agency>
      <agency_class>Other</agency_class>
    </lead_sponsor>
    <collaborator>
      <agency>National Cancer Institute (NCI)</agency>
      <agency_class>NIH</agency_class>
    </collaborator>
  </sponsors>
  <source>Children's Oncology Group</source>
  <oversight_info>
    <authority>United States: Food and Drug Administration</authority>
  </oversight_info>
  <brief_summary>
    <textblock>
      This phase I/II trial studies the side effects and best dose of liposomal
      cytarabine-daunorubicin CPX-351 (CPX-351) when given with fludarabine phosphate, cytarabine,
      and filgrastim and to see how well they work in treating younger patients with acute myeloid
      leukemia that has come back after treatment (relapsed) or is not responding to treatment (is
      refractory). CPX-351 is made up of two chemotherapy drugs, cytarabine and daunorubicin
      hydrochloride, and works to stop cancer cell growth by blocking the cells from dividing.
      Drugs used in chemotherapy, such as fludarabine phosphate and cytarabine, work in different
      ways to stop the growth of cancer cells, either by killing the cells, by stopping them from
      dividing, or by stopping them from spreading. Filgrastim may increase the production of
      blood cells and may help the immune system recover from the side effects of chemotherapy.
      Giving CPX-351 followed by fludarabine phosphate, cytarabine, and filgrastim may be a better
      treatment for patients with relapsed acute myeloid leukemia and may cause fewer side effects
      to the heart, a common effect of other chemotherapy treatments for acute myeloid leukemia.
    </textblock>
  </brief_summary>
  <detailed_description>
    <textblock>
      PRIMARY OBJECTIVES:

      I. To determine a recommended phase 2 dose (RP2D) and the toxicities associated with CPX-351
      in pediatric and young adult patients with relapsed/refractory acute myeloid leukemia (AML).

      II. To estimate the response rate (complete remission [CR] plus complete remission with
      partial platelet recovery [CRp]) after CPX-351 (cycle 1) followed by fludarabine phosphate,
      cytarabine, and filgrastim (FLAG) (cycle 2) in children with AML in first relapse.

      SECONDARY OBJECTIVES:

      I. To estimate the response rate (CR + CRp + complete remission with incomplete blood count
      recovery [CRi]) after one cycle of CPX-351.

      II. To describe the pharmacokinetics of plasma cytarabine and daunorubicin after CPX-351
      administration to pediatric and young adult patients with relapsed/refractory AML.

      TERTIARY OBJECTIVES:

      I. To describe the response in biomarkers of cardiac injury to a single cycle of CPX-351.

      II. To explore the effect of CPX-351 on novel biochemical and imaging markers of
      cardiotoxicity, including plasma micro ribonucleic acid (RNAs) (miRNA) and myocardial
      deformation.

      III. To explore the role of rare coding variants as risk factors for anthracycline-induced
      cardiomyopathy.

      OUTLINE:

      COURSE 1: Patients receive cytarabine intrathecally (IT) on day 0 and at day 28-30 or up to
      1 week prior to day 1 of course 2, and liposomal cytarabine-daunorubicin CPX-351
      intravenously (IV) over 90 minutes on days 1, 3, and 5. Patients without evidence of central
      nervous system (CNS) disease (CNS1) receive no further CNS-directed therapy in course 1.
      Patients with &lt; 5 white blood cells per microliter of blood with blast cells (CNS2) disease
      may receive an additional dose of IT cytarabine on day 7 at the discretion of the
      investigator. Patients meeting criteria for response may proceed to course 2.

      COURSE 2: Beginning 28 days later, patients receive filgrastim subcutaneously (SC) on days
      1-5 and then on day 15 until blood count recovery, and fludarabine phosphate IV over 30
      minutes and high-dose cytarabine IV over 1-3 hours on days 1-5.

      After completion of study treatment, patients are followed up periodically for 12 months,
      and then yearly for 5 years.
    </textblock>
  </detailed_description>
  <overall_status>Not yet recruiting</overall_status>
  <start_date>May 2016</start_date>
  <primary_completion_date type="Anticipated">September 2017</primary_completion_date>
  <phase>Phase 1/Phase 2</phase>
  <study_type>Interventional</study_type>
  <study_design>Endpoint Classification: Safety/Efficacy Study, Intervention Model: Single Group Assignment, Masking: Open Label, Primary Purpose: Treatment</study_design>
  <primary_outcome>
    <measure>Incidence of adverse events associated with CPX-351, graded according to NCI CTCAE version 4.0</measure>
    <time_frame>Up to 12 months post-treatment</time_frame>
    <safety_issue>Yes</safety_issue>
  </primary_outcome>
  <primary_outcome>
    <measure>Response rate (CR or CRp) using the revised AML International Working Group Criteria</measure>
    <time_frame>Up to 8 weeks (after up to 2 courses)</time_frame>
    <safety_issue>No</safety_issue>
    <description>The response rate (CR + CRp) will be determined using the approach of Jung and Kim and calculated as the number of patients who demonstrate response after up to 2 courses of therapy divided by the number of patients evaluable for response. The corresponding 90% confidence interval will be calculated using the approach of Koyama and Chen.</description>
  </primary_outcome>
  <primary_outcome>
    <measure>RP2D determined by incidence of dose-limiting toxicity, graded using the National Cancer Institute (NCI) Common Terminology Criteria for Adverse Events (CTCAE) version 4.0</measure>
    <time_frame>28 days</time_frame>
    <safety_issue>Yes</safety_issue>
  </primary_outcome>
  <secondary_outcome>
    <measure>CPX-351 area under the curve (AUC)</measure>
    <time_frame>Baseline (prior to infusion); 45 minutes; 90 minutes; 2, 5, 8, and 12 hours on day 5; 24 hours post-infusion day 6; 72 hours post infusion day 8; and 120 hours post infusion on day 10 of course 1</time_frame>
    <safety_issue>No</safety_issue>
    <description>Descriptive statistics will be used to summarize the AUC, including means, medians, ranges, and standard deviations (if numbers and distribution permit).</description>
  </secondary_outcome>
  <secondary_outcome>
    <measure>CPX-351 clearance (CL)</measure>
    <time_frame>Baseline (prior to infusion); 45 minutes; 90 minutes; 2, 5, 8, and 12 hours on day 5; 24 hours post-infusion day 6; 72 hours post infusion day 8; and 120 hours post infusion on day 10 of course 1</time_frame>
    <safety_issue>No</safety_issue>
    <description>Descriptive statistics will be used to summarize CL, including means, medians, ranges, and standard deviations (if numbers and distribution permit).</description>
  </secondary_outcome>
  <secondary_outcome>
    <measure>CPX-351 time to maximum concentration (Tmax) ½</measure>
    <time_frame>Baseline (prior to infusion); 45 minutes; 90 minutes; 2, 5, 8, and 12 hours on day 5; 24 hours post-infusion day 6; 72 hours post infusion day 8; and 120 hours post infusion on day 10 of course 1</time_frame>
    <safety_issue>No</safety_issue>
    <description>Descriptive statistics will be used to summarize Tmax½, including means, medians, ranges, and standard deviations (if numbers and distribution permit).</description>
  </secondary_outcome>
  <secondary_outcome>
    <measure>CPX-351 volume of distribution (Vd)</measure>
    <time_frame>Baseline (prior to infusion); 45 minutes; 90 minutes; 2, 5, 8, and 12 hours on day 5; 24 hours post-infusion day 6; 72 hours post infusion day 8; and 120 hours post infusion on day 10 of course 1</time_frame>
    <safety_issue>No</safety_issue>
    <description>Descriptive statistics will be used to summarize Vd, including means, medians, ranges, and standard deviations (if numbers and distribution permit).</description>
  </secondary_outcome>
  <secondary_outcome>
    <measure>Length of hospitalization time</measure>
    <time_frame>Up to 1 year</time_frame>
    <safety_issue>No</safety_issue>
  </secondary_outcome>
  <secondary_outcome>
    <measure>Proportion of patients experiencing &gt;= grade 3 non-hematologic toxicities, cardiac toxicities, and infections by NCI CTCAE version 4.0</measure>
    <time_frame>Up to 12 months post-treatment</time_frame>
    <safety_issue>Yes</safety_issue>
    <description>Descriptive statistics will be used to summarize data.</description>
  </secondary_outcome>
  <secondary_outcome>
    <measure>Time to bone marrow count recovery</measure>
    <time_frame>Up to 1 year</time_frame>
    <safety_issue>No</safety_issue>
  </secondary_outcome>
  <secondary_outcome>
    <measure>Time to peripheral blood cell count recovery</measure>
    <time_frame>Up to 1 year</time_frame>
    <safety_issue>No</safety_issue>
  </secondary_outcome>
  <other_outcome>
    <measure>Change in GLS</measure>
    <time_frame>Baseline to up to 28 days</time_frame>
    <safety_issue>No</safety_issue>
    <description>A paired t-test will be used to compare the mean GLS between the pre-treatment (at relapse) baseline and post-course 1 echocardiogram. The relationship between 6-hour miR-29b and -499 expression and change in left ventricular (LV) GLS between the pre-cycle and end of cycle 1 echocardiograms will be determined by calculating a Spearman correlation coefficient.</description>
  </other_outcome>
  <other_outcome>
    <measure>Change in high sensitive c-reactive protein (HS-CRP) levels</measure>
    <time_frame>Baseline to up to day 30</time_frame>
    <safety_issue>No</safety_issue>
    <description>Spearman correlation coefficients will be used to correlate the post-treatment values of HS-CRP with previous cumulative anthracycline dose prior to CPX-351, change in ejection fraction between pre- and post-CPX-351 baseline assessed by echocardiogram before and after course 1, and change in GLS. Additionally, two-sample t-tests will be used to compare mean post-treatment values for those with an ejection fraction decrease of less than 10% from baseline versus those 10% or greater from baseline.</description>
  </other_outcome>
  <other_outcome>
    <measure>Change in miRNA using TaqMan microRNA Assays</measure>
    <time_frame>Baseline to up to day 30</time_frame>
    <safety_issue>No</safety_issue>
    <description>Plasma miR-29b and -499 fold change from pre-treatment baseline will be determined at each post-treatment time point using the delta-delta-Ct method. The relationship between 6-hour miR-29b and -499 expression and change in LV GLS between the pre-cycle and end of cycle 1 echocardiograms will be determined by calculating a Spearman correlation coefficient.</description>
  </other_outcome>
  <other_outcome>
    <measure>Change in N-terminal pro b-type natriuretic peptide (NT-BNP) levels</measure>
    <time_frame>Baseline to up to day 30</time_frame>
    <safety_issue>No</safety_issue>
    <description>Spearman correlation coefficients will be used to correlate the post-treatment values of NT-BNP with previous cumulative anthracycline dose prior to CPX-351, change in ejection fraction between pre- and post-CPX-351 baseline assessed by echocardiogram before and after course 1, and change in GLS. Additionally, two-sample t-tests will be used to compare mean post-treatment values for those with an ejection fraction decrease of less than 10% from baseline versus those 10% or greater from baseline.</description>
  </other_outcome>
  <other_outcome>
    <measure>Change in troponin levels</measure>
    <time_frame>Baseline to up to day 30</time_frame>
    <safety_issue>No</safety_issue>
    <description>Spearman correlation coefficients will be used to correlate the post-treatment values of troponin with previous cumulative anthracycline dose prior to CPX-351, change in ejection fraction between pre- and post-CPX-351 baseline assessed by echocardiogram before and after course 1, and change in global longitudinal strain (GLS). Additionally, two-sample t-tests will be used to compare mean post-treatment values of troponin for those with an ejection fraction decrease of less than 10% from baseline versus those 10% or greater from baseline.</description>
  </other_outcome>
  <number_of_arms>1</number_of_arms>
  <enrollment type="Anticipated">56</enrollment>
  <condition>Recurrent Childhood Acute Myeloid Leukemia</condition>
  <condition>Secondary Acute Myeloid Leukemia</condition>
  <condition>Therapy-Related Acute Myeloid Leukemia</condition>
  <arm_group>
    <arm_group_label>Treatment (CPX-351 and FLAG)</arm_group_label>
    <arm_group_type>Experimental</arm_group_type>
    <description>COURSE 1: Patients receive cytarabine IT on day 0 and at day 28-30 or up to 1 week prior to day 1 of course 2, and liposomal cytarabine-daunorubicin CPX-351 IV over 90 minutes on days 1, 3, and 5. Patients with CNS1 receive no further CNS-directed therapy in course 1. Patients with CNS2 disease may receive an additional dose of IT cytarabine on day 7 at the discretion of the investigator. Patients meeting criteria for response may proceed to course 2.
COURSE 2: Beginning 28 days later, patients receive filgrastim SC on days 1-5 and then on day 15 until blood count recovery, and fludarabine phosphate IV over 30 minutes and high-dose cytarabine IV over 1-3 hours on days 1-5.</description>
  </arm_group>
  <intervention>
    <intervention_type>Drug</intervention_type>
    <intervention_name>Cytarabine</intervention_name>
    <description>Given IT or IV</description>
    <arm_group_label>Treatment (CPX-351 and FLAG)</arm_group_label>
    <other_name>.beta.-Cytosine arabinoside</other_name>
    <other_name>1-.beta.-D-Arabinofuranosyl-4-amino-2(1H)pyrimidinone</other_name>
    <other_name>1-.beta.-D-Arabinofuranosylcytosine</other_name>
    <other_name>1-Beta-D-arabinofuranosyl-4-amino-2(1H)pyrimidinone</other_name>
    <other_name>1-Beta-D-arabinofuranosylcytosine</other_name>
    <other_name>1.beta.-D-Arabinofuranosylcytosine</other_name>
    <other_name>2(1H)-Pyrimidinone, 4-Amino-1-beta-D-arabinofuranosyl-</other_name>
    <other_name>2(1H)-Pyrimidinone, 4-amino-1.beta.-D-arabinofuranosyl-</other_name>
    <other_name>Alexan</other_name>
    <other_name>Ara-C</other_name>
    <other_name>ARA-cell</other_name>
    <other_name>Arabine</other_name>
    <other_name>Arabinofuranosylcytosine</other_name>
    <other_name>Arabinosylcytosine</other_name>
    <other_name>Aracytidine</other_name>
    <other_name>Aracytin</other_name>
    <other_name>Aracytine</other_name>
    <other_name>Beta-Cytosine Arabinoside</other_name>
    <other_name>CHX-3311</other_name>
    <other_name>Cytarabinum</other_name>
    <other_name>Cytarbel</other_name>
    <other_name>Cytosar</other_name>
    <other_name>Cytosar-U</other_name>
    <other_name>Cytosine Arabinoside</other_name>
    <other_name>Cytosine-.beta.-arabinoside</other_name>
    <other_name>Cytosine-beta-arabinoside</other_name>
    <other_name>Erpalfa</other_name>
    <other_name>Starasid</other_name>
    <other_name>Tarabine PFS</other_name>
    <other_name>U 19920</other_name>
    <other_name>U-19920</other_name>
    <other_name>Udicil</other_name>
    <other_name>WR-28453</other_name>
  </intervention>
  <intervention>
    <intervention_type>Biological</intervention_type>
    <intervention_name>Filgrastim</intervention_name>
    <description>Given SC or IV</description>
    <arm_group_label>Treatment (CPX-351 and FLAG)</arm_group_label>
    <other_name>Filgrastim XM02</other_name>
    <other_name>G-CSF</other_name>
    <other_name>Neupogen</other_name>
    <other_name>r-metHuG-CSF</other_name>
    <other_name>Recombinant Methionyl Human Granulocyte Colony Stimulating Factor</other_name>
    <other_name>rG-CSF</other_name>
    <other_name>Tbo-filgrastim</other_name>
    <other_name>Tevagrastim</other_name>
  </intervention>
  <intervention>
    <intervention_type>Drug</intervention_type>
    <intervention_name>Fludarabine Phosphate</intervention_name>
    <description>Given IV</description>
    <arm_group_label>Treatment (CPX-351 and FLAG)</arm_group_label>
    <other_name>2-F-ara-AMP</other_name>
    <other_name>9H-Purin-6-amine, 2-fluoro-9-(5-O-phosphono-.beta.-D-arabinofuranosyl)-</other_name>
    <other_name>Beneflur</other_name>
    <other_name>Fludara</other_name>
    <other_name>Oforta</other_name>
    <other_name>SH T 586</other_name>
  </intervention>
  <intervention>
    <intervention_type>Other</intervention_type>
    <intervention_name>Laboratory Biomarker Analysis</intervention_name>
    <description>Correlative studies</description>
    <arm_group_label>Treatment (CPX-351 and FLAG)</arm_group_label>
  </intervention>
  <intervention>
    <intervention_type>Drug</intervention_type>
    <intervention_name>Liposomal Cytarabine-Daunorubicin CPX-351</intervention_name>
    <description>Given IV</description>
    <arm_group_label>Treatment (CPX-351 and FLAG)</arm_group_label>
    <other_name>CPX-351</other_name>
    <other_name>Cytarabine-Daunorubicin Liposome for Injection</other_name>
    <other_name>Liposomal AraC-Daunorubicin CPX-351</other_name>
  </intervention>
  <intervention>
    <intervention_type>Other</intervention_type>
    <intervention_name>Pharmacological Study</intervention_name>
    <description>Correlative studies</description>
    <arm_group_label>Treatment (CPX-351 and FLAG)</arm_group_label>
  </intervention>
  <eligibility>
    <criteria>
      <textblock>
        Inclusion Criteria:

          -  Patients must have had histologic verification of AML at original diagnosis; AML is
             defined according to World Health Organization (WHO) classification with &gt;= 5% blasts
             in the bone marrow (M2/M3 bone marrow), with or without extramedullary disease

          -  To be eligible for the dose-finding phase:

               -  Relapsed patients

                    -  Patients must be in first relapse, and

                    -  Patients must not have received prior re-induction therapy

               -  Refractory patients

                    -  Patients must not have received more than one attempt at remission
                       induction, which may consist of up to two different therapy courses;
                       Children Oncology Group (COG) AAML1031 de novo therapy including induction
                       I and induction II is an example

               -  Treatment-related AML (t-AML)

                    -  Patients must be previously untreated for secondary AML

          -  To be eligible for the efficacy phase:

               -  Relapsed patients:

                    -  Patients must be in first relapse, and

                    -  Patients must not have received prior re-induction therapy

          -  Patients must have the status of CNS1 or CNS2 only, and no clinical signs or
             neurologic symptoms suggestive of CNS leukemia, such as cranial palsy

          -  Patients must have a performance status corresponding to an Eastern Cooperative
             Oncology Group (ECOG) scores of 0, 1 or 2; use Karnofsky for patients &gt; 16 years of
             age and Lansky for patients =&lt; 16 years of age; Note: patients who are unable to walk
             because of paralysis, but who are up in a wheelchair, will be considered ambulatory
             for the purpose of assessing the performance score

          -  Patients must have recovered from the acute toxic effects of all prior chemotherapy,
             immunotherapy, or radiotherapy prior to entering this study; all prior
             treatment-related toxicities must have resolved to =&lt; grade 2 prior to enrollment

          -  Myelosuppressive chemotherapy: must not have received myelosuppressive chemotherapy
             within 3 weeks of entry onto this study (excluding hydroxyurea)

               -  Cytoreduction with hydroxyurea can be initiated and continued for up to 24 hours
                  prior to the start of CPX-351

          -  Biologic (anti-neoplastic agent): at least 7 days since the completion of therapy
             with a biologic agent such as steroids, retinoids, or DLI (donor lymphocyte infusion
             without conditioning); Note: for agents that have known adverse events occurring
             beyond 7 days after administration (i.e. monoclonal antibodies), this period must be
             extended beyond the time during which acute adverse events are known to occur

          -  Radiation therapy (RT): &gt;= 2 weeks for local palliative RT (small port); &gt;= 6 months
             must have elapsed if prior craniospinal RT or if &gt;= 50% radiation of pelvis; &gt;= 6
             weeks must have elapsed if other substantial bone marrow (BM) radiation; Note:
             patients must have received =&lt; than 13.6 Gray (Gy) prior radiation to the mediastinum

          -  Stem cell transplant (SCT): no evidence of active graft vs. host disease for at least
             4 weeks; for allogeneic SCT patients, &gt;= 3 months must have elapsed since transplant

               -  Must have received no more than 1 prior autologous or allogeneic stem cell
                  transplant.

               -  Patients must be off all systemic immunosuppressive therapy for at least 2
                  weeks, excluding hydrocortisone for physiologic cortisol replacement

          -  Intrathecal cytotoxic therapy:

               -  No waiting period is required for patients having received intrathecal
                  cytarabine, methotrexate, and/or hydrocortisone

               -  At least 14 days must have elapsed since receiving liposomal cytarabine
                  (DepoCyte) by intrathecal injection

          -  Growth factors:

               -  Patients must not have received growth factors for 7 days prior to CPX-351

               -  Patients must not have received pegfilgrastim for 14 days prior to CPX-351

          -  Creatinine clearance or radioisotope glomerular filtration rate (GFR) &gt;= 70
             mL/min/1.73 m^2 or a serum creatinine based on age/gender as follows:

        Age 1 to &lt; 2 years: maximum serum creatinine 0.6 mg/dL (males and females) Age 2 to &lt; 6
        years: maximum serum creatinine 0.8 mg/dL (males and females) Age 6 to &lt; 10 years: maximum
        serum creatinine 1.0 mg/dL (males and females) Age 10 to &lt; 13 years: maximum serum
        creatinine 1.2 mg/dL (males and females) Age 13 to &lt; 16 years: maximum serum creatinine
        1.5 mg/dL (males) and 1.4 mg/dL (females) Age &gt;- 16 years: maximum serum creatinine 1.7
        mg/dL (males) and 1.4 mg/dL (females)

          -  Direct bilirubin &lt; 1.5x upper limit of normal (ULN) for age and institution

          -  Serum glutamate pyruvate (SGPT) (alanine aminotransferase [ALT]) =&lt; 3.0 x upper limit
             of normal (ULN) for age and institution (unless it is related to leukemic
             involvement)

          -  Shortening fraction of &gt;= 27% by echocardiogram, or

          -  Ejection fraction of &gt;= 50% by radionuclide angiogram or echocardiogram

          -  Corrected QT (using Bazett's formula [QTcB]) interval &lt; 500 msecs

          -  Patients with seizure disorder may be enrolled if on anticonvulsants and if seizures
             are well controlled

          -  Central nervous system (CNS) toxicity =&lt; grade 2

          -  Patients with a known history of human immunodeficiency virus (HIV) are eligible, if
             they meet all of the following conditions:

               -  No history of HIV complications with the exception of cluster of differentiation
                  (CD)4 count &lt; 200 cells/mm^3

               -  No antiretroviral therapy with overlapping toxicity such as myelosuppression

               -  HIV viral loads below the limit of detection

               -  No history of highly active antiretroviral therapy (HAART)-resistant HIV

          -  All patients and/or their parents or legal guardians must sign a written informed
             consent

        Exclusion Criteria:

          -  Patients who have received &gt; 450 mg/m^2 daunorubicin equivalents; patients who
             relapse after receiving AAML0531/AAML1031 therapy will be eligible for this study,
             provided they have not received any additional anthracyclines; NOTE: for the purposes
             of determining eligibility for this protocol, the following cardiotoxicity
             multipliers will be used to determine daunorubicin equivalents:

               -  Doxorubicin (doxorubicin hydrochloride): 1

               -  Mitoxantrone: 3

               -  Idarubicin: 3

               -  Epirubicin: 0.5

          -  Patients who are currently receiving another investigational drug

          -  Patients receiving medications for treatment of left ventricular systolic dysfunction

          -  Patients with any of the following diagnoses:

               -  Acute promyelocytic leukemia (APL)

               -  Down syndrome

               -  Fanconi anemia, Kostmann syndrome, Shwachman syndrome or any other known bone
                  marrow failure syndrome

               -  Wilson's disease and any other disorder of copper metabolism

               -  Juvenile myelomonocytic leukemia (JMML)

          -  Patients with documented active, uncontrolled infection at the planned time of study
             entry

          -  Patients with known active hepatitis B virus (HBV) and hepatitis C virus (HCV)
             infections

          -  Patients with prior allergy to daunorubicin, cytarabine and allergy to liposomal
             lipids

          -  Female patients who are pregnant are ineligible

          -  Lactating females are not eligible

          -  Female patients of childbearing potential are not eligible unless a negative
             pregnancy test result has been obtained

          -  Sexually active patients of reproductive potential are not eligible unless they have
             agreed to use an effective contraceptive method for the duration of their study
             participation and for 30 days after the last dose of chemotherapy
      </textblock>
    </criteria>
    <gender>Both</gender>
    <minimum_age>1 Year</minimum_age>
    <maximum_age>21 Years</maximum_age>
    <healthy_volunteers>No</healthy_volunteers>
  </eligibility>
  <overall_official>
    <last_name>Todd Cooper</last_name>
    <role>Principal Investigator</role>
    <affiliation>Children's Oncology Group</affiliation>
  </overall_official>
  <location>
    <facility>
      <name>Children's Oncology Group</name>
      <address>
        <city>Philadelphia</city>
        <state>Pennsylvania</state>
        <zip>19104</zip>
        <country>United States</country>
      </address>
    </facility>
    <status>Not yet recruiting</status>
    <contact>
      <last_name>Todd M. Cooper</last_name>
      <phone>206-987-2106</phone>
      <email>Todd.Cooper@seattlechildrens.org</email>
    </contact>
    <investigator>
      <last_name>Todd M. Cooper</last_name>
      <role>Principal Investigator</role>
    </investigator>
  </location>
  <location_countries>
    <country>United States</country>
  </location_countries>
  <verification_date>December 2015</verification_date>
  <lastchanged_date>December 28, 2015</lastchanged_date>
  <firstreceived_date>December 2, 2015</firstreceived_date>
  <responsible_party>
    <responsible_party_type>Sponsor</responsible_party_type>
  </responsible_party>
  <is_fda_regulated>Yes</is_fda_regulated>
  <is_section_801>Yes</is_section_801>
  <has_expanded_access>No</has_expanded_access>
  <condition_browse>
    <!-- CAUTION:  The following MeSH terms are assigned with an imperfect algorithm  -->
    <mesh_term>Leukemia</mesh_term>
    <mesh_term>Leukemia, Myeloid</mesh_term>
    <mesh_term>Leukemia, Myeloid, Acute</mesh_term>
  </condition_browse>
  <intervention_browse>
    <!-- CAUTION:  The following MeSH terms are assigned with an imperfect algorithm  -->
    <mesh_term>Cytarabine</mesh_term>
    <mesh_term>Daunorubicin</mesh_term>
    <mesh_term>Fludarabine</mesh_term>
    <mesh_term>Fludarabine phosphate</mesh_term>
    <mesh_term>Lenograstim</mesh_term>
    <mesh_term>Vidarabine</mesh_term>
  </intervention_browse>
  <!-- Results have not yet been posted for this study                                -->
</clinical_study>


Appendix D: Sample Observational Trial ClinicalTrials.gov XML

<?xml version="1.0" encoding="UTF-8"?>
<clinical_study rank="1">
  <!-- This xml conforms to an XML Schema at:
    https://clinicaltrials.gov/ct2/html/images/info/public.xsd
 and an XML DTD at:
    https://clinicaltrials.gov/ct2/html/images/info/public.dtd -->
  <required_header>
    <download_date>ClinicalTrials.gov processed this data on July 06, 2016</download_date>
    <link_text>Link to the current ClinicalTrials.gov record.</link_text>
    <url>https://clinicaltrials.gov/show/NCT02501330</url>
  </required_header>
  <id_info>
    <org_study_id>B1871036</org_study_id>
    <nct_id>NCT02501330</nct_id>
  </id_info>
  <brief_title>Safety And Efficacy Of Bosutinib</brief_title>
  <acronym>BLF</acronym>
  <official_title>Drug Use Investigation Of Bosutinib For CML (Post Marketing Commitment Plan)</official_title>
  <sponsors>
    <lead_sponsor>
      <agency>Pfizer</agency>
      <agency_class>Industry</agency_class>
    </lead_sponsor>
  </sponsors>
  <source>Pfizer</source>
  <oversight_info>
    <authority>Japan : Pharamaceuticals and Medical Devices Agency</authority>
    <has_dmc>No</has_dmc>
  </oversight_info>
  <brief_summary>
    <textblock>
      The objective of this surveillance is to collect information about

        1. adverse drug reaction not expected from the LPD (unknown adverse drug reaction)

        2. the incidence of adverse drug reactions in this surveillance

        3. factors considered to affect the safety and/or efficacy of this drug.
    </textblock>
  </brief_summary>
  <detailed_description>
    <textblock>
      The patients should be registered by central registration system.
    </textblock>
  </detailed_description>
  <overall_status>Active, not recruiting</overall_status>
  <start_date>July 2015</start_date>
  <completion_date type="Anticipated">September 2023</completion_date>
  <primary_completion_date type="Anticipated">September 2023</primary_completion_date>
  <phase>N/A</phase>
  <study_type>Observational</study_type>
  <study_design>Observational Model: Case-Only, Time Perspective: Prospective</study_design>
  <primary_outcome>
    <measure>The incidence of adverse drug reactions</measure>
    <time_frame>24 weeks</time_frame>
    <safety_issue>Yes</safety_issue>
  </primary_outcome>
  <primary_outcome>
    <measure>Cytogenetic response</measure>
    <time_frame>24 weeks</time_frame>
    <safety_issue>No</safety_issue>
  </primary_outcome>
  <number_of_groups>1</number_of_groups>
  <enrollment type="Anticipated">659</enrollment>
  <condition>Chronic Myelogenous Leukemia</condition>
  <arm_group>
    <arm_group_label>Bosutinib</arm_group_label>
  </arm_group>
  <intervention>
    <intervention_type>Drug</intervention_type>
    <intervention_name>Bosutinib</intervention_name>
    <description>The usual adult dosage of once 500 mg per day postprandial oral administration as bosutinib. The dosage may be adjusted according to the patient's condition, but can be increased to once 600 mg 1 day.</description>
    <arm_group_label>Bosutinib</arm_group_label>
    <other_name>BOSULIF</other_name>
  </intervention>
  <eligibility>
    <study_pop>
      <textblock>
        The patients who have been treated with Bosutinib
      </textblock>
    </study_pop>
    <sampling_method>Probability Sample</sampling_method>
    <criteria>
      <textblock>
        Inclusion Criteria:

          -  Chronic myelogenous leukemia patients resistant or intolerant to prior treatment
             there is no experience with this drug

        Exclusion Criteria:

          -  Patients with a history of hypersensitivity

          -  Women who may possibly be pregnant or become pregnant
      </textblock>
    </criteria>
    <gender>Both</gender>
    <minimum_age>N/A</minimum_age>
    <maximum_age>N/A</maximum_age>
    <healthy_volunteers>No</healthy_volunteers>
  </eligibility>
  <overall_official>
    <last_name>Pfizer CT.gov Call Center</last_name>
    <role>Study Director</role>
    <affiliation>Pfizer</affiliation>
  </overall_official>
  <link>
    <url>https://trialinfoemail.pfizer.com/pages/landing.aspx?StudyID=B1871036&amp;StudyName=Drug%20Use%20Investigation%20Of%20Bosutinib%20For%20Cml%20%28post%20Marketing%20Commitment%20Plan%29</url>
    <description>To obtain contact information for a study center near you, click here.</description>
  </link>
  <verification_date>July 2016</verification_date>
  <lastchanged_date>July 5, 2016</lastchanged_date>
  <firstreceived_date>July 15, 2015</firstreceived_date>
  <responsible_party>
    <responsible_party_type>Sponsor</responsible_party_type>
  </responsible_party>
  <keyword>Drug use investigation in Japan</keyword>
  <is_fda_regulated>No</is_fda_regulated>
  <has_expanded_access>No</has_expanded_access>
  <condition_browse>
    <!-- CAUTION:  The following MeSH terms are assigned with an imperfect algorithm  -->
    <mesh_term>Leukemia, Myeloid</mesh_term>
    <mesh_term>Leukemia, Myelogenous, Chronic, BCR-ABL Positive</mesh_term>
  </condition_browse>
  <!-- Results have not yet been posted for this study                                -->
</clinical_study>


Appendix E: Sample Observational Trial ClinicalTrials.gov XML
<?xml version="1.0" encoding="UTF-8"?>
<clinical_study rank="1">
  <!-- This xml conforms to an XML Schema at:
    https://clinicaltrials.gov/ct2/html/images/info/public.xsd
 and an XML DTD at:
    https://clinicaltrials.gov/ct2/html/images/info/public.dtd -->
  <required_header>
    <download_date>ClinicalTrials.gov processed this data on July 06, 2016</download_date>
    <link_text>Link to the current ClinicalTrials.gov record.</link_text>
    <url>https://clinicaltrials.gov/show/NCT02312037</url>
  </required_header>
  <id_info>
    <org_study_id>B1761026</org_study_id>
    <nct_id>NCT02312037</nct_id>
  </id_info>
  <brief_title>Expanded Access /Compassionate Use Protocol For Relapsed Or Refractory CD33 Positive AML Patients In The USA Without Access To Comparable Or Alternative Therapy</brief_title>
  <acronym>AML</acronym>
  <official_title>Gemtuzumab Ozogamicin (Mylotarg (Registered)) Expanded Access Protocol For Treatment Of Patients In The United States With Relapsed/Refractory Acute Myelogenous Leukemia Who May Benefit From Treatment And Have No Access To Other Comparable/Alternative Therapy</official_title>
  <sponsors>
    <lead_sponsor>
      <agency>Pfizer</agency>
      <agency_class>Industry</agency_class>
    </lead_sponsor>
  </sponsors>
  <source>Pfizer</source>
  <oversight_info>
    <authority>United States: Food and Drug Administration</authority>
  </oversight_info>
  <brief_summary>
    <textblock>
      An expanded access/compassionate use protocol that allows access to Mylotarg for
      relapsed/refractory AML CD33 positive patients in the USA.

      Contact: B1761026@iconplc.com
    </textblock>
  </brief_summary>
  <detailed_description>
    <textblock>
      Contact:

      B1761026@iconplc.com
    </textblock>
  </detailed_description>
  <overall_status>Available</overall_status>
  <phase>Phase 4</phase>
  <study_type>Expanded Access</study_type>
  <study_design>N/A</study_design>
  <condition>CD33 Positive Acute Myelogenous Leukemia</condition>
  <intervention>
