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The General Welfare Committee, chaired by Council Member Bill de Blasio, will meet on Tuesday, December 20, 2005, at 1:00 p.m. to conduct an oversight hearing regarding the participation of children with HIV and AIDS in New York City’s foster care system in clinical trials.  This hearing follows up on a hearing held by the General Welfare Committee on the same topic on May 5, 2005.
  


At its May 5, 2005 hearing, the General Welfare Committee heard testimony from the following individuals: Commissioner John Mattingly of the Administration for Children’s Services (“ACS”), Robert L. Johnson, M.D., Roger S. Wareham, Esq., Alan R. Fleischman, M.D., Reverend Dr. Michael Ellner, Jennifer March-Joly, Viola Plummer, Vera Hassner Sharav, Omowale Clay, Kenneth Mercer, Dave Daniels, Woody Henderson, Rolando Bini, Joan P. Gibbs, Esq., Jacqueline Hoerger, Agnes Pleasant, Helen Jones, Mishawn Baines, Celia Farber, Melody Valitutto, Dorothy Williams-Pereira, Juliette Peterson, Queen Mother Dr. Blakely, Reverend John Johnson, Sharonne Salaam, Minerva Pasqual, Debbie Bowen Spinelli, Swan Moore, Sonova Allen and Constance Lesold.
  New York State Assembly Member Keith L.T. Wright submitted written testimony.   


Today’s hearing will follow up on issues raised during the May 5 hearing, including:  (1) the status of the investigation of children who participated in clinical trials being conducted by The Vera Institute of Justice; (2) the status of other investigatory work regarding the participation of foster children with HIV/AIDS in clinical trials in New York City; and (3) ACS’s current policy with respect to participation of children in the foster care system in clinical trials.   The balance of this document summarizes information regarding participation of New York City foster children with HIV/AIDS in clinical trials from the May 5 hearing and follow up thereafter.  

According to testimony provided at the May 5 hearing, ACS approved the first clinical trial for participation by a New York City foster child in January 1989.
  The Commissioner further testified that “[b]etween 1989 and 2003, 48 clinical trials were reviewed by HRA/Children’s Services.  Of these, 24 were approved for participation by foster children, and 24 were not approved.”
  In correspondence following the hearing, ACS indicated the reasons why it authorized participation of New York City foster children in 24 clinical trials.  According to ACS, one trial was disapproved because there was no anticipated treatment benefit; one was disapproved because the anticipated treatment benefit was insufficient; five trials were disapproved because the risks of participation outweighed the anticipated benefits of treatment; two trials were not recommended for approval because there was not adequate information available about risks and benefits; three were not recommended because the agency’s clinical trial enrollment policy was under review; three proposed after 1998 were not recommended because there were Phase I/II studies and the agency was not approving that type of study at the time; the agency was not able to provide the reason why another nine trials were not recommended.
    

In May 2005, ACS furnished a list of 28 clinical trials in which foster children had enrolled.
  Matching the list furnished by ACS against publicly available information regarding the clinical trials indicates that pharmaceutical companies collaborated with the National Institute of Allergy and Infectious Diseases (“NIAID”) and/or the National Institute of Child Health and Human Development (“NICHHD”) in eight trials
 and were the sole sponsors of two trials.
  The circumstances under which New York City foster children participated in clinical trials in which ACS did not approve enrollment were not clear at the time.
  

In response to a question regarding enrollment of foster children in studies in which some participants did not receive treatment, ACS explained:  

. . . Children’s services has identified two studies with a placebo arm:  ACTG 045, approved in 1989, and ACTG 218 (enrollment in or about 1992-93), which involved three children in care.  In each of these studies, children were able to receive current available retroviral treatments while participating in the clinical trial.  In 1991, HRA implemented the policy, which remains in place today, that children in foster care would not be enrolled in a placebo arm and that they may only be enrolled in a clinical trial if the trial provides a benefit not found outside of the trial  with a minimal risk of harm.  Since that time, clinical trials involving the use of placebos have not been approved by Children’s Services, unless the principal investigators running the trial agreed and provided assurance that children in foster care would only be placed in the treatment arm of the trial, and not that part of the trial involving a placebo arm. . . 

In response to the question “[a]t any point during enrollment of foster children with HIV/AIDS in clinical trials, was ACS or any predecessor agency warned of risks in connection with the participation of foster children in particular clinical trials?”
 ACS stated “[t]his information is part of what Vera and MOC will be reviewing.”
 

Prior to the May 5 hearing, media reports indicated that many foster children who participated in clinical trials were not assigned independent advocates.
  In response to questions regarding the appointment of independent advocates for children participating in trials, ACS stated: 

. . . [p]ursuant to the federal Code of Regulations, these clinical trials did not require independent advocates be appointed for the foster children because the trials fell outside of the parameters of the federal laws requiring an independent advocate to be appointed.  All of the trials approved for participation by children in foster care were approved because they provided a direct treatment benefit to children that was not otherwise obtainable and involve minimum risk.  In order for the federal regulations requiring an independent advocate to be applicable, the trials had to provide no direct benefit and involve a greater than minimum risk.  45 CFR § 46.409, 46.606.  However, the City nonetheless required the involvement of an Independent Advocate, and Vera and MOC will be researching the extent to which that policy was followed . . . 
 

On April 22, 2005, ACS announced that it had asked the Vera Institute of Justice (“Vera”) to conduct an in-depth investigation of the circumstances surrounding the enrollment of foster children with HIV/AIDS in clinical trials.  Vera developed a work plan for the project (the “Work Plan”), which outlined areas of research Vera intends to pursue and included a list of questions investigators will seek to answer.
  


ACS modified a pre-existing agreement with Vera to cover the proposed investigation (the “Modification Agreement”).   The Modification Agreement contains several provisions designed to ensure Vera’s independence from ACS in conducting the investigation.  The declaration of purpose of the Modification Agreement states: “It is agreed between ACS and VERA that, given that the nature of the Additional Work Plan requires VERA to work independently in its investigation of ACS’ enrollment of HIV positive children in clinical trials, certain parameters have been mutually agreed to upfront to ensure that VERA can perform an independent investigation.”
 In the Modification Agreement, ACS waives control over the Work Plan, explaining:  “Vera and its advisory committee have complete discretion to modify the additional work plan if they believe new direction(s) are warranted, provided that such direction(s) arise out of the additional work plan for the clinical trials investigation.”
 

In October, Vera provided its first progress report regarding its investigation (the “Progress Report”).  The Progress Report provides the following summary:  

. . . In July and August, Vera began recruiting staff and advisory board members, gathered background materials to gain a better understanding of the issues involved in conducting the study, and worked with government agencies to ensure that the review is conducted legally and ethically.  In September, the New York State Office of Children and Family Services (OCFS) approved the request from the New York City’s Administration for Children’s Services . . . that Vera review case files and administrative data, in essence officially granting Vera permission to conduct the review.  Also in September, Vera’s Institutional Review Board approved the process that Vera staff proposed for the stages of the review, including an initial planning stage followed by subsequent IRB meetings to review the more detailed study design.  That planning process is now 

underway. . . 
  

The Progress Report further describes the planning process:  

. . . [T]he planning process involves reviewing files of between thirty and fifty of the children who were involved in clinical trials.  From this review, begun as soon as we got access to the files in September, we are learning about the type and quality of information in the case files and the amount of time it takes to review a case.  This file review is taking place in a locked room at Children’s Services main office, where files from Children’s Services archives and the Children’s Services Pediatric AIDS Unit have been assembled.  We plan to review additional files at the contract agencies that provide most of New York City’s foster care services.  The actual review process – which will begin upon approval from Vera’s IRB – is expected to be lengthy:  the files housed at Children’s Services alone fill approximately sixty lateral file drawers.  This does not include files kept by the contract agencies, the Pediatric AIDS Unit, or the medical centers that provided most of the medical care the children received.  The few cases we have reviewed so far suggest that it can take hours to review a single file, though other files take much less time.  Consequently, even though we are eager to provide information about the many questions that prompted this review, the completion of a quality analysis will take time.  In addition, Vera may need to locate and obtain permission from the youth themselves or their guardians to access certain files.  If this occurs, additional time will be added to complete the review. . .
  

To provide additional information regarding its work, Vera also has compiled a detailed chronological list of tasks completed on the clinical trials project since April 7, 2005.


At the May 5, 2005 hearing, Commissioner Mattingly testified about the appointment of an independent medical oversight committee “consisting of nationally known experts in pediatric AIDS, medical ethics and taxonomy of clinical trials.”
  The Commissioner further explained that the committee would be chaired by Dr. Robert L. Johnson, Director of the Division of Adolescent and Young Adult Medicine at the University of Medicine and Dentistry – New Jersey Medical School, and that Dr. Johnson was working with the agency to finalize additional appointments to the committee.
  Since May, the following appointments have been made to the medical oversight committee: Ciro V. Sumaya, M.D., Dean and Cox Endowed Chair, School of Rural Public Health, Texas A&M University Health Science Center in College Station; and Rosilyn Ryals, M.D., MPH, Medical Consultant to the Division of Communicable Diseases, Alameda County Public Health Department.    


In addition to the medical oversight committee, ACS has established an HIV Health Advisory Group, which will provide ongoing advice on policy issues related to participation of foster children in clinical trials.  The HIV Health Advisory Group is comprised of the following individuals:  Debra Fraser-Howze, President and CEO, National Black Leadership Commission on AIDS; Ana Oliveira, Executive Director, Gay Men’s Health Crisis; Dennis de Leon, President, Latino Commission on AIDS; Gail Nayowith, Executive Director, Citizen’s Committee for Children; Beny J. Primm, M.D., President, Addiction Research & Treatment Corp., Megan McLaughlin, D.S.W., Fatima Goldman, Executive Director/CEO, Federation of Protestant Welfare Agencies; Katherine S. Lobach, M.D., Professor Emerita of Pediatrics, Albert Einstein College of Medicine, Montefiore Medical Center; Ernesto Loperena, Executive Director, New York Council on Adoptable Children; and Billy E. Jones, M.D., M.S., former Commissioner of the New York City Department of Mental Hygiene.  


The briefing document for the May 5, 2005 hearing provided a detailed description of the proposed policy for enrollment of foster children in clinical trials.  

ACS has modified its proposed policy regarding enrollment of foster children in clinical trials in several ways since May 2005.  The introductory paragraph to the proposed policy has been revised to state: “In every case, the medical institution conducting the clinical trial will be asked to assign the child an Independent Advocate as a condition of the child’s enrollment.”
   Further, the current proposed policy requires that, at the initiation of the medical review process, a nurse
 from the ACS Office of Child and Family Health (CFH) is assigned to coordinate the process, working closely with case planning and medical staff.  


The most recent version of the proposed policy adds a provision regarding the medical review process that states: “[t]he principal investigator will be asked to submit to CFH a copy of the clinical trial protocol, and the name, affiliation, and contact information for the Independent Advocate that will be assigned to the child.”
  The updated policy adds requirements for the independent physician who participates in the team conducting the medical review prior to enrollment: “[the Independent Physician] will be selected based on her/his range of expertise in the appropriate field of practice, and ability to provide an independent judgment . . . The independent physician will review clinical trial protocol, consult with the principal investigator of the clinical trial and review the child’s medical history.  If needed, the independent physician and/or the CFH nurse will consult with additional medical specialists familiar with the proposed treatment and/or the child’s condition.”
  The most recent version of the policy expands the medical review team to include the child’s law guardian and his/her primary care physician.
  The proposed policy now spells out the following factors for the medical review team to consider when weighing the risk of harm to a child:  

. . . the child’s current medical status and medical history; the child’s prognosis with and without the recommended treatment; the probability of treatment adherence by the child; the outcomes of prior research and clinical experience with the recommended treatment; the availability of alternative treatments; and the phase of the trial. . .   

The policy further expands the list of questions to be asked in making a determination as to whether enrollment of a child meets legal standards:  

. . . The issues to be considered include:  whether there is a significant potential treatment benefit to the child not available outside the clinical trial; whether the trial poses a minimal risk of harm to the child’s health and/or safety; whether the clinical trial is a medical experiment, research, scientific or psychological investigation on a person; whether the enrollment is for the direct benefit of the child; and whether the standards described in this policy have been met, particularly in the area of parental consent and assent of the child (where the child has capacity to assent). . . 
 

In the case of disagreement regarding whether to enroll a child the policy makes clear that ACS must ensure that the matter goes to Family Court for resolution.
  In outlining the Commissioner’s determination that must occur prior to enrollment of a child in a clinical trial, the policy now requires the Commissioner to seek approval from Family Court prior to enrollment where the biological parent cannot be located to provide consent.
  

The policy now clarifies that information provided to parents and children with capacity to consent who are contemplating enrollment in a clinical trial must be provided so as to “take into account the parent’s primary language, cultural background and level of education.”
  The CFH file required for any child enrolled in a clinical trial must include “the name, affiliation, and contact information for the independent advocate assigned by the institution conducting the research.”
  The policy further makes clear that no child may be enrolled in a control group for a trial or a group otherwise designated to receive a placebo.
  

Finally, the current version of the policy details the responsibilities of the case planner and case management staff responsible for a child enrolled in a clinical trial as follows:  “The case planner and medical case management staff are expected to maintain regular communication with the research team and the child’s primary care physician, and to continually monitor the child’s health and well-being. Any concerns that arise regarding continued participation in the clinical trial, including concerns raised by the child’s parent/guardian, foster parent, or case planner, must be immediately brought to the attention of both CFH and the principal investigator of the clinical trial.”
 

At the December 20, 2005 hearing, the Committee will seek more information regarding the status of internal and external investigations regarding the participation of New York City foster children in clinical trials, as well as current ACS policy with respect to enrollment in clinical trials.  

� Additional background information can be found in the attached briefing document from the May 5, 2005 hearing of the Committee on General Welfare.  


� See Oversight: Participation of Children with HIV/AIDS in the City’s Foster Care System in Clinical Trials:  Hearing Before the New York City Council Committee on General Welfare (May 5, 2005) (Transcript on file with Committee on General Welfare.)  


� See Oversight: Participation of Children with HIV/AIDS in the City’s Foster Care System in Clinical Trials:  Hearing Before the New York City Council Committee on General Welfare (May 5, 2005)(statement of John Mattingly, Commissioner, New York City Administration for Children’s Services) (Transcript on file with Committee on General Welfare.)  


� Id . at 9.  


� See Letter from Joseph Cardieri, Deputy Commissioner/General Counsel, NYC Administration for Children’s Services, to Jackie Sherman, Counsel, Committee on General Welfare 2 (June 30, 2005) (on file with Committee on General Welfare).  


� See Letter from Joseph Cardieri, Deputy Commissioner/General Counsel, NYC Administration for Children’s Services, to Jacqueline Sherman, Esq., Counsel, Committee on General Welfare (May 17, 2005) (on file with Committee on General Welfare).  


� Glaxo Wellcome collaborated with NIAID in ACTG 128, “A Randomized Blinded Trial to Evaluate the Safety and Tolerance of High Versus Low Dose Zidovudine Administered to Children with Human Immunodeficiency Virus;”  Hoffman-LaRoche collaborated with NIAID in ACTG 138, “A Trial of Two Doses of 2’, 3’-Dideoxycytidine (ddc) in the Treatment of Children with Symptomatic HIV Infection who are Intolerant of Zidovudine and/or Show Progressive Disease while on Zidovudine;” Bristol-Myers Squibb collaborated with NIAID in ACTG 144, “A Randomized, Comparative Trial of Two Doses of Dideoxyinosine (ddI) in Children with Asymptomatic HIV Infection Who are Either Unresponsive to Zidovudine and/or Who are Intolerant to Zidovudine;” Bristol-Myers Squibb and Glaxo Wellcome collaborated with NIAID and NICHHD in ACTG 152, “A Randomized Comparative Trial of Zidovudine (ZDV) plus ddI in Symptomatic HIV Infected Children;” Genentech and MicroGeneSys collaborated with NIAID in ACTG 218, “A Placebo Controlled, Phase I Clinical Trial to Evaluate the Safety and Immunogenicity of Recombinant Envelope Proteins of HIV-1 GP160 and GP 120 in Children > 1 Month Old with Asymptomatic HIV Infection;” Glaxo Wellcome and Bristol-Myers Squibb collaborated with NIAID in ACTG 240, “A Randomized, comparative trial of Zidovudine (ZDV) versus 2’, 3’- didehydro-3’-deoxythymidine (d4T) in Children with HIV Infection;” Bristol-Myers Squibb and Glaxo Wellcome Collaborated with NIAID in ACTG 300, “A Randomized Comparative Study of Combined Zidovudine (ZDV)-Lamivudine (3TC) Versus the Better of DDI Monotherapy versus Zidovudine (ZVD) plus DDI in symptomatic HIV-1 Infected Children;” and Glaxo Wellcome collaborated with NIAID in TX 304, “A Treatment IND for Retrovir Brand Zidovudine (AZT) Therapy of Pediatric Patients with HIV Disease.” 


� NV16056, “A Phase I/II Pharmacokinetic and Safety Study of T-20 in Combination with an Optimized Background on HIV Infected Children and Adolescents” was sponsored by Hoffman-La Roche, Inc. and Trimeris, Inc.; and A4001029, “A Multicenter, Randomized , Double-blind, Placebo-controlled Trial of a Novel CCR5 Antagonist, UK-427, in Combination with Optimized Background Therapy Versus Optimized Background Therapy Alone for the Treatment of Antiretroviral-experienced Non CCR5-Tropic HIV-1 Infected Subjects” was sponsored by Pfizer, Inc.


� Letter from Joseph Cardieri, Deputy Commissioner/General Counsel, NYC Administration for Children’s Services to Jackie Sherman, Esq., Counsel, New York City Council 3 (June 30, 2005) (on file with Committee on General Welfare).  


� See Letter from Joseph Cardieri, Deputy Commissioner/General Counsel, NYC Administration for Children’s Services, to Jacqueline Sherman, Esq., Counsel, Committee on General Welfare 5 (May 17, 2005) (on file with Committee on General Welfare).   


� See Letter from Bill de Blasio, Chair, New York City Council Committee on General Welfare, to John Mattingly, Commissioner, City of New York, Administration for Children’s Services 4 (May 27, 2005).  


� See Letter from Joseph Cardieri, Deputy Commissioner/General Counsel, NYC Administration for Children’s Services to Jackie Sherman, Esq., Counsel, New York City Council 4 (June 30, 2005) (on file with Committee on General Welfare). 


� See John Solomon, Associated Press Writer, Feds Tested AIDS Drugs on FosterKids (May 5, 2005) (contending that 142 of the 465 children in New York City’s foster care system who were enrolled in clinical trials had independent advocates.) 


� See Letter from Joseph Cardieri, Deputy Commissioner/General Counsel, NYC Administration for Children’s Services to Jackie Sherman, Esq., Counsel, New York City Council 5 (June 30, 2005) (on file with Committee on General Welfare).   


�  The questions included:  what were ACS’s policies and practices for enrolling children in clinical trials?  How did ACS maintain records regarding children’s participation in trials?  Was there a standard process for monitoring children who enrolled in trials?  Who made the decisions regarding participation of children in trials?  How was consent obtained?  How did ACS monitor the trials?  Who participated in the trials? What were the characteristics of trials in which foster children were enrolled?  Did the institutions conducting the trials provided appropriate protections for the participants?  What were the experiences of individual children enrolled in trials?  How do the experiences of foster children enrolled in trials compare with the experiences of children enrolled in clinical trials who were not in the foster care system?  How do the experiences of foster children enrolled in trials compare with the experiences of HIV – positive children who were not enrolled in trials?  Where are the children who enrolled in clinical trials today?  See Letter from Joseph Cardieri, Deputy Commissioner/General Counsel, NYC Administration for Children’s Services to Jackie Sherman, Esq., Counsel, New York City Council (June 30, 2005) (on file with Committee on General Welfare).    


� See Modification Agreement between City of New York, Administration for Children’s Services and Vera Institute of Justice, 2.


� See Id.  


� See Vera Institute of Justice, Clinical Trials Project:  Progress Report 1, 2 (October 2005) (on file with Committee on General Welfare).   


� See Id. at 3.  


� See Tasks Completed on Clinical Trial Project, Memorandum furnished by Vera Institute of Justice (December 2005)(on file with Committee on General Welfare).  


� See Oversight: Participation of Children with HIV/AIDS in the City’s Foster Care System in Clinical Trials:  Hearing Before the New York City Council Committee on General Welfare (May 5, 2005)(statement of John Mattingly, Commissioner, New York City Administration for Children’s Services) (Transcript on file with Committee on General Welfare.)  


� See Id. 


� See Id.


� This individual must be a New York licensed nurse and have expertise in federal and state regulations protecting children who participate in research.


� See Administration for Children Services (ACS), Clinical Trial Policy Review, Enrollment and Tracking Process, 1 (November 23, 2005) (on file with Committee on General Welfare).    


� See Id. 


� See Id. 


� See Id.  


� See Id.


� See Id.  


� See Id.


� See Id.  


� See Id.


� See Id.
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