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1. ABOUT YOUR NF CLINIC
a. Is your NF Clinic:

Freestanding

\ Hospital based

v\ In an academic center
Other (please describe)

b. Describe overall your NF Clinic, when it meets and how it functions.

The NF Clinic at the University of Chicago is a multidisciplinary group providing
patients with expertise in multiple areas. We are heavily focused on patient care and
education. Traditionally, the clinic meets one Saturday morning of each month, but
over the years we have expanded it to include patient visits during the week as well.
Patients are seen in the Pediatric Subspecialty Clinics (either on the university campus
in the DCAM building or in the Palos Heights office in southwest urban Chicago).



Traditionally, the Saturday clinic staff includes a pediatrician and neurologist, a
geneticist, a nurse, and a lay member of NF community. We evaluate patients in this
setting and make recommendations for care and order appropriate testing. Follow-up
of visits and testing are coordinated by Dr. Tonsgard and his nurse, Deborah Ruckman,
and his nurse/data manager Cynthia MacKenzie. Referrals are made to additional
specialty physicians as deemed necessary. This routinely includes orthopedists,
neurosurgeons, plastic surgeons, oncologists, ophthalmologists, gastroenterologists,
psychologists, and psychiatrists. Over the years we have developed a group of
specialty physicians who have developed substantial expertise in NF. Because we are
highly focused on patient care and education, we work closely with the NF community
and lead at least semi-annual teaching sessions for patients and parents.

2. CLINIC DIRECTOR and STAFF EXPERTISE

a. CLINIC DIRECTOR: Please describe:
. Your experience to date with NF care

Dr. Tonsgard has ted the NF clinic at the University of Chicago for almost 20
years.

ii. Your past and current association with NF clinical trials

The University of Chicago has participated in a plexiform neurofibromas trial
directed by the Mayo Clinic and is currently a member of the Army sponsored
NF clinical trials consortium.

ifl.  Your past and current association with other clinical trials e.g.
oncology trials

The University of Chicago has a Cancer Research Center directed by Dr. Le
Beau and has a long standing interest in NF (particularly leukemia in NF). It is
one of 61 centers funded by the National Cancer Institute. The Cancer
Research Center has extensive experience in the coordination of clinical
research studies as demonstrated by the designation of the University of
Chicago as the central office of the Cancer and Leukemia Group B (CALGB).
The CALGB coordinates trials in 29 medical centers and 225 community
hospitals. The Cancer Research Center currently has 15 Phase | studies, 23
Phase |l protocols, and a large number of Phase Il trials. The University also
coordinates 2 NCl-sponsored U-01 grants for Phase | and Phase Il clinical trials.
Oncology problems in children with NF are coordinated by Dr. Rubin who is a
member of the Children’s Oncology Group. Dr. Kelly Nicholas is a neurologist
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and neuro-oncologist who coordinates problems in adults and has been a
member of the North American Brain Tumor Consortium.

b. CLINIC DIRECTOR: Please provide information on:

i. Present and past funding you have received for NF research.
Include funding source, date received, amount and project
description.

Dr. Tonsgard was funded by the Army for the development of the NF clinical
consortium and is currently funded by the Army as a member of the NF clinical
consortium.

ii. Your NF-related clinical and scientific publications.
Include Journal, Citation and Title.

Tonsgard JH. Neurofibromatosis: An Introduction for Patients and Parents, 2™ Edition.
The University of Chicago, 2006.

Tonsgard, JH. Clinical manifestations and management of neurofibromatosis typei.
Semin Pediatr Neurol 13:2-7, 2006.

Tonsgard, JH, Short, P, Yamini B, Frim DM. Surgical treatment of neurofibromatosis. In
Schmidek HH and Roberts DW (eds), Schmidek and Sweet Operative Neurosurgical
Techniques: Indications, Methods, and Results, fifth edition. Philadelphia, Saunders
Elsevier, 2006. pp.968-974.

Miller MB, Tonsgard JH, Soltani K. Late-onset neurofibromatosis in a liver transplant
recipient. Int J Dermatol 2000; 39:376-9.

Nadig M, Munshi |, Short MP, Tonsgard JH, Sullivan C, Frim DM. A child with
neurofibromatosis-1 and a lumbar epidural arteriovenous malformation. J. Child
Neurol. 2000; 15:273-5.

Stevenson DA, Birch PH, Friedman JM, et al. Descriptive analysis of tibial
pseudarthrosis in patients with neurofibromatosis 1. Am J Med Genet 1999; 84:413-9.
Tonsgard JH, Kwak SM, Short MP, Dachman AH. CT imaging in adults with
neurofibromatosis-1; frequent asymptomatic plexiform lesions. Neurology 1998;
50:1755-60.

Tonsgard JH, Yelavarthi KK, Cushner S, Short MP, Lindgren V. Do NF1 gene deletions
result in a characteristic phenotype?. Am J. Med Genet. 1997; 73:80-6.

Tonsgard JH, Oesterle C5. The ophthalmologic presentation of NF2 in childhood. J
Pediatr Ophthal Strab. 1993; 30:327-30.

Tonsgard JH. Neurofibromatosis: An Introduction for Patients and Parents. The
University of Chicago, 1993.

c. Who are the key staff in your NF clinic facility?
Provide Name; Title; Degree/Qualifications; Role in Clinic.
James H. Tonsgard, M.D., Associate Professor of Pediatrics and Neurology; clinic

director, pediatric neurology.
Charles M. Rubin, M.D., Associate Professor of Pediatrics; pediatric neurc-oncology.
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M. Kelly Nicholas, M.D., Assistant Professor of Pediatrics; adult neurology and neuro-
oncology.

Terrence Peabody, M.D. Professor of Surgery; orthopedic oncology.

Christopher Sullivan, M.D., PhD., Assistant Professor of Surgery; pediatric orthopedics
and scoliosis.

Scott Hunter, PhD., Associate Professor of Psychiatry; neuropsychology.

David M. Frim, M.D., PhD., Associate Professor of Surgery; neurosurgery.

Bakhtiar Yamini, M.D., Assistant Professor of Surgery; neurosurgery.

Mark Greenwald, M.D., Professor of Ophthalmology and Visual Sciences, pediatric
ophthalmology.

Michael Kipp, M.D., Clinical Assistant Professor of Ophthalmology and Visual Sciences,
pediatric ophthalmology.

McKay McKinnon, M.D., Clinical Assistant Professor of Surgery, plastic, reconstructive
and cranial facial surgery.

Raphael Lee, M.D., PhD., Professor of Surgery; plastic and reconstructive surgery.
Russell Reid, M.D., Assistant Professor of Surgery; plastic and reconstructive surgery.
Dianna Bardo, M.D., Assistant Professor of Radiology, neuroradiology.

Deborah Ruckman, M.S.,R.N., Clinical Nurse Associate in pediatric neurology.

Cynthia MacKenzie , M.S., R.N., Clinical Nurse Associate in pediatric neurology and NF
data manager.

d. Who within this core staff currently coordinates NF patient services?
Describe this individual’s NF clinic related duties.

Dr. Tonsgard sees all patients and coordinates their care. He is assisted by Deborah
Ruckman and Cynthia MacKenzie. Ms. Ruckman handles most patient calls and
coordinates tests. Ms. MacKenzie handles some patient calls but is mainly responsible
for data management and research protocols.

e. Describe any areas of NF care in which your clinic has particular
expertise (e.g. optic glioma, vestibular schwannoma, bone
manifestations, learning disabilities etc.) and the clinic staff that
provide this care.

Dr. Greenwald together with Dr. Listernick at Northwestern published the most
comprehensive evaluations of patients with optic gliomas.

Dr. Tonsgard has a long standing interest in cognitive and psychosocial issues in
adolescents with NF1 and works with Dr. Hunter in Psychiatry.

Dr. McKinnon is renowned for his surgical treatment of plexiform
neurofibromas.

Dr. Lee is equally renowned for the surgical treatment of neurofibromas and
burns.

Dr. Peabody and Simon have a long standing interest and expertise in the
treatment of soft tissue and body tumors, particularly malignant peripheral
nerve sheath tumors.
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BIOGRAPHICAL SKETCH

Provide the follewing information for the key personnel and other significant contributors in the order listed on Form Page 2.

Follow this format for each person. DO NOT EXCEED FOUR PAGES.

NAME
Cynthia MacKenzie

POSITION TITLE
Research Nurse — Registered Nurse

eRA COMMONS USER NAME

EDUCATION/TRAINING ¢Begin with baccalaureate or other initial professionaf education, such as nursing, and include posfdostoral training. )

INSTITUTION AND LOCATION _DEGREE YEAR(s) FIELD OF STUDY
(if applicable)
L.os Angeles Pierce College, Woodland Hills, CA ADN 1889 Nursing
California State University of Dominguez Hills, .
Dominguez Hills, CA BSN 1994 Nursing

Positions and Honors:

1989

1989-1991

1991-1994

1994-1995

1994- 1997

1997-2000

18

Clinical Nurse | - Pediatric Intensive Unit, Children's Hospital Los Angeles,
Hollywood, California: Responsible for the care of critically ill children, Level ill trauma
center

RN First Assistant, Southern California Orthopedic Institute: Responsible for first
assisting on surgical orthopedic cases, case management of pre-, intra- and post-
operative care of patients, development of a novel approach to endoscopic carpal tunnel
surgery, patient and staff education.

Clinical Nurse |l - Bone Marrow Transplant Unit, Children's Hospital Los Angeles,
Hollywood, California: Responsible for implementation of chemotherapy and research
protocols for bone marrow transplant patients, case management, and multidisciplinary
care.

Clinical Nurse 1l - Pediatric Intensive Care Unit, The University of Chicago, Chicago,
llinois: Responsible for the care of critically ill children, Level lll trauma center.

Research Nurse Associate - Pediatric Infectious Diseases/HIY Program, The University
of Chicago, Chicago, Illinois: Study coordinator for NIH AIDS Clinical Trials Oroup
(ACTO) protocols and independent research studies. Responsible for the initiation,
implementation, and closure of research protocols, compliance with study and
institutional regulatory requirements, staff education and in-services pertaining to
research and study specific information, subject screening, enroliment and management.
Responsible for data management activities and the integrity of data maintained
internally, as well as data sent to the NIH database. rvranaged case load of study
subjects with multidisciplinary needs. Served on the Pediatric Patient Care Committee
and the recruitment and retention subcommitee for the Pediatric ACTO, Families
Perceived Benefits and Dissatisfactions with Clinical Trial Participation poster
presentation at the Twenty-Second ACTO meeting- July 1997, participated on advisory
committee for Child Welfare League of America, Inc., which led to the development of a
workbook for children facing the loss of a parent to HIY / AIDS (published 1997).

Nurse Associate - Pediatric Neurology, The University of Chicago, Chicago, lllinois:
Responsible for the outpatient care of pediatric neurology patients. Served as the ciinical
nurse for the Neurotibromatosis (NF) Program. Participated in research projects for the
NF Program.
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2000 - present Research Nurse Associate - Neurofibromatosis Program, The University of Chicago,
Chicago, lllinois: Study coordinator and data manager for the NF Program, Responsible
for the development of new protocols, collaboration with other sites on the development
and implementation of research protocols, compliance with study and institutional
regulatory requirements, staff education related to research protocols and
responsibilities, subject screening, enrollment and management. Responsible for
managing the NF database which includes chart audit and quality assurance, data entry
and retrieval, and all issues pertaining to study and institutional compliance. Patient
education and the promotion of quality of life issues for NF patients and their families.
Serving on the lllinois Neurofibromatosis, Inc Planning/Development Committee to ptan
and develop a one day camp for NF children.
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BIOGRAPHICAL SKETCH

Provide the following information for the key persennel and other significant contributors in the order listed on Form Page 2.
Foliow this format for each person. DO NOT EXCEED FOUR PAGES.

NAME POSITION TITLE

James Tonsgard Associate Professor

eRA COMMONS USER NAME

TONSGARD

EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as nursing, and include postdoctoral training.)
INSTITUTION AND LOCATION _DEGREE YEAR(s) FIELD OF STUDY

{if applicable)
Trinity College, Hartford, CT B.A. 1970
Yale University, New Haven, CT M.D. 1975 Medicine

A. Professional Experience:

6/75- 6/77  Pediatric Internship and Residency, Yale-New Haven Hospital, New Haven, CT.

7/77 - 8/80  Resident in Neurology, University of Chicago Hospitals and Clinics, The University of Chicago.
7/80 - 6/81 Research Fellow in Biochemistry, The University of Chicago.

7/81 - 6/83  Instructor, Departments of Pediatrics and Neurology, The University of Chicago.

7/83 - 6/89  Assistant Professor, Departments of Pediatrics and Neurology, The University of Chicago.
7/81-6/97  Consulting Neurologist, La Rabida Children's Hospital and Research Center, Chicago, IL.
1983 - 1996 Director, Organic Acid Laboratory, University of Chicago Hospitals and Clinics.

1989 - Director, Neurofibromatosis Program, The University of Chicago, Chicago, IL.

1984 - 1991 &

1997 - Consuiting Neurologist, Little Company of Mary Hospital, Evergreen Park, IL.

7/89 - Associate Professor, Department of Pediatrics and Neurology, The University of Chicago,
Chicago, IL.

1989 - Consulting Neurologist, CHA Lakeshore Hospital Psychiatric Units, Chicago, IL.

Honors:

1966 — 1970, lllinois Scholar, Trinity College; 1969, Rhodes Scholar Nominee; 1969, Pi Gamma Mu; 1975,

Lange Award for Academic Achievement, Yale University; 1991, American Academy of Neurology,

Commendation for excellent and very frequent reviews for The Journal of Neurology; 1995, Neurofibromatosis

Clinical Scholar, Neurofibromatosis, Inc; 1997, Top 500 Physicians in Chicago, Chicago, Magazine.

B. Publications:

Tonsgard JH, Huttenlocher PR, Thisted RA. Lactic acidosis in Reye's Syndrome. Pediatrics 69:64-69, 1982,

Tonsgard JH, Getz GS. The effect of Reye’s Syndrome serum on isolated chinchilla liver mitochondria. J Clin
Invest 76:816-825, 1985,

Tonsgard JH. Urinary dicarboxylic acids in Reye's Syndrome. J Pediatr 107:79-84, 1985.

Tonsgard JH. Serum dicarboxylic acids in Reye’s Syndrome. J Pediatr 109:440-445, 1986.

Hammond DN, Wainer BH, Tonsgard JH. Neuronal properties of hybrid cell lines derived from central
cholinergic neurons. Science 234:1237-1240, 1986.

Tonsgard JH, Harwicke N, Levine S. The Kluver-Bucy syndrome in children. Pediatr Neurol 3:162-165, 1987.

Tonsgard JH, Mendelson SA, Meredith SC. Binding of saturated straight chain dicarboxylic acids to bovine
serum albumin. J Clin Invest 82:1567-1573, 1988.

Tonsgard JH. The effect of Reye’s syndrome serum on the ultrastructure of isolated rat liver mitochondria. Lab
Invest 60:568-573, 1989,

Hammon DN, Lee HJ, Tonsgard JH, Wainer BH. Development and characterization of clonal cell lines derived
from septal cholinergic neurons. Brain Res 512:190-200, 1990.

Tonsgard JH. Understanding Neurofibromatosis: An Introduction to Patients and Parents. 1990. Chicago.
University of Chicago Press.

Tonsgard JH, Tung B, Kornafel KL, Getz GS. Environmentally induced differential amplification of
mitochondrial populations. Biochem J 271:511-518, 1990.

Tonsgard JH, Stephens J, Rhead WJ, Penn D, Horwitz AL, Kirschner BS, Whitington PF, Berger S, Tripp ME.
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Laboratory and pathologic findings in a patient with a defect in fatty acid oxidation. Pediatr Neurol 7:125-
132, 1991.

Tonsgard JH, Meredith SC. Characterization of the binding sites for dicarboxylic acids on bovine serum
albumin. Biochem J 276:569-575, 1991.

Kundu RK, Tonsgard JH, Getz GS. The induction of omega-oxidation of monocarboxylic acids in rats by
aspirin. J Clin Invest 88:1865-1872, 1991.

Masellie R, Burnet M, Tonsgard JH. In vitro micro electrode study of neuromuscular transmission in botulism.
Muscle and Nerve 15:273-276, 1992.

Kundu RK, Getz GS, Tonsgard JH. The induction of omega-1-oxidation of monocarboxylic acids by
acetylsalicylic acid. J Lipid Res 34:1187-1199, 1993.

Kossak BD, Schmidt-Sommerfeld E, Penn D, Schoeller D, Rinaldo P, Huang Z, Gage DA, Tonsgard JH. The
effect of valproic acid on fatty acid metabolism and the role of carnitine supplementation. Neurology
43:2362-2368, 1993.

Taravath S, Tonsgard JH. Cerebral malformations in Carpenter’s syndrome. Pediatr Neurol 9:230-234, 1993.

Tonsgard JH, Oesterle C. Ophthalmologic findings in Neurofibromatosis, Type 2. J Pediatr Ophthal 30:327-
330, 1993.

Aoyama T, Kelley RI, Tonsgard JH, Rhead WJ, Hashimoto. A novel disease with deficiency of mitochondrial
very long chain acyl CoA dehydrogenase. Biochem Biophys Res Comm 191:1369-72, 1993.

Alexander JJ, Banerjee P, Dawson G, Tonsgard JH. Hyperammonemia increases serotonin 1A receptor
express-ion in both rat hippocampus and a transfected hippocampal cell line, HN2-5. J Neurosci Res.
41;105-110, 1995.

Tonsgard JH, Yelavarthi KK, Cushner S, Short MP, Lindgren V. Do NF1 gene deletions resultin a
characteristic phenotype? Am J Med Genet. 73:80-86, 1997.

Tonsgard JH. Understanding Neurofibromatosis: An Introduction for Patients and Parents. 1997. London, The
Neurofibromatosis Association.

Alexander JJ, Snyder A, Tonsgard JH. Omega-oxidation of monocarboxylic acids in rat brain. Neurochem Res
23:227-233, 1998.

Tonsgard JH, Kwak SM, Short MP, Dachman AH. CT imaging in adults with neurofibromatosis-1: frequent
asymptomatic plexiform lesions. Neurology 50:1755-1760, 1998.

Stevenson DA, Birch PH, Friedman JM, Viskochil DH, Balestrazzi P, Boni S, Buske A, Korf BR, Niimura M,
Pivnick EK, Schorry EK, Short MP, Tenconi R, Tonsgard JH, Carey JC. Descriptive analysis of tibial
pseudarthrosis in patients with neurofibromatosis 1. Am J Med Genet 84:413-4189, 1999.

Nadig M, Munshi I, Short MP, Tonsgard JH, Sullivan C, Frim DM. A child with neurofibromatosis-1 and a
lumbar epidural arteriovenous malformation. J Child Neurol 15:273-275, 2000.

Miller MB, Tonsgard JH, Soltani K. Late-onset neurofibromatosis in a liver transplant recipient. Int J Dermatol
39:376-379, 2000.

Lee MC, Frank JI, Kahana M, Tonsgard JH, Frim DM. Decompressive hemicraniectomy in a 6-year-old male
after unilateral hemispheric stroke. Case report and review. Pediatr Neurosurg. 38(4):181-5, 2003.

Tonsgard J, Short P, Yamini B, Frim D. Surgical treatment of neurofibromatosis. In: Schmidek HH, Roberts
(eds) Schmidek and Sweet's Operative Neurosurgical Techniques: Indications, Methods, and Results. Fifth
Edition, Philadelphia, Saunders and Elsevier, 2006. Volume One, pp.968-974.

Tonsgard JH. Understanding Neurofibromatosis: An Introduction to Patients and Parents, Second Edition.
2005. Chicago; University of Chicago Press.

Tonsgard JH. Clinical manifestations and management of neurofibromatosis type 1. Semin Pediatr Neuro!.

Mar;13(1):2-7, 2006.

C. Research Support:

Ongoing:

US Army Research Command 04/01/07 — 03/13/12

Neurofibromatosis Consortium/University of Alabama

The goal of this project is to develop innovative biologically-based therapies for the more common and/or
devastating complications of NF1 and to perform sequential hypothesis-driven therapeutic trials for multiple
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NF1 clinical manifestations, building on the results of previous studies, so as to more rapidly improve the
outcome for children and adults with NF1.
Role on Project: Principal Investigator for the University of Chicago

Completed: .

W81 XWH-06-1-0026 10/15/05 - 11/14/06

USA Medical Research & Materiel Command

The University of Chicago Neurofibromatosis Program

The Neurcfibromatosis (NF) Program at the University of Chicago was established in 1989 at the
request of parents and patients interested in advancing clinical care and research for NF. The core
clinical group consists of a pediatrician and neurologist (Dr. Tonsgard}, a geneticist/neurologist (Dr.
Short), a child psychiatrist (Dr. Kelley), a nurse/database manager (Ms. McKenzie}, and a lay
representative from the local NF support group. Subspecialists within the university closely interact

with us.

U01 A127559-18 (Yogev) 3/1/05 — 2/28/06
NIH/NIAID

Pediatric AIDS Clinical Trial Group (ACTG)

Marcinak Principal Investigator at University of Chicago

Role in Project: Investigator

The Chicago Pediatric AIDS Clinical Trials Unit participates in the multicenter AIDS clinical trials under the
NIAID cooperative agreement U01 Al27559. Our goal is to participate in pathogenesis-oriented trials
designed to 1) maximize the interruption of maternal- fetal/newborn transmission of HIV; 2) evaluate the effect
Of new antiretroviral agents or combination of agents on viral load, immunologic markers and/or clinical
outcome; 3) increase our understanding of the role of immune-based therapy; and, 4) manage opportunistic
infections and/or evaluate the usefulness of prophylactic regimens.
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