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Grant Number: 7 US54 RR019484-02 (Revised}
Principal Investigator: NEW, MARIA I. MD
Project Title: WNatural History of Rare Genetic Stercid Disorders

MS JESSICA MOISE

DIRECTOR

GRANTS AND CONTRACTS CFFICE
MOUNT SINAT SCHOOL OF MEDICINE
NEW YORK, NY 100286574

NEW YORK, NY 100296574

UNITED STATES

Budget Period: 06/01/2004 - 07/31/2004
Project Period: 09/30/2003 - 07/31/2008

Dear Business Official:

The National Institutes of Health hereby revises this award (see ''Award
Calculation'' in Section I and '‘Terms and Conditions'' in Section IITI)
to MOUNT SINAI SCHOOL OF MEDICINE OF NYU in suppert of the above
referenced project. This award is pursuant to the avthority of and is
subject to terms and conditions referenced below.

Acceptance of this award including the Terms and Conditions is
acknowledged by the grantee when funds are drawn down or otherwise
obtained from the grant payment system.

Award recipients are responsible for reporting inventions derived or
reduced to practice in the performance of work under this grant. Rights
to inventions vest with the grantee organization provided certain
requirements are met and there is acknowledgement of NIH support. 1In
addition, recipients must ensure that patent and license activities are
consistent with their responsibility to make unique research resources
developed under this award available to the scientific community, in
accordance with NIH policy. For additional information, please visit
http://www.iedison.gov.

If you have any questions about this award, please contact the
individual{s)} referenced in the information bhelow.

Sincerely yours,

http://qvr.era.nih.gov/projectnga.cfm?Applld=6916708&requesttimeout=180 6/18/2010
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Mary Niemiec

Grants Management Officer

NATTONAL, CENTER FOR RESEARCH RESCURCES
0 .

See additicnal information below

0

SECTION I - AWARD DATA - 7 US54 RR0139484-02 (Revised)

AWARD CALCULATICN (U.S. Dollars):

Salaries and Wages $38,066
Fringe Benefits $9,7086
Personnel Costs 547,772
Equipment $6,000
Supplies . £52,500
Travel Costs $16,000
Patient Care (Outpatient) $40,000
Other Costs $74,431
Consortium/Contractual Cost $491,389
Federal Direct Costs £728,092
Federal F&A Costs $202,039
APPROVED BUDGET $930,131
TOTAL FEDERAL AWARD AMOUNT $930,131
AMOUNT OQF THIS ACTION (FEDERAL SHARE) +50

Recommended future year total cost support, subject to the
availability of funds and satisfactory progress of the project, ig as
follows.

03 $1,123,337

04 $1,156,489

05 $1,074,830

g6 $1,135,127

FISCAL INFORMATION:
CFDA 93.389
Nunmber :

EIN:

Document Number: URR(C193484B

IC/ CAN / FY2003 / FY2004 / FY2005 / FY2006 /  FY2007

OD/8421751/ 930,130/ 1,123,336/ 1,156,488/ 1,074,989/ 1,135,126
RR/8422434/ 1
RR/8464622 / 1/ 1/ 1/ 1

NIH ADMINISTRATIVE DATA:
PCC: CRTS5 / OC: 41.4P /Processed: NIEMIECM 040815 0538

SECTION II - PAYMENT/HOTLINE INFORMATION - 7 US4 RR019484-02 (Revised)

http://qvr.era.nih.gov/projectnga.cfm? Applld=6916708 &requesttimeout=1 80 6/18/2010
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For Payment and HHS Office of Inspector General Hotline Information,
see the NIH Home Page at
http://grants.nih.gov/grants/policy/awardconditions.htm

SECTION III - TERMS AND CONDITIONS -~ 7 US4 RR019484-02 {Reviged)

This award is based on the application submitted to, and as approved by, the
NIH on the above-titled project and is subject to the terms and conditions
incorporated either directly or by reference in the following:

a. The grant program legislation and program regulation cited in this Notice
of Grant Award.

b. The restrictions on the expenditure of federal funds in appropriations
acts, to the extent those restrictions are pertinent to the award.

c. 45 CFR Part 74 or 45 CFR Part 92 as applicable.

ad

d. The NIH Grants Policy Statement, including addenda in effect as of
the beginning date of the budget pericd.
e. This award notice, INCLUDING THE TERMS AND CONDITIONS CITED BELOW.

(see NIH Home Page at
http://grants.nih.gov/grants/policy/awardconditions.htm for certain
references cited above.)

Carry over of an unobligated balance into the next budget period
regquires Grants Management Officer prior approval.
Treatment of Program Income:

Other Research (Add/Deduct Option)

SECTION IV - NCRR ADDITIONAL TERMS AND CONDITIONS - 7 US54 RR019484-~-02
{REVISED)

This award is revised to adjust NIH accounting information only.

PREVIOUS SECTION IV - NCRR ADDITIONAL TERMS AND CONDITIONS - 7 U54
RR019484-02

This award may be revised downward if the actual expenditures reported
by the former grantee, Weil Medical College of Cornell University, are
greater than those estimated on the Relingquishing Statement.

This award is issued as a Cooperative Agreement and includes the Terms
of Collaboration detailing the nature of the awardee's collaborative
relationship with the Office of Rare Diseases Program Cocrdinator, NCRR
Program Coordinator, the participating IC Program officers, Directors of
Rare Disease Clinical Research Centers, and the Director of the Data and
Technology Coordinating Center.

This cooperative agreement is awarded in accordance with RFA-RR-03-008,
"Rare Diseases Clinical Research Network."”

Funds to support this grant have been provided by The Office of Rare
Diseases, Cffice of the Director, NIH, and the National Center for
Research Resources.

RESTRICTION:

NO FUNDS PROVIDED UNDER THIS AWARD MAY BE EXPENDED FOR SUPPORT OF
APPROVED PROJECT ACTIVITIES PERFORMED AT THE CONSORTIUM SITE AT THE
UNIVERSITY OF SAQ PAOLO IN SAO PAOLC, BRAZIL UNTIL: (1} NCRR HAS
RECEIVED WRITTEN NOTIFICATION FROM NIH THAT U.S. DEPARTMENT OF STATE

http://qvr.era.nih.gov/projectnga.cfm?Applld=691 6708&requesttimeout=180 6/18/2010
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APPROVAL: FOR THIS ACTIVITY HAS BEEN RECEIVED, (2} NCRR HAS NOTIFIED THE
GRANTEE INSTITUTION IN WRITING THAT APPROVAL HAS BEEN RECEIVED, AND (3)

A REVISED NOTICE OF GRANT AWARD HAS BEEN ISSSUED BY NCRR TO THE GRANTEE

INSTITGTION REMOVING THIS RESTRICTION FROM THE AWARD.

RESTRICTION:

NO FUNDS PROVIDED UNDER THIS AWARD MAY BE EXPENDED FCR SUPPORT OF
PROTOCOLS INVOLVING HUMAN SUBJECTS, EXCEPT FOR EXEMPT RESEARCH AS
DESCRIBED TN 45 CFR 46.10(b}, UNTIL THE PROTOCOL HAS BEEN REVIEWED AND
APPROVED BY THE GRANTEE'S INSTITUTIONAL REVIEW BOARD.

This award includes funds for consoriia activity with The University of
Texas Southwestern Medical Center, The Columbia University/New York
State Psychiatric Institute, The University of Sao Pacla, Brazil and
OLyon France Site as follows:

Texas SW Med Ctr Columbia U/NY State

Personnel 68,373 74,754
Supplies 15,024 1,500
Travel 1,740
Patient Care

Outpatient 40,000
Other Expenses 7,500 20,390
]
Direct Costs 130,897 98,384
F&A Costs 50,902 51,206
Total Costs 181,789 149,590

Lyon France Sao Paola, Brazil

Personnel 36,000
Supplies 40,238 24,000
Travel 5,000
Patient Care

Outpatient 45,000
Other Expenes 5,000
Direct Costs 95,238 60,000
F&2A Costs 4,762 0
Total Costs 100,000 60,000

Consortia are to be established and administered as described in the NIH
Grants Policy Statement, March 2001, part II, pages 235-238.

Cooperative Agreement Terms And Conditions Of Award

The following terms and conditions will be incorporated into the award
statement and provided to the Principal Investigator as well as the
institutional official at the time of award.

These special Terms of Award are in addition to, and not in lieu of,
otherwise applicable OMB administrative guidelines, HHS Grant
Administration Requlations at 45 CFR part 74 and 92, and other HHS, PHS,
and NIH Grant Administration policy statements.

The administrative and funding instrument used for this program is the
multiproject cooperative agreement {U54), an "assistance” mechanism
rather than an "acquisition" mechanism, in which substantial NIH
scientific and/or programmatic involvement with the awardee is
anticipated during the performance of the activity. Under the
cooperative agreement, the NIH purpose is to support and/or stimulate
the recipient's activity by involvement in and otherwise working jointly
with the award recipient in a partner role, but it is not to assume
Qirection, prime responsibility, or a dominant role in the activity.
Consistent with this concept, the dominant role and prime responsibility
for the activity resides with the awardees for the project as a whole,
although specific tasks and activities in carrying out the research will

http://qvr.era.nih.gov/projectnga.cfim? Applld=6916708 &requesttimeout=1 &0 6/18/2010
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be shared among the awardees and the NIH Research Coordinators.
1. Awardee Rights and Responsibilities

Awardees will have primary responsibility for defining the details of
the project within the gquidelines of the RFA RR 03-008 ang for
performing the scientific activity, and agree to accept c¢lose
coordination, cooperation, and participation of the NIH staff in those
aspects of the scientific and technical management of the project
described below. Specifically, awardees have primary responsibility as
described below.

BDCRC Director and the DTCC Director

The Rare Diseases Clinical Research Center Directors and Data and
Techrniology Coordinating Center Director are the persons responsible for
the overall management of their Centers and coordination with the other
Centers. The relationship between the Clinical Centers and the Data and
Technology Center should be cne of equal partrners in the Network. Each
Center Director must devote at least 20% effort to this program.

Collaboration and Cooxdination

!

The collaboration of investigators between Centers is highly encouraged
based on shared interests and complementary talents. The planned
collaborating sites within the Center must be ongoing and active. Plans
for evaluating and removing or replacing non-productive members of a
Center consortium must be in place for each Center.

Steering Committee Membership and Meeting Attendance
Qi

Each Center Principal Investigator will be designated the Center
Director. Each Center Director will be a voting member of the Network
Steering Committee and participate in all Committee activities and
decisions including, but neot limited to, conference calls and special
subcommittees as may be necessary. The Steering Committee shall be
responsible for determining the freguency of meetings and scheduling the
time and location. The Steering committee will establish the procedures
for the function of the Centers network, as outlined in section
"Steering Committee."

Data Coordination and Management and Sharing

The awardees will have primary rights to all data developed under these
awards, subject to Government rights of access consistent with HHS and
WIH policies. The DTCC will develop with the input of the Steering
Committee a data management system. All Centers will place their data
at the DTCC who will also offer analysis expertise for Network
investigators. The intention of the NIH is that the data collected
within this Network will be become a resource for the Rare Disease
Community and will be made avajlable tfo the scientific community.
Criteria and mechanisms for data sharing among investigators within the
Network and with the scientific community will be developed by the
Steering Committee.

Publication and Presentation of Study Findings

Early publication of major findings is encouraged. Publicatiens and
oral presentations of work performed under this agreement will require
appropriate acknowledgment of the Rare Disease Clinical Research Network
and NIH support. The Steering Committee will establish the procedures
and eriteria for presentation and publication of data developed within
the Centers network.

Federally Mandated Regulatory Requirements

hitp://qvr.eranih.gov/projectnga.cfm?Applld=691 6708&requesttimeout=180 6/18/2010
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Each institution participating in the Rare Diseases Clinical Research
Network is required to meet DHHS regulations for the protection of human
subjects and FDA reguirements for the conduct of research using
investigational agents. At a minimum, these include:

o methods for assuring that each institution at which Rare Diseases
Clinical Research Network investigators are conducting clinical studies
has registered with the Office of Human Research Protections {CHRP;
http://chrp.osophs.dhhs.gov/) and has a Federalwide Assurance; that
study protocols are reviewed and approved by the responsible
Institutional Review Board (IRB) prior to patient entry; that active
protocols are reviewed at least annually by the IRB, and that amendments
are approved by the IRB.

o methods for assuring or documenting that each patient, or patient's
parent/legal guardian, gives fully informed consent to participation in
a research protocel prior to the initiation of the clinical study.

2. NIH Staff Responsibilities

One representative f£rom ORD and one representative from the NCRR will be
designated to serve as the Program Coordinators for this cooperative
“agreement. The ORD and NCRR Program Ceoordinators and one Program
Officer from each participating IC will have substantial
seientific/pregrammatic involvement during the conduct of this activity
through technical assistance, advice and coordination above and beyond
normal program stewardship for grants, as described below.

Steering Committee Membership and Meeting Attendance

]

The ORD and NCRR Program Coordinators and one Program Officer from each
participating IC will serve on the Steering Committee and will
participate in all Committee activities, including, but not limited to,
meetings, conference calls, subcommittees, and special committees. They
will assist in development of operating policies, quality control
procedures, and policies that require cooperative action. However,
while the ORD and the NCRR Program Coordinators and participating IC

]

Program Officers will atternd Steering Committes Meetings, their
cumulative votes may never exceed 40 percent.

Monitoring Performance

The ORD and MCRR Program Coordinators and IC Program Officers will
assist the Steering Committee in the development of procedures for
monitoring the performance of the clinical studies. This includes
participation in periedic on-site monitoring with respect to compliance
with protocol specifications, quality contrxel and accuracy of data
recording, and accrual. The NIH will also provide assistance to the
Drec in identifying technology resources, provide oversight of
activities, including security and privacy issues.

Publication and Presentation of Clinical Studies Findings

The NIH staff mey contribute, through review, comment, analysis, and/or
co-authorship, to reporting results of the clinical studies and
trials/studies to the investigator community and other interested
scientific and lay organizations. Co-authorship by the NIH staff will
be subject to approval in accordance with the NI¥ policies regarding
staff authorship of publications resulting from extramural awards.

The Government, via the ORD Program Coordinator and the NCRR Program

Coordinator, will have access to data generated under this Cooperative
Agreement and may periodically review the data and progress reports.

http://qvr.era.nih.gov/projectnga.cfm?Applld=691 6708 &requesttimeout=180 6/18/2010
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Information obtained from the data may be used by NIH staff for the
preparation of internal reports on the activities of the clinical
studies. However, awardees will retain custody of and have primary
rights to all data developed under these awards.

Progrem Stewardship

The assigned Program Directors will be responsible for normal
programmatic stewardship and monitoring of this award and approval of
new pilot studies. The Program Directors may also serve as the NCRR
Program Coordinator and the substantively involved IC Program officers.
They may receive input and recommendations from other NIH staff in
monitoring the awards. '

3. Collabhorative Responsibilities

All investigators within each Center and the Coordinating Center must be
willing to work cooperatively and collaboratively both within their
Center consortium and with other Centers. Each Center is expected to
send two Center participants to three 2 day meetings in the first year
to the Washington, D.C. area and biannually thereafter.

Steering Committee

A Steering Cormmittee will be established to serve as the main governing
bedy of the cooperative network. At a minimum, the Steering Committee
will be composed of one representative from each of the RDCR Centers.
ene representative from the DTCC, the ORD Program Coordinator, the NCRR
Program Coordinator, and other participating IC Program Officers. All
members are expected to actively participate in all Steering Committee
activities. The combined vote of NIH membership may never exceed 40
percent.

The Chairperson of the Steering Committee will be selected by the
Steering Committee from among the non~Federal members during one of the
early meetings of the Committee to be convened by the NIH Research
Coordinators. all major decisions will be determined by the Steering
OCommittee. The Committee will meet at least three times during the
first 12 months of the program and at least semi-annually thereafter. As
needed, the Steering Committee may establish subcommittees for special
purposes. XLt is expected that most of the work of the Steering
Committee will be performed in these subcommittees. All Centers must
abide by decisions of the Steering Committee.

The Steering Committee will have responsibility for facilitating the
conduct of the clinical studies, promoting trans-Center collaboration,
O

establishing and updating the content of the web resocurce site, and
establishing procedures for reperting results of Center studies. The NIH
may provide additiomal funds in future years for new pilot projects. The
Steering Committee should develop procedure for reviewing proposals for
such projects. The Steering Committee will provide scientific and
technical assistance and guidelines with respect to quality control,
uniformity of data collection, management of the collective rare
diseases database, and data analysis.

4. Arbitration

Any disagreement that may arise on scientific or programmatic matters
{within the scope of the award) between award recipients and the NIE may
be brought to arbitration. BAn arbitration panel will be formed to
review any scientific or programmatic issue that is significantly
restricting progress. This panel will be composed of three members --
one selected by the Steering Committee or by the individual awardee in
the event of an individual disagreement, a second member selected by the

http://qvr.era.nih. gov/projectnga.cfin? Applld=6916708&requesttimeout=1 80 6/18/2010
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NIH, and a third member with expertise in the relevant area and selected
by the two prior members. While the decisions of the Arbitration Panel
are binding, these special arbitration procedures will in no way affect
the awardee's right to appeal an adverse action in accordance with PHS
requlations at 42 CFR Part 50, subpart D, and HHS regulations at 45 CFR
Part 16.

SECTION V - NCRR CONTACTS:

The Grants Management Specialist is respensible for the negotiation,
award and administration of this project and for interpretation of
Grants Administration ‘policies and provisions. The Program official is
responsible for the scilentific, programmatic and technical aspects of
this project. These individuals work togethex in overall project
administration. Prior approval requests (countersigned by the PI &
suthorized business official) should be submitted in writing to the
Grants Management Specialist. Requests may be made via e-mail provided
they are routed through these same officials.

The NCRR WWW home page is at http://www.ncerr.nih.gov/

Elaine §. Collier, Program Official
Judith Musgrave, Grants Specialist
Phone: (301) 435-0841 Fmail: musgravi@mail .nih.gov Fax: (301) 480-3777

SPREADSHEET
GRANT NUMBER: 7 US54 RR019484-02 (Revised)

P.I.: NEW, MARIA I.
INSTITUTION: MOUNT SINAI SCHOOL OF MEDICINE OF NYU

YEAR 02 YEAR 03 YEAR 04 YEAR (5 YEAR 06

Salaries and Wages 318,066 228,393 241,588 246,281 253,672
Fringe Benefits 9,706 58,241 61,605 62,801 64,686
Personnel Costs 47,772 286,634 303,193 309,082 318,358
Equipment &,000

Supplies 52,500 12,131 13,260 13,658 14,0692
Travel Costs 16,000 16,060 14,000 14,000 14,000
Patient Care 40,000 40,000 40,000 4¢, 000 40,000
(Cutpatient)

Other Costs 74,431 23,500 89,293 33,929 34,947
OCensortium/Contractual 491,389 509,876 405,019 406,705 448,698
Cost

TOTAL FEDERAL DC 728,082 888,201 864,765 817,374 870,072
TOTAI, FEDERAL F&A 202,039 235,136 291,724 257,616 265,055
TOTAL COST 930,131 1,122,337 1,156,489 1,074,990 1,135,127
O

YEAR 02 YEAR 03 YEAR 04 YEAR 05 YEAR 08

F&A Cost Rate 1 69.50%  69.50%  69.50%  69.50%  69.50%
F&A Cost Base 1 290,703 338,325 419,747 370,670 381,374
F&A Costs 1 202,039 235,136 291,724 257,616 265,055
........................ END OF NGA ..o

http://qvr.eranih. gov/projectnga.cim?Applld=6916708&requesttimeout—1 80 6/18/2010
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Issue Date:(07/27/2004
Department of Health and Human Services
National Institutes of Health

NATIONAI. CENTER FOR RESEARCH RESOURCES

'Jr********‘k************************************‘k'k********************************

Crant Number: 7 US54 RR019484-02
Principal Investigator: NEW, MARIA I. MD
Project Title: Natural History of Rare Genetic Steroid Disorders

MS JESSICA MOISE

DIRECTOR

GRANTS AND CONTRACTS OFFICE

MOUNT SINATI SCHOOL OF MEDICINE
NEW YORK, NY 100296574

NEW YORK, NY 100236574

UNITED STATES

Award e-mailed to: Grants@mssm.edu

Budget Period: 06/01/2004 - 07/31/2004
Project Period: 09/30/2003 - 07/3L/2008

Dear Business Official:

The National Institutes of Health hereby awards a grant in the amount of
5930, 131 (see ''Award Calculation''’ in Section I} to MOUNT SINAI SCHOOL
OF MEDTICINE OF NYU in support of the above referenced project. This
award is pursuant to the authority of and is subject to terms and
conditions referenced below.

Acceptance of this award including the Terms and Conditions is
acknowledged by the grantee when funds are drawn down or otherwise
obtained from the grant payment system.

Award recipients are responsible for reporting inventions derived or
reduced to practice in the performance of work under this grant. Rights
#o inventions vest with the grantee organization provided certain
requirements are met and there is acknowledgement of NIH support. In
addition, recipients must ensure that patent and license activities are
congistent with their responsibility to make unigue research resources
developed under this award available to the scientific community, in
accordance with NIH policy. For additional information, please visit
http: //www.iedison.gov.

Tf you have any questions about this award, please contact the
individual (s) referenced in the information below.

Sincerely yours,

http://qvr.era.nih.gov/projectnga.cfm? Applld=691 6708 &requesttimeout=180
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Mary Niemiec

Grants Management Officer

FNATIONAL CENTER FOR RESEARCH RESOURCES
See additional information below

O

SECTION I - AWARD DATA - 7 UB4 RR01L9484-02

AWARD CALCULATION (U.S. Dollars):

Salaries and Wages $38,068
Fringe Benefits : 49,706
Personnel Costs $47,172
Equipment $6,000
Suppiies §52,500
Travel Costs $16,000
Patient Care (Outpétient} 540,000
Other Costs $74,431
Consortium/Contractual Cost $491,389
Federal Direct Costs $728,0092
Federal F&A Costs $202,039
APPROVED BUDGET £930,131

TQTAL. FEDERAL AWARD AMOUNT $930,131

Recommended future year total cost support, subject to the
availability of funds and satisfactory progress of the project, is as
follows.

03 $1,123,337

04 $1,156,485

05 $1,074,990

08 $1,135,127

FISCAT, INFORMATION:
CFDA 93.389
Number:

EIN:

Document Number: URR019484B

IC/ CBN / FY2003 / FY2004 /  FY2005 / FY2006 /  FY2007
0D/8421751/ 930,130/ 1,123,336/ 1,156,488/ 1,074,989/ 1,135,126
RR/8464629/ 1/ 1/ 1/ 1/ 1

NIH ADMINISTRATIVE DATA:
peC: CRT65 / OC: 41.4P /Processed: NIEMIECM 040723 0659

SECTTON II - PAYMENT/HOTLINE INFORMATION - 7 US54 RR019484-C2

For Payment and HHS Office of Inspector General Hotline Information,
see the NIH Home Page at

http://qvr.era.nih.gov/projectnga.cfm? Applld=6916708 &requesttimeout=180 6/18/2010
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http://grants.nih.gov/grants/policy/awardconditions.htm
SECTION TII - TERMS AND CONDITIONS - 7 U54 RR019484-02

This award is based on the application submitted to, and as approved by, the
NTH on the above-titled project and is subject to the terms and conditions
incorporated either directly or by reference in the following:

0

a. The grant program legislation and program reguiation cited in this Notice
of Grant Award.

b. The restrictions on the expenditure of federal funds in appropriations
acts, to the extent those restrictions are pertinent to the award.

c. 45 CFR Part 74 or 45 CFR Part 92 as applicable.

4. The NIY Grants Policy Statement, including addenda in effect as of

the beginning date of the budget periocd.

@. This award notice, INCLUDING THE TERMS AND CONDITIONS CITED BELOW.

ul

(see NIH Home Page at
http://grants.nih.gcv/grants/policy/awardconditions.htm for certain
references cited above.)

Carry over of an unocbligated balance into the next budget period
requires Grants Management Officer prior approval.

Treatment of Program Income:
Other Research (Add/Deduct Option)

SECTION IV - NCRR ADDITIONAL TERMS AND CONDITIONS - 7 US54 RR019484-02

This award may be revised dovnward if the actual expenditures reported
by the former grantee, Weil Medical College of Cornell University, are
greater than those estimated on the Relingquishing Statement.

This award is issued as a Cooperative Agreement and includes the Terms
of Collaboration detailing the nature of the awardee's collabeorative
relationship with the Office of Rare Diseases Program Coordinator, NCRR
Program Cocrdinator, the participating IC Program Officers, Directors of
Rare Disease Clirical Research Centers, and the Director of the Data and
Technology Coordinating Center.

This cooperative agreement is awarded in accordance with RFA-RR-03-008,
"Rare Diseases Clinical Research Network."

Funds to support this grant have been provided by The Office of Rare
Diseases, Office of the Director, NIH, and the National Center for
Research Resources.

RESTRICTION:

NO FUNDS PROVIDED UNDER THIS AWARD MAY BE EXPENDED FOR SUPPCRT OF
APPROVED PROJECT ACTIVITIES PERFORMED AT THE CONSORTIUM SITE AT THE
UNIVERSITY OF SAC PAQOLO IN SAQ0 PAOLO, BRAZIL UNTIL: (1} NCRR EAS
RECETVED WRITTEN NOTIFICATION FROM NIH THAT U.S. DEPARTMENT OF STATE
APPROVAL FOR THIS ACTIVITY HAS BEEN RECEIVED, (2) NCRR HAS NOTIFIED THE
CRANTEE INSTITUTION IN WRITING THAT APPROVAL HAS BEEN RECEIVED, AND ({(3)
A REVISED NOTICE OF GRANT AWARD HAS BEEN ISSSUED BY NCRR TC THE GRANTEE
INSTITUTION REMOVING THIS RESTRICTION FROM THE AWARD.

RESTRICTION:

NO FUNDS PROVIDED UNDER THIS AWARD MAY BE EXPENDED FOR SUPPORT OF
PROTOCOLS INVOLVING HUMAN SUBJECTS, EXCEPT FOR EXEMPT RESEARCH AS
DESCRIBED IN 45 CFR 46.10 (b}, UNTIL THE PROTQCOL HAS BEEN REVIEWED AND
APPROVED BY THE GRANTEE'S INSTITUTIONAL REVIEW BOARD.

http://qvr.era.nih.gov/projectnga.cfm?Appild=691 6708 &requesitimeout=180 6/18/2010
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This award includes funds for consortia activity with The University of
Texas Southwestern Medical Center, The Columbia University/New York
State Psychiatric Imstitute, The University of Sao Paola, Brazil and
Lyon France Site as follows:

Texas SW Med Ctr Columbia U/NY State

Personnel 68,373 74,754
Supplies 15,024 1,500
Travel 1,740
Patient Care

Outpatient 40,000
Other Expenses 7,500 20,390
Rirect Costs 130,897 58,384
F&A Costs 50,902 54,206
Orotal Costs 181,799 149,590

Lyon France Saoc Paola, Brazil

Personnel 36,000
Supplies 40,238 24,000
Travel 5,000
Patient Care

Outpatient 45,000
Other Expenes 5,000
0
Direct Costs 95,238 60,000
F&A Costs 4,762 0
Total Costs 100,000 60,000

Consortia are to be established and administered as described in the NIH
Grants Policy Statement, March 2001, part II, pages 235-238.

Cooperative Agreement Terms And Conditions Of Award

The following terms and conditions will be incorporated into the award
statement and provided to the Principal Investigator as well as the
institutional official at the time of award.

These special Terms of Award are in addition to, and not in lieu of,
otherwise applicable OMB administrative guidelines, HHS Grant
Administration Regulations at 45 CFR part 74 and 92, and other HHS, PHS,
and NIH Grant Administration policy statements.

The administrative and funding instrument used for this program is the
multiproject cooperative agreement (US4), an "assistance” mechanismn
rather than an "acquisition” mechanism, in which substantial NIH
scientific and/or prbgrammatic involvement with the awardee is
anticipated during the performance of the activity. Under the
cooperative agreement, the NIH purpose is to support and/or stimulate
the recipient's activity by involvement in and otherwise working jointly
with the award recipient in a partner role, but it is not to assume
direction, prime responsibility, or a dominant role in the activity.
Consistent with this concept, the dominant role and prime responsibility
for the activity resides with the awardees for the project as a whole,
although specific tasks and activities in carrying out the research will
be shared among the awardees and the NIH Research Cocordinators.

1. Awardee Rights and Responsibilities

Awardees will have primary responsibility for defining the details of
the project within the guidelines of the RFA RR 03-008 and for
performing the scientific activity, and agree to accept close
coordination, cooperaticn, and participation of the NIH staff in those
aspects of the scientific and technical management of the project
described below. Specifically, awerdees have primary responsibility as
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described below.
RDCRC Director and the DTCC Director

The Rare Diseases Clinical Research Center Directors and Data and
Technology Coordinating Center Director are the persons responsible for
the overall management of their Centers and coordination with the other
Centers. The relationship between the Clinical Centers and the Data and
Technology Center should be one of equal partners in the Network. Each
Center Director must devote at least 20% effort to this program.

Collaboration and Coordination

The collaboration of investigators between Centers is highly encouraged
based on shared interests and complementary talents. The planned
collaborating sites within the Center must be ongoing and active. Pians
for evaluating and removing or replacing non-productive members of a
Center congortium must be in place for each Center.

Steering Committee Membership and Meeting Attendance

Each Center Principal Investigator will be designated the Center
Director. Each Center Director will be a voting member of the Network
OSteering Committee and participate in all Committee activities and
decisions including, but not limited to, conference calls and special
subcommittees as may be necessary. The Steering Committee shall be
responsible for determining the frequency of meetings and scheduling the
time and location. The Steering committee will establish the procedures
for the function of the. Centers network, as outlined in section
"Steering Committee."

Data Coordination and Management and Sharing
]

The awardees will have primary rights to all data developed under these
awards, subject to Government rights of access consistent with HES and
NIH policies. The DTCC will develop with the input of the Steering
Committee a data management system.  All Centers will place their data
at the DTCC who will also offer analysis expertise for Network
investigators. The intenticon of the NIH is that the data collected
within this Network will be become a resource for the Rare Disease
Comrunity and will be made available to the scientific community.
Criteria and mechanisms for data sharing among investigators within the
Network and with the scientific community will be developed by the
Steering Committee.

publication and Presentation of Study Findings

Early publication of major findings is encouraged. Publications and
oral presentations of work performed under this agreement will recquire
aporopriate acknowledgment of the Rare Disease Clinical Research Network
and NIH support. The Steering Committee will establish the procedures
‘and criteria for presentation and publication of data developed within
the Centers network.

Federally Mandated Regulatory Requirements

Each institution participating in the Rare Diseases Clinical Research
Network is required to meet DHHS requlations for the ptotection of human
subjects and FDA requirements for the conduct of research using ‘
jnvestigational agents. At a minimum, these include:

o methods for assuring that each institution at which Rare Diseases

¢linical Research Network investigators are conducting clinical studies
has registered with the Office of Human Research Protections (OHRP;

http://qvr.era.nib.gov/projectnga.cfm?Applld=6916708 &requesttimeout=1 80 6/18/2010



NGA -- NIH Query/View/Reporting System Page 14 of 16

http: //chrp.osophs.dhhis.gov/} and has a rFederalwide Assurance; that
study protocols are reviewed and approved by the responsible
Institutional Review Board (IRB) prior to patient entry; that active
protocols are reviewed at least amnually by the IRB, and that amendments
are approved by the IRB.

o methods for assuring or documenting that each patient, or patient's
parent/legal guardian, gives fully informed consent to participation in
a research protocol prior to the initiation of the clinical study.

2. NIH Staff Responsibilities

One representative from ORD and one representative from the NCRR will be
designated to serve as the Program Coordinators for this cooperative
agreement. The ORD and NCRR Program Cooxrdinators and cne Program
Officer from each participating IC will have substantial
scientific/programmatic involvement during the conduct of this activity
through technical assistance, advice and coordination above and beyond
normal program stewardship for grants, as described below.

Steering Committee Membership and Meeting Attendance

The ORD and NCRR Program Cocordinators and one Program Officer from each
participating IC will serve on the Steering Committee and will
participate in all Committee activities, including, but not limited to,
meetings, conference callis, subcommittees, and special committees. They
will assist in development of operating policies, quality control
procedures, and pelicies that require cooperative action. However,
while the ORD and the NCRR Program Coordinators and participating IC
Program Gfficers will attend Steering Committee Meetings, their
cumilative votes may never exceed 40 percent.

O

Monitoring Performance

The ORD and NCRR Program Coordinators and IC Program Officers will
assist the Steering Committee in the development of procedures for
monitoring the performance of the clinical studies. This includes
participation in perieodic on-site monitoring with respect to compliance
with protocol specifications, quality contrel and accuracy of data
recording, and accrual. The NIH will also provide assistance to the

]

DTCC in identifying technelogy resources, provide oversight of
activities, including security and privacy issues.

publication and Presentation of Clinical Studies Findings

The NIH staff may contribute, through review, comment, analysis, and/or
co—authorship, to reporting results of the clinical studies and
trials/studies to the investigator community and other interested
scientific and lay organizations. Co-authorship by the NIH staff will
be subject to approval in accordance with the NIH policies regarding
staff authorship of publications resulting from extramural awards.

The Government, via the ORD Program Coordinator and the NCRR Program
Coordinator, will have access to data generated under this Cooperative
Bgreement and may periodically review the data and progress reports.
Tnformation obtained from the data may be used by NIH staff for the
preparation of internal reports on the activities of the c¢linical
studies. However, awardees will retain custody of and have primary
rights to all data developed under these awards.

Program Stewardship

The assigned Program Directors will be responsible for normal
programmatic stewardship and monitoring of this award and approval of
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new pilot studies. The Program Directors may also serve as the NCRR
Program Coordinator and the substantively involved IC Program officers.
They may receive input and reconmendations from other NIH staff in
monitoring the awards.

3. Collaborative Responsibilities

All investigators within each Center and the Coordinating Center must be
willing to work cooperatively and collaboratively both within their
Center consortium and with other Centers. Each Center is expected to
send two Center participants to three 2 day meetings in the first year
to the Washington, D.C. area and biannually thereafter.

Steering Committee

A Steering Committee will be established to serve as the main goverming
body of the cooperative network. At a minimum, the Steering Committee
will be composed of one representative from each of the RDCR Centers,
one representative from the DTCC, the ORD Program Coordinator, the NCRR
Program Coordinator, and other participating IC Program Officers. All
members are expected to actively participate in all Steering Committee
activities. The combined vote of NIH membership may never exceed 40
percent.

The Chairpersen of the Steering Committee will be selected by the
Steering Committee from among the non-Federal members éuring one of the
early meetings of the Committee to be convened by the NIH Research
Coordinators. All major decisions will be determined by the Steering
Committee. The Committee will meet at least three times during the
first 12 months of the program and at least semi-annually thereafter. As
needed, the Steering Committee may establish subcommittees for special
purposes. It is expected that most of the work of the Steering
Committee will be performed in these subcommittees. BAll Centers must
abide by decisions of the Steering Committee.

The Steering Committee will have responsibility for facilitating the
conduct of the clinical studies, promoting trans-Center collaboration,
establishing and updating the content of the web resource site, and
establishing procedures for reporting results of Center studies. The NIH
Cmay provide additional funds in future vyears for nmew pilot projects. The
Steering Committee should develop procedure for reviewing proposals for
such projects. The Steering Committee will provide scientific and
technical assistance and guidelines with respect to quality control,
uniformity of data collection, management of the collective rarxe
diseases database, and data analysis.

A, Arbitration
|}

Any disagreement that may arise on scientific or programmatic matters
{within the scope of the award) between award recipients and the NIH may
be brought to arbitration. An arbitration panel will be formed to
review any scientific or programmatic issue that ig significantly
restricting progress. This panel will be composed of three members --
one selected by the Steering Committee or by the individual awardee in
the event of an individual disagreement, a second member selected by the
NIH, and a third member with expertise in the relevant area and selected
by the two prior members. While the decisions of the Arbitration Panel
are binding, these special arbitration procedures will in no way affect
the awardee’'s right to appeal an adverse action in accordance with PHS
regulations at 42 CFR Part 50, subpart D, and HHS regulations at 45 CFR
Part 16.

SECTION V - NCRR CONTACTS:

The CGrants Management Specialist is responsible for the negotiationm,
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award and administration of this project and for interpretation of
Crants Administration policies and provisions. The Program official is
responsible for the scientific, programmatic and technical aspects of
this project. These individuals work together in overall project
administration. Prier approval requests {countersigned by the PI &
zuthorized business official} should be gubmitted in writing to the
Grants Management Specialist. Requests may be made via e-mail provided
they are routed through these same officials.

The NCRR WWW home page is at http: //www.ncrr.nih.gov/

Flaine £. Collier, Program Official
Judith Musgrave, Grants Specialist
Phone: (301) 435-0841 Email: musgravi@mail.nih.gov Fax: (301) 480-3777

SPREADSHEET
GRANT NUMBER: 7 US4 RR019484-02

P.1.: NEW, MARIA I.
TNSTITUTION: MOUNT SINAI SCHOQL OF MEDICINE CF NYU

YEAR 02 YEAR 03 YEAR 04 YEAR 05 YEAR 06
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........................ END OF NGA......cccovieeenee.
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A consortium of investigators, institutions, and patient support groups will constitute a Rare Disease Clinical
Research Network focused on a diverse group of discrders characierized by defects in steroidogenesis. We
will study the longitudinal history of these rare disorders and determine the outcome of treatment on
height, fertility and gender. Long-standing informal collaboration between investigators at Mount Sinai
School of Medicine, Rockefeller University, Columbia University, the University of Texas Southwestern
Medical Center, the University of Quebee, Hepitat Debrosses (Lyons), and the Hospital das Clinicas da
FMUSP (Sao Paulo) will facilitate the creation of a productive cooperative research network that draws on
the extensive experience of each investigator. Clinical Research Centers at Mount Sinai, Rockefeller, and
the University of Texas Southwestern Medical Center will participate. Each investigator in the consortium
has followed a large group of patients with a specific genetic defect affecting steroid synthesis over many
years, encompassing the natural history of these diseases from prenatal life to death. Creation of a storage
and management database will constitute a scaffold for ongoing research, enabling the preservation and use
of this large body of clinical data assembled by experts in each disorder. Moreover, design of templates for a
standardized clinical description of these disorders will permit prospective studies which can offer open
enroliment to affected individuals or individuals at risk. Our research group includes the investigators who
have identified the molecular genetic defect for each disorder, where known, and who maintain laboratories
dedicated to the identification of new mutations. The combination of ¢linical and molecular genetic
information will raise the standard of medical care and may permit development of novel treatments based

| on detailed knowledge of the natural history and molecular genetic basis of these disorders. Important
elements of our plan are (1) to establish the dlinical research network which pools data from our sites in
cooperation with the DTCC and analyzes this data, (2) to educate young investigators in the management
and clinical research of steroid disorders, and (3) to strengthen our connections with patient support groups
to enable individuals affected or at risk to have new kinds of input and access to optimal medical care.
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