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DATE: December 17, 2014

TO: James Robinson, M.D. and Robert F. Garry, Ph.D.

FROM: Tulane University Biomedical IRB

STUDY TITLE: [140674-16] Roles of Protective or Pathogenic B Cell Epitopes in Human

Lassa Fever and Ebola Virus Disease (09-00419)

IRB REFERENCE #: 09-00419
SUBMISSION TYPE: Amendment/Modification

ACTION: APPROVED
EFFECTIVE DATE: December 16, 2014
EXPIRATION DATE: June 11, 2015

REVIEW TYPE: Expedited Review
PROJECT RISK LEVEL: Minimal Risk

Thank you for submitting the Amendment/Modification for the above referenced study. The Tulane IRB
approved your submission including:

Amendment/Modification - B Cell_Amendment_Dec 2014 (UPDATED: 12/11/2014)

Application for Human Subjects Research, Part 1 - Application for Human Subjects Research, Part 1
(UPDATED: 12/11/2014)

Child Assent - B Cell Assent_SL_track changes (UPDATED: 12/16/2014)
Child Assent - B Cell Assent_SL_clean (UPDATED: 12/16/2014)

Child Assent - B Cel_Assent SCript_SL (UPDATED: 12/16/2014)

Consent Form - B Cell Consent_SL_track changes (UPDATED: 12/16/2014)
Consent Form - B Cell _Consent_SL_clean (UPDATED: 12/16/2014)
Consent Form - B Cell_Consent Script_SL (UPDATED: 12/16/2014)

Cover Sheet - B Cell_Cver Sheet_Dec 2014 (UPDATED: 12/16/2014)

Other - Emergency Contact Cards (UPDATED: 12/12/2014)

Other - ICIDR Grant Application (UPDATED: 12/11/2014)

Protocol - B Cell_Protocol_Dec2014_clean (UPDATED: 12/12/2014)
Protocol - B Cell_Protocol_Dec2014_track changes (UPDATED: 12/12/2014)



The Tulane University Biomedical IRB has conducted an expedited review and has granted

a CONDITIONAL APPROVAL of an amendment to the research titled, "Roles of Protective or
Pathogenic B Cell Epitopes in Human Lassa Fever and Ebola Virus Disease," in accordance with
45 CFR 46.110(b)(1). The amendment to the protocol includes:

1. The addition of a new funding source from NiH;

2. A revision to the consent process to allow for obtaining verbal consent, using a consent script,
to support strict infection control practice, due to the circulation of Ebola Virus in Sierra Leone;

3. Revisions to the protocol to address requirements from the new funding source. Serology
analysis and auditory evaluation for hearing loss are now included in the protocol, as well as the
revised consent/assent documents and scripts.

Please provide the Tulane University Biomedical IRB with the approval letter from the Sierra Leone
Ethics and Scientific Research Committee, prior to implementing the amended procedures.

Criteria for approval continues in accordance with 45 CFR 46.111(a)(1-7). Children may be enrolled
in research not involving greater than minimal risk in accordance with §46.404. The permission by
parents or guardians and for assent by children in accordance with §46.408.

This study is approved for the enroliment of 5,300 patients; 2,500 from Nigeria and 2,800 from
Sierra Leone which includes 300 Ebola patients. The Investigator reports that 2,355 patients have
been enrolled.

IRB approval for this study will expire June 11, 2015.

This approved protocol is supported by NIH grant HHSN272200900049C (Roles of protective or
pathogenic B cell epitopes in human Lassa fever) with funding pending under grant opportunity 1
U19 AI115589-01 (International Collaboration in Infectious Disease Research on Lassa Fever and
Ebola).

The most recent IRB approved and stamped informed consent/assent form(s) are to be used when
enrolling subjects.

If there are any pending approvals from any other institutions or other research oversight committees,
the research cannot commence until all such approvals have been obtained, and the Pl is to provide to
the Tulane IRB via IRBNet a copy of all approval letters as received. This includes Tulane Institutional
Biosafety approval (when applicabie), Tulane Radiation Safety Committee approval (when applicable),
and any other committee approval required by the University. Additionally, for sponsored research, the
research cannot commence until the sponsored research agreement has been fully executed.

If you have any questions, please contact the HRPO at (504) 988-2665 or irbmain@tulane.edu.

Sincerely,

Tulane University Human Research Protections Office
1440 Canal St, Suite 1705, TW-36

New Orleans, LA 70112

Please note that the actual signature by the IRB Chair(s) is not required for this document to be effective
since it is generated by IRBNet pursuant to the IRB Chair's electronic signature and approval. This
process is consistent with Federal Regulations and Tulane standard operating policies with respect to

the IRB and Human Research Protection Office, which consider electronically generated documents as
official notice to sponsors and others of approval, disapproval or other IRB decisions. Please refer to the
HRPO website at http://tulane.edu/asvpr/irb to refer to Tulane's Electronic Signatures and Records Policy.
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GOVERNMENT OF SIERRA LEONE
Office of the Sierra Leone Ethics and Scientific Review Committee
Directorate of Training, Non-Communicable Diseases and Research
Connaught Hospital
Ministry of Health and Sanitation

2" December, 2014

To: Dr. John S. Schieffelin
Departments of Pediatrics and Internal Medicine
Tulane University School of Medicine
1430 Tulane Avenue TB - 8
New Orleans, Louisiana 70112

Study Title: Development of a Recombinant Antigen Diagnostic for Ebola Zaire
Antigen Detection

Committee Action: Expedited Review

Approval Date: 2" December, 2014

Submission Type: Initial Protocol Approval Version 1.0 of 9" November, 2014

The Sierra Leone Ethics and Scientific Review Committee (SLESRC) having conducted an
expedited review of the above study protocol and determined that this protocol presents
minimal risk to subjects, hereby grants ethical and scientific approval for the study to be
conducted in Sierra Leone. The approval is valid for the period, 2" December 2014 — 1%
December, 2015. Itis the responsibility of an investigator to obtain re-approval for any ongoing
research prior to its expiration date. The request for re-approval must be supported by a
progress report.

Review Comments:

e To use written informed consent with witness signature (for illiterate participants) for
blood, saliva, breast milk and urine sample collections. Provide contact 076629251, for
SLESRC Secretariat. Augustine Gobba’s mobile non-responsive.

¢ Amendments: Intended changes to the approved protocol such as the informed consent
documents, study design, recruitment of participants and key study personnel, must be
submitted for approval by the SLESRC prior to implementation.

e Termination of the study: When study procedures and data analyses are fully complete,
please inform the SLESRC that you are terminating the study and submit a brief report
covering the protocol activities. Individual identifying information should be destroyed
unless there is sufficient justification to retain, approved by the SLESRC. All findings
should be based on de-identified aggregate data and all published results in aggregate

Email: r:'ersonal Info
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DATE: November 14, 2014

TO: John Schieffelin, MD

FROM: Tulane University Biomedical IRB

STUDY TITLE: [682862-1] Development of a Recombinant Antigen Diagnostic for Ebola Zaire
Antigen Detection

IRB REFERENCE #: 14-682862

SUBMISSION TYPE: New Project

ACTION: APPROVED WITH CONDITIONS

APPROVAL DATE: November 14, 2014

EXPIRATION DATE: November 13, 2015

REVIEW TYPE: Expedited Review
PROJECT RISK LEVEL: Minimal Risk

Thank you for your recent initial submission. The Tulane University Institutional Review Board has
approved your submission.

This approval is based on an appropriate risk/benefit ratio and a study design where the risks have been
minimized. All research must be conducted in accordance with this approved submission.

The following items were included in this submission:

Application for Human Subjects Research, Part 1 - Application for Human Subjects Research, Part 1
(UPDATED: 11/13/2014)

Application Form - ReEBOV Application part 2 (UPDATED: 11/13/2014)
Consent Form - EBOV RDT Consent Script (UPDATED: 11/11/2014)
Cover Sheet - Cover SHeet_EBOV RDT_Initial (UPDATED: 11/11/2014)
CV/Resume - Schieffelin_CV (UPDATED: 11/11/2014)

Other - Information Card (UPDATED: 11/13/2014)

Other - routing sheet (UPDATED: 11/11/2014)

Other - Package Insert (UPDATED: 11/11/2014)

Proposal - R44 (UPDATED: 11/11/2014)

Protocol - ReEBOV Protocol_v1 (UPDATED: 11/13/2014)
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+ Training/Certification - Ethics Training - Lee (UPDATED: 11/11/2014)

» Training/Certification - Ethics Training - Mustapha (UPDATED: 11/11/2014)
+ Training/Certification - Ethics Training - Koroma (UPDATED: 11/11/2014)
+ Training/Certification - Ethics Training - Kamara (UPDATED: 11/11/2014)
+ Training/Certification - Ethics Training_Kanneh (UPDATED: 11/11/2014)
« Training/Certification - Ethics Training_Gbackie (UPDATED: 11/11/2014)
« Training/Certification - Ethics Training_Goba (UPDATED: 11/11/2014)

» Training/Certification - Ethics Training_Grant (UPDATED: 11/11/2014)

+ Training/Certification - CITI_Boisen (UPDATED: 11/11/2014)

« Training/Certification - CITI_Garry (UPDATED: 11/11/2014)

« Training/Certification - CITI_Moses (UPDATED: 11/11/2014)

Tulane University Biomedical IRB has provided an expedited IRB review and has granted a
CONDITIONAL APPROVAL of the above referenced study in accordance with federal regulation 45
CFR 46.110(b)(1), research category 2, 3, and 5.

1. Approval from the Sierra Leone Ethics and Scientific Review Committee must be obtained
and provided to the Tulane University Biomedical IRB for review and acknowledgment prior to
conducting any study procedures.

2. Per Genean Mathieu, Administrative Compliance Specialist for the Tulane University Conflict of
Interest Committee, there is an outstanding COIl matter. Co-Investigator Sylvia Lee is to complete
all parts of the COI Disclosure Form and CITI COI Training. Co-Investigator Lee may not participate
in research activities until this matter is addressed. Please contact Ms. Mathieu at coi@tulane.edu
or (504) 247-1286 for guidance and/or clarification.

Criteria for IRB approval of research is in accordance with 45 CFR 46.111(a)(1-7). A waiver for
the documentation of consent is granted in accordance with 45 CFR 46.117()(2). For the purpose
of using the de-identified excess blood sample, after qRT-PCR testing is performed, a waiver of
consent is appropriate in accordance with 45 CR 46.116(d)(1-4).

Pregnant women may participate in this minimal risk study in accordance with 45 CFR 46.204
and 205. Children may participate in this minimal risk study in accordance with 45 CFR 46.404.
Adequate provisions have been made for soliciting the assent of the children and permission of
their parents or guardians, as set forth in §46.408.

The IRB has approved the enroliment of 500 subjects for blood/specimen collection and 1,000
de-identified blood samples. This study is granted an approval period of November 14, 2014 -
November 13, 2015.

Please Note:

« The Tulane University IRB approved and stamped consent/assent documents are to be utilized
when enrolling subjects.

Proposed changes to the research must be submitted to the IRB for review and approved prior to
implementation, unless a change is necessary to avoid immediate harm to subjects.

Please remember that informed consent is a process beginning with a description of the study and
insurance of participant understanding followed by a signed consent form. Informed consent must
continue throughout the study via a dialogue between the researcher and research participant. Federal
regulations require each participant receive a copy of their signed consent form unless this requirement
has been waived by the IRB.



Any Unanticipated Problems involving Risk to Subjects or Others, Deviations from the approved research,
Non-Compliance, and Complaints must be reported to the IRB in accordance with Tulane HRPP policies
and procedures. If this study includes ongoing oversight by a Data Safety Monitoring Board (DSMB) or
other such committee, reports generated by the DSMB or oversight committee must be submitted to the
IRB.

Continuations must be submitted in accordance with Tulane HRPP policies and procedures. The federal
regulations provide for no grace period. Failure to obtain approval for continuation of your study prior to
the expiration date will require discontinuation of all research activities for this study, including enroliment
of new subjects.

When all study activities and data analysis have been completed, please notify the IRB within 30 days by
submitting a Study Closure Form.

If you have any questions regarding this approval, please contact the HRPO at (504) 988-2665 or

Sincerely,

Tulane University Human Research Protections Office
1440 Canal St, Suite 1705, TW-36

New Orleans, LA 70112

Please note that the actual signature by the IRB Chair(s) is not required for this document to be effective
since it is generated by IRBNet pursuant to the IRB Chair's electronic signature and approval. This
process is consistent with Federal Regulations and Tulane standard operating policies with respect to

the IRB and Human Research Protection Office, which consider electronically generated documents as
official notice to sponsors and others of approval, disapproval or other IRB decisions. Please refer to the
HRPO website at http://tulane.edu/asvpr/irb to refer to Tulane's Electronic Signatures and Records Policy.



AL Ty
GOVERNMENT OF SIERRA LEONE
Office of the Sierra Leone Ethics and Scientific Review Committee
Directorate of Training, Non-Communicable Diseases and Research
Connaught Hospital

Ministry of Health and Sanitation

TR

Dr. John 5. Schieffelin

Tulane University School of Medicine
Departments of Paediatrics and Internal Medicine
1430 Tulane Ave TB-8

New Orleans, LA 70112

USA

Dear Dr. Schieffelin,

EBOLA ANTIGEN RAPID DIAGNOSTIC TEST (EBOVAgRDT)

This letter is a response to yours of 2" October, 2014 concerning the proposed rapid diagnostic
test.

It is clearly understood tnat this is a RESEARCH STUDY restricted to and falls under the waiver of
informed Consent ii. 1 tne protocol for Epidemiologic and Clinical Characterization of an Ebola
Virus Qutbreak, Sierra Leone approved by tha SLESRC on 8'" September, 2014.

We look forward to 1 comprehensive report of this comparative research study and
presentation of any further activity you may wish to be considered by relevant National
Regulatory Authorities including the SLESRC.

Yours sincerely,

%ﬁ ;
Prof He organ

Chair

Cc: Robert F, Garry Ph D
Pardis Sabeti MO Ph.D
Douglas Simpson CEO Corgenix Inc
Prof. S.M. Gevao
Augustine Goba, Director, Lassa Fever Laboratory

Emaﬂl.r’ersonal Info

5% Gctober, 2014
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MINISTRY OF HEALTH

DEPARTMENT OF PLANNING, RESEARCH & STATISTICS DIVISION
PRIVATE MAIL BAG NO. 5027, OYO STATE OF NIGERIA

Your Refi Now aoenevvncnniiiiiiinnvicneia
Al communications should be addressed 1o

the Hanorable Commissioner guoting

Our Ref. No, AD 13/ 479/ QOclober, 2014

The Principal Investigator,
Malaria Research Laboratories,
IMRAT,

College of Medicine,
University of Ibadan,

Ibadan, Nigeria.

Attention: Professor Christian Happi

Re: Ethical Approval for the Implementation of your Research Proposal in Oyo State
In response of your letter requesting for Renewal of your Research Proposal tittled:
“Host Genetic Factors in Resistance to Lassa Hamorrhagic Fever.”

2. The committee has noted your compliance with all the ethical concerns raised in
the initial review of the proposal. In the light of this, I am pleased to convey to you the
approval of committee for the implementation of the Research Proposal in Oyo State,
Nigeria.

3. Please note that the committee will monitor closely and follow up the
implementation of the research study. However, the Ministry of Health would like to
have a copy of the results and conclusions of the findings as this will help in policy
making in the health sector.

4, Wishi u all the best.
T ARCH ETM
SSREL

Director; RlafniagHR

Afthimg R Statistics
Secretary, Oyo Staic, Research Ethical Review Committee
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DATE:

TO:
FROM:

STUDY TITLE:

IRB REFERENCE #:
SUBMISSION TYPE:

ACTION:

APPROVAL DATE:

EXPIRATION DATE:

REVIEW TYPE:

July 30, 2014

John Schieffelin, MD

Tulane University Biomedical IRB

[631715-1] Epidemiologic and Clinical Characterization of an Ebola Qutbreak,
Sierra Leone, 2014

14-631715
New Project

APPROVED
July 30, 2014
July 29, 2015

Expedited Review

PROJECT RISK LEVEL: Minimal Risk

Thank you for your recent initial submission. The Tulane University Institutional Review Board has

approved your submission.

This approval is based on an appropriate risk/benefit ratio and a study design where the risks have been
minimized. All research must be conducted in accordance with this approved submission.

The following items were included in this submission:

+ Application for Human Subjects Research, Part 1 - Application for Human Subjects Research, Part 1
(UPDATED: 07/9/2014)

+ Application Form - Application Part 2_Ebola Outbreak (UPDATED: 07/27/2014)
+ Cover Sheet - Cover Sheet_|nitial Review (UPDATED: 07/9/2014)

+ CV/Resume - CV_Schieffelin (UPDATED: 07/9/2014)

« Data Collection - KGH LFW Chart forms (UPDATED: 07/27/2014)

+ Letter - Letter from SL MOHS (UPDATED: 07/9/2014)

« Other - Checklst_Ebola 2014 (UPDATED: 07/8/2014)

+ Protocol - Ebola_protocol_v1 (UPDATED: 07/27/2014)

« Training/Certification - IRB training_Grant (UPDATED: 07/9/2014)

« Training/Certification - CITI Training_Garry (UPDATED: 07/9/2014)

-1 -



Training/Certification - IRB Training_Khan (UPDATED: 07/8/2014)
Training/Certification - IRB Training_Goba (UPDATED: 07/8/2014)
Training/Certification - IRB Training_Gbakie (UPDATED: 07/8/2014)
Training/Certification - CITI Training_Moses (UPDATED: 07/8/2014)
Training/Certification - CITI Training_Shaffer (UPDATED: 07/8/2014)

-

-

Tulane University Biomedical IRB has provided an expedited IRB review and approval of the above
referenced study in accordance with federal regulation 45 CFR 46.110(b)(1), research category 4
and 5.

Criteria for IRB approval of research is in accordance with 45 CFR 46.111(a)(1-7). Data collected
from children may be included in accordance with 45 CFR 46.404. The IRB grants a waiver of
informed consent in accordance with 45 CFR 46.116(d)(1-4). A waiver for documentation of
consent is granted in accordance with 45 CFR 46.117(c)(2).

This study is granted an approval period of July 30, 2014 - July 29, 2015.
Please Note:

« This research study has been approved for the enroliment of 1,000 charts . An Amendment must be
submitted, reviewed, and approved before exceeding this amount.

Proposed changes to the research must be submitted to the IRB for review and approved prior to
implementation, unless a change is necessary to avoid immediate harm to subjects.

Please remember that informed consent is a process beginning with a description of the study and
insurance of participant understanding followed by a signed consent form. Informed consent must
continue throughout the study via a dialogue between the researcher and research participant. Federal
regulations require each participant receive a copy of their signed consent form unless this requirement
has been waived by the IRB.

Any Unanticipated Problems involving Risk to Subjects or Others, Deviations from the approved research,
Non-Compliance, and Complaints must be reported to the IRB in accordance with Tulane HRPP policies
and procedures. If this study includes ongoing oversight by a Data Safety Monitoring Board (DSMB) or
other such committee, reports generated by the DSMB or oversight committee must be submitted to the
IRB.

Continuations must be submitted in accordance with Tulane HRPP policies and procedures. The federal
regulations provide for no grace period. Failure to obtain approval for continuation of your study prior to
the expiration date will require discontinuation of all research activities for this study, including enroliment
of new subjects.

When all study activities and data analysis have been completed, please notify the IRB within 30 days by
submitting a Study Closure Form.

If you have any questions regarding this approval, please contact the HRPO at (504) 988-2665 or
irbmain@tulane.edu.

Sincerely,

Tulane University Human Research Protections Office
1440 Canal St, Suite 1705, TW-36

New Orleans, LA 70112



Please note that the actual signature by the IRB Chair(s) is not required for this document to be effective
since it is generated by IRBNet pursuant to the IRB Chair's electronic signature and approval. This
process is consistent with Federal Regulations and Tulane standard operating policies with respect to

the IRB and Human Research Protection Office, which consider electronically generated documents as
official notice to sponsors and others of approval, disapproval or other IRB decisions. Please refer to the
HRPO website at http://tulane.edu/asvpr/irb to refer to Tulane's Electronic Signatures and Records Policy.




NT OF SIERRA LEONE
Office of the Sierra Leone Ethics and Scientific Review Committee
Directorate of Training, Non-Communicable Diseases and Research
Connaught Hospital
Ministry of Health and Sanitation

16" July, 2014

Dr. Sheik Humarr Khan
Kenema Government Hospital
Combema Road

Kenema

Dear Dr. Khan,

Emergency Response to the Ebola Virus Outbreak in Sierra Leone: Clinical and
Epidemiological Data for De-ldentified Samples

| refer to your request of 13" July, 2014 for approval to use clinical and
epidemiological data for de-identified samples collected from all suspected EVD

patients receiving care during this response.

The Ethics Committee hereby grants approval for this use and endorses the
collection of samples without written informed consent, during this emergency.

Yours sincerely,

1/ 0y <A

ector G. MogEan

., |Personal Info
Email;




GOVERNMENT OF SIERRA LEONE
MINISTRY OF HEALTH AND SANITATION
OFFICE OF THE CHIEF MEDICAL OFFICER

18" June, 2014

Harvard University

62, Oxford Street,
NWL 469.3
Cambridge, MA 02138

Dear Prof, Sabeti
RE: EBOLA VIRU UENCING FR SIERRA LEONE

The purpose of this letter is to permit a waiver of consent to sequence and
make publicly available viral sequences obtained from patient and contact
samples collected during the current EBOLA outbreak in Slerra Leone.

Researchers at Harvard University and Broad institute, with partners at Tulane
University, should sequence samples from suspected EBOLA virus infected
individuals and make viral sequences publicly, available, through both the NIH's
National Centre for Biotechnology information database and open-access
journal publication. The information from these sequences will help researchers
tract the spread of the virus, as well as inform the development of more
sensitive diagnostics for use by the scientific community, It is imperative that
these sequences be published as quickly as possible so that these benefits can
be implemented rapidly and effectively in this outbreak setting.

Due to the unique circumstances surrounding this EBOLA outbreak, we are
granting a waiver of consent to study these virus-positive EBOLA samples
collected from suspected EBOLA cases and contacts. This approval covers the
sequencing of viral genomes contained in these samples, with no analysis
conducted on human genetic material.

Patient involvement In this research carries minimal or no risk to participants.
These are diagnostic samples taken in the course of clinical care and infection
surveiliance. Researchers should analyse only viral genetic data from the
samples and will discard any data pertaining to host genomes.

———— e
MINISTRY OF HEALTH AND SANITATION, 4* Floor Youyi Building, Brookfields,

Free)
Contact Mobite No: [Personal Info L!mk'.-lpersonal Info |
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There is an established plan to protect patient privacy and data confidentiality: the
samples will be sent from Sierra Leone to the United States in a de-identifled manner.
All patient identifying Information should be stripped from each sample, and each
sample given a unique, randomly-generated Sample Identification Number. The only
data associated with these samples should be non-identifying clinical and demographic
data, such as symptoms, outcome of disease, or large-scale geographic information.

Yours glncarely, ’

e

fuﬁ-n i
// J

,‘Dr rimdom

\ » :, Chief Medical Qfl'lcbr

N, -7t .

N



College of Medicine & Allied Health Sciences
University of Sierra Leone

NEW ENGLAND
PROFESSOR SAHR MOSES GEVAQ FREETOWN
MARS FRACE FIMC (PATH 1) rNag) MISH y 'RI!F)ILLRA .

HEAD: DEPT. OF HAEMATOLOGY
nosile Personal Info

) o [Personal Info |
RELERSC =30 May, 2014

The Chairman
Sierra Leone Ethics and Sciontific Review Committee
Freatown

THROUGH: The Chief Medical Officer, MoHS I‘)....«-—-e"'/\/c« _-
Youy Building rﬂ ([{ y
Freetown

Dear Sir,
Shipment of Non — Infectious Non Biological Samples

I write 70 inform you that the Ministry of Health and Sanitation has approved that non infectious
non biglogical samples from Kenema Viral Haemonrgic fever laboratory be shipped to Broad
Institute, Havard University, USA for genomic studies.

Please find below necessary information regarding the samples.

Shipper - Dr. H. Kahn

Status of samples - Non Infectious

Recipient - Dr. Pardin Sabeti

Address - Havard University,
52 Oxford Street,
RM 469, Cambndge,
MA, 02138,

Phone tolPersonal Info

Kind Regards,

g)ﬂp_ib
Prof.,(Dr.) S.M. Gevao
Viral Haemorrgic fover

Consortium



HARVARD
Human Research Protection Program

Harvard University-Area
Committee on the Use of Human Subjects
1414 Massachusetts Avenue, 2nd Floor
Cambridge, MA 02138
Federal Wide Assurance FWA00004837

Notification of Continuing Review Approval

April 21,2014

Pardis Sabeti

pardis@broadinstitute.org

Protocol Title: Human and microbial genetic factors important in Lassa fever
Protocol #: CR-22362-01

Funding Source: The Broad Institute, Tulane University, Office of the Director, NIH
IRB Review Date: 4/21/2014
Effective Date: 4/21/2014
Expiration Date: 5/16/2015
IRB Review Type: Expedited
IRB Review Action: Approved

Dear Pardis Sabeti:

On 4/21/2014, after review of your Continuing Review, the Institutional Review Board (IRB) of
the Harvard University-Area has approved the above-referenced submission. Please note that
the approval for this protocol will lapse on 5/16/2015.

This approval includes the following:

CC NG Assent (exp2014).pdf (Consent Materials) version: 2013

CC NG Consent (exp2014).pdf (Consent Materials) version: 2013

Case Control in Nigeria (Protocol Documents) version: 2013.10.24

Modification 1 (Protocol Documents) version: 3/2013

Renewal 2013 (Protocol Documents) version: 4/2013

F22362 Current Protocol (2013.12.20).docx (Protocol Documents) version: 12/20/2013

Additionally, the IRB has reviewed the following documents:

. Terms & Conditions (Data Use Agreement or Other Agreements) version: 2013.11.15
. Tulane Renewal Approval (External Site Information) version: 3/11/13

. ISTHREC Renewal Approval (External Site Information) version: 5/7/13

. UTMB Exempt Approval (External Site Information) version: 11/10/13

The IRB made the following determinations:
e Special Populations: Children

University Area IRB http://cuhs.harvard.edu
Longwood Medical Area IRB htip://www.hsph harvard.edu/ohra/



HARVARD
Human Research Protection Program

Waivers: None

Risk Determination: No greater than minimal risk

Research Information Security Level: The research is classified, using Harvard’s Data
Security Policy, as Level 1 Data.

Please contact me at 617-496-1833 or amaislen@fas.harvard.edu if you have any questions.
Sincerely,

Andrea Maislen
Research Officer

University Area IRB htip://cubs. harvard.edu
Longwood Medical Area IRB hitp://www.hsph.harvard.eduw/ohra/



T A e
GOVERNMENT OF SIERRA LEONE
Office of the Sierra Leone Ethics and Scientific Review Committee
Directorate of Training, Non-Communicable Diseases and Research
Connaught Hospital

Ministry of Health and Sanitation

16" January, 2014

Professor Robert F. Garry

Department of Microbiology and Immunology School of Medicine
Tulane University Health Sciences Center

1430 Tulane Avenue

SL - 38, New Orleans, LA 70112 - 2699

Dear Professor Garry,

Host Genetic Factors in Resistance to Lassa Hemorrhagic Fever

Reference your letter of 12™ December, 2013 concerning change of the laboratory
where all genetic analysis will be carried out.

The Committee accepts your replacement of the Broad Institute and Harvard University
with Bina Technologies and the assurance of continued safeguard against disclosure of
data to unauthorised persons

The Committee hereby qrants renewal of approval for the amended study for the period
16™ January, 2014 to 15" January, 2015.

The Committee stipulates as follows: that,

1. It must be notified in advance, if you decide to further amend the approved
research design and/or methodology at any time during the conduct of the study.

2. It must be informed if for any reason, the study is terminated prematurely.

3. On the conclusion of the study, you submit a report or any publication based on

the study.

Yours sincere

ProfMG. Mérgan

Chairman, SLESRC

Personal Info

Email:




HARVARD
Human Research Protection Program

Harvard University-Area
Committee on the Use of Human Subjects
1414 Massachusetts Avenue, 2nd Floor
Cambridge, MA 02138
Federal Wide Assurance FWA00004837

Notification of Continuing Review Approval

October 29, 2013

Pardis Sabeti

pardis@broadinstitute.org

Protocol Title: Human and microbial genetic factors important in Lassa Fever - Sierra
Leone

Protocol #: CR-21288-01

Funding Source: The Broad Institute, Office of the Director, NIH

IRB Review Date: 10/29/2013

Effective Date: 11/19/2013

Expiration Date: 11/18/2014

IRB Review Type: Expedited
IRB Review Action: Approved

Dear Pardis Sabeti:

On 10/29/2013, after review of your Continuing Review, the Institutional Review Board (IRB)
of the Harvard University-Area has approved the above-referenced submission. Please note
that the approval for this protocol will lapse on 11/18/2014.

This approval includes the following:

. F21288 Current Protocol (2013.10.24).doc (Protocol Documents) version: 0.01
. SL Assent (Consent Materials) version: Exp2014

. SL Consent (Consent Materials) version: Exp2014

Additionally, the IRB has reviewed the following documents:

. Cede Review Approval (External Site Information) version: 7/2013

o Tulane Renewal Approval 2013 (External Site Information) version: 0.01

o SLESRC 2012 Renewal Approval (External Site Information) version: 0.01

The IRB made the following determinations:
e Special Populations: Children, Pregnant Women

e Waivers: None
e Risk Determination: No greater than minimal risk

University Area IRB http://cuhs.harvard.edu
Longwood Medical Area IRB http://www.hsph.harvard.edwohra/
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Human Research Protection Program

e Research Information Security Level: The research is classified, using Harvard’s Data
Security Policy, as Level 1 Data.

If you have any questions, please contact me at 617-496-8301 or john_ennever@harvard.edu
Sincerely,

John Ennever
Director of IRB Policy Development and Compliance

University Area IRB http://cuhs harvard.edu
Longwood Medical Area IRB http://www.hsph.harvard.edu/ohra/
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
Freedom of Information Office National Institutes of Health
5601 Fishers Lane, Suite 6G50 National Institute of Allergy
Bethesda, Maryland 20892 and Infectious Diseases
Tel (301) 451-5109 Bethesda, MD 20892

Fax (301) 480-0904/ Email foia@niaid.nih.gov

March 27, 2019
Emanuel Freudenthal
MuckRock News
DEPT MR 68065
411A Highland Avenue
Somerville, MA 02144-2516

Re: FOI Case No. 50124

Dear Mr. Freudenthal:

This is a final response to your January 24, 2019 Freedom of Information Act (FOIA) request emailed to
the National Institute of Allergy and Infectious Diseases (NIAID) FOIA Office, which was received in this
office that same day. In two separate emails you requested the following:

“1 - Contracts and the latest report for the following projects:

- 1R13A1104216-01 (http://grantome.com/grant/NIH/R13-A1104216-01);
- 1U19AI115589-01 (http://grantome.com/grant/NIH/U19-A1115589-01);
- 5U19AI115589-02 (http://grantome.com/grant/NIH/U19-A1115589-02)

2 - Any list of people receiving payment as part of these projects. If such a list does not exist, then I'd
like all of the contracts with people paid under these projects.

3 - Any/all agreements (such as contracts, Memorandum of Understanding, Terms of Reference,
Material Transfer Agreements etc) of NIAID with the Kenema hospital from 01/01/2013 to 01/01/2017.

4 - Any/all agreements (such as contracts, Memorandum of Understanding, Terms of Reference,
Material Transfer Agreements etc) of Tulane University with the Kenema hospital 01/01/2013 to
01/01/2017.

5 - Any/all reports or evaluation of the effectiveness/reliability of Ebola tests/assays by members of the
Viral Hemorrhagic Fever Consortium (i.e. Autoimmune Technologies, Broad Institute of MIT

and Harvard University, Corgenix, The University of Texas Medical Branch at Galveston (UTMB), The
Scripps Research Institute, the University of California at San Diego, the Irrua Specialist Teaching
Hospital Lassa Fever Program, and the Kenema Government Hospital).

PS: please include the following to the list of contracts in #1 above
- 1U01AI1082119-03 (http://grantome.com/grant/NIH/U01-Al082119-01
- HHSN272200900049C

And add:
6 - The Institutional Review Board approvals related to Ebola sample collection or data collect from
01/01/2014 with either Robert F. Garry or John Schieffelin as Principal Investigators”



Page 2 — Letter to Emanuel Freudenthal; RE: FOI Case No. 50124

Your requests were broken down into seven separate requests and assigned the following FOIA Case
Numbers:

FOIA Case No. 50120 - Contracts and the latest report for the following projects:
-1R13A1104216-01 (http://grantome.com/grant/NIH/R13-A1104216-01);

2 - Any list of people receiving payment as part of these projects. If such a list does not exist,
then I'd like all of the contracts with people paid under these projects.

FOIA Case No. 50121 - Contracts and the latest report for the following projects:
1U19A1115589-01 (which will include SU19AI1115589-02)
(http://grantome.com/grant/NIH/U19-A1115589-01);

2 - Any list of people receiving payment as part of these projects. If such a list does not exist,
then I'd like all of the contracts with people paid under these projects.

FOIA Case No. 50122 - Contracts and the latest report for the following projects -
1U01AI1082119-03 (http://grantome.com/grant/NIH/U01-A1082119-01

2 - Any list of people receiving payment as part of these projects. If such a list does not exist,
then I'd like all of the contracts with people paid under these projects.

FOIA Case No. 50123 - please include the following to the list of contracts in #1 above
HHSN272200900049C

FOIA Case No. 50124 - Any/all agreements (such as contracts, Memorandum of Understanding,
Terms of Reference, Material Transfer Agreements etc) of NIAID with the Kenema hospital from
01/01/2013 to 01/01/2017. Any/all agreements (such as contracts, Memorandum of
Understanding, Terms of Reference, Material Transfer Agreements etc.) of Tulane University
with the Kenema hospital 01/01/2013 to 01/01/2017.

FOIA Case No. 50125 - Any/all reports or evaluation of the effectiveness/reliability of Ebola
tests/assays by members of the Viral Hemorrhagic Fever Consortium (i.e. Autoimmune
Technologies, Broad Institute of MIT and Harvard University, Corgenix, The University of Texas
Medical Branch at Galveston (UTMB), The Scripps Research Institute, the University of California
at San Diego, the Irrua Specialist Teaching Hospital Lassa Fever Program, and the Kenema
Government Hospital).

FOIA Case No. 50136 - The Institutional Review Board approvals related to Ebola sample
collection or data collect from 01/01/2014 with either Robert F. Garry or John Schieffelin as
Principal Investigators

This is a final response to FOIA Case No. 50124, your request for Any/all agreements (such as contracts,
Memorandum of Understanding, Terms of Reference, Material Transfer Agreements etc) of NIAID with
the Kenema hospital from 01/01/2013 to 01/01/2017. Any/all agreements (such as contracts,
Memorandum of Understanding, Terms of Reference, Material Transfer Agreements etc.) of Tulane
University with the Kenema hospital 01/01/2013 to 01/01/2017.
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Staff in the following NIAID offices and divisions: Office of Global Relations; Division of Clinical
Research; Division of Microbiology and Infectious Diseases; Division of Intramural Research; Division of
Extramural Activities and the Technology Transfer and Intellectual Property Office searched their files
and no records responsive to your request were located. While we believe that an adequate search of
appropriate files was conducted for the records you requested, you have the right to appeal this
determination that no records exist which would be responsive to your request. Should you wish to do
so0, your appeal must be sent within ninety (90) days of the date of this letter, following the procedures
outlined in Subpart F of the HHS FOIA Regulations

(https://www.federalregister.gov/documents/2016/10/28/2016-25684/freedom-of-information-

regulations) to:

Deputy Agency Chief FOIA Officer

U.S. Department of Health and Human Services
Office of the Assistant Secretary for Public Affairs
Room 729H

200 Independence Avenue, S.W.

Washington, DC 20201

FOIARequest@hhs.gov

FAX: 202-690-8320

Clearly mark both the envelope and your letter “Freedom of Information Act Appeal.”

If you are not satisfied with the processing and handling of this request, you may contact the NIAID
FOIA Public Liaison and/or the Office of Government Information Services (OGIS):

NIAID FOIA Public Liaison 0OGIS

Margaret Moore National Archives and Records Admin.
5601 Fishers Lane 8601 Adelphi Rd — OGIS

Suite 6G51 College Park, MD 20740-6001
Bethesda, MD 20892 202-741-5770 (phone)

301-451-5109 (phone) 1-877-684-6448 (toll-free)
301-480-0904 (fax) 202-741-5769 (fax)

Mmb52s@nih.gov (email) ogis@nara.gov (email)

In certain circumstances provisions of the FOIA and Department of Health and Human Services FOIA
Regulations allow us to recover part of the cost of responding to your request. Because no unusual
circumstances apply to the processing of your request, there are no charges associated with our
response.

Sincerely,
Personal Info

Robin L. Schofield
FOIA Coordinator
National Institute of Allergy and Infectious Diseases
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SECTION B - SUPPLIES OR SERVICES AND PRICES/COSTS

ARTICLE B.1. BRIEF DESCRIPTION OF SUPPLIES OR SERVICES

The goal of this project is to identify nove! B cell epitopes on Lassa vius (LASV) proteins and elucidate mechanisms of
antibody-mediated protection or pathogenesis in humans with Lassa fever (LF).

ARTICLE B.2. ESTIMATED COST

a. The estimated cost of this contract is $15,254,919 .

b. Total funds currently available for payment and allotted to this contract are $3,000,694. For further provisions on
funding see the LIMITATION OF FUNDS clause referenced in Part I, ARTICLE |.2. Authorized Substitutions of
Clauses.

c. Itis estimated that the amount currently allotted will cover perfermance of the contract through 09/29/2010.

d. The Contracting Officer may allot additional funds to the contract without the concurrence of the Contractor.

ARTICLE B.3. PROVISIONS APPLICABLE TO DIRECT COSTS

a. Items Unailoﬁvable Unless Otherwise Provided

Notwithstanding the clauses, ALLOWABLE COST AND PAYMENT, incorporated in this contract, unless
authorized in writing by the Contracting Officer, the costs of the following items or activities shall be unallowable
as direct costs:

1. Acquisition, by purchase or lease, of any interest in real property;
2. Special rearrangement or alteration of facilities;

3. Purchase or lease of any item of general purpose office furniture ar office equipment regardless
of dollar value. (General purpose equipment is defined as any items of personal property which
are usable for purposes other than research, such as office equipment and furnishings, pocket
calculators, etc.);

4. Travel to attend general scientific meetings;
5. Foreign travel - See subparagraph b. below;
6. Consultant costs;

7. Subcontracts,

8. Patient care costs;,

9. Accountable Government property (defined as both real and personal property with an acquisition
cost of $1,000 or more and a life expectancy of more than two years) and “sensitive items” (defined

-4 -
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and listed in the Contractor's Guide for Control of Government Property), regardless of acquisition
value.

10. Light Refreshment and Meal Expenditures

Requests to use contract funds to provide light refreshments and/or meals to either federal or
nonfederal employees must be submitted to the Contracting Officer's Technical Representative
(COTR), with a copy to the Contracting Officer, at least six (6) weeks in advance of the event. The
request shall contain the following information: {a) name, date, and location of the event at which the
light refreshments and/or meals will be provided; (b} a brief description of the purpose of the event; {c)
a cost breakdown of the estimated light refreshment and/or meal costs; (d) the number of nonfederal
and federal attendees receiving light refreshments andfor meals; and (e) if the event will be held
somewhere other than a government facility, provide an explanation of why the event is not being
held at a government facility.

Refer to NIH Manual Chap{er 1160-1, Entertainment, for more information on NiH's policy on the use
of appropriated funds for light refreshments and meals.

b. Travel Costs
1. Domestic Travel

a. Total expenditures for domestic travel (iransportation, lodging, subsistence, and incidental
expenses) incurred in direct performance of this contract shall not exceed $293,806
without the prior written approval of the Confracting Officer.

b. The Contractor shall invoice and be reimbursed for all travel costs in accordance with OMB
Circular A-21 - "Cost Principles for Educational Institutions.”

2. Foreign Travel

Requests for foreign travel must be submitted at least six weeks in advance and shall contain the
following: (a) meeting(s) and pliace(s) to be visited, with costs and dates; (b) name(s) and title(s)

of Contractor personnel to fravel and their functions in the contract project; {c) contract purposes

to be served by the travel; (d) how travel of Contractor personnel will benefit and contribute to
accomplishing the contract project, or will otherwise justify the expenditure of NIH contract funds;
(e) how such advantages justify the costs for travel and absence from the project of more than one
person if such are suggested; and (f) what additional functions may be performed by the travelers to
accomplish other purposes of the contract and thus further benefit the project.

ARTICLE B.4. ADVANCE UNDERSTANDINGS

Other provisions of this contract notwithstanding, approval of the following items within the limits set forth is hereby
granted without further authorization from the Contracting Officer.

a. Subcontracts

Subcontract _ISubcontractor Info |
To negotiate a cost reimbursement type subcontract with [pubcontractorinfo Ifor B cell epitote research
for an amount not to exceed or the period 9/30/2008 - 9/29/2014. Award of the subcontract

-5.-
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shall not proceed without the prior written consent of the Contracting Officer upon review of the supporting
documentation required by FAR Clause 52.244-2, Subcontracts, After receiving written consent of the
subcontract by the Contracting Officer, a copy of the signed, executed subcontract shall be provided to the
Contracting Officer.

Subcontract -
To negotiate a cost reimbursement type subcontract with for an amount not to exceedBubcontiactor | for

the period 9/30/2009-9/29/2014 . Award of the subcontract shall not preceed without the prior written consent
of the Contracting Officer upon review of the supporting documentation required by FAR Clause 52.244-2,
Subcontracts. After receiving written consent of the subcontract by the Contracting Officer, a copy of the signed,
executed subcontract shall be provided to the Contracting Officer.

lim

To negotiate a cost reimbursement type subcontract withﬁlﬂfcomraﬂtor for an amount not to exceed [Subcontradigg
for the period 9/30/2009-8/29/2014 . Award of the subcontract sha [ proceed without the prior written consent
of the Contracting Officer upon review of the supporting documentation required by FAR Clause 52.244-2,
Subcontracts. After receiving written consent of the subcentract by the Contracting Officer, a copy of the signed,
executed subcontract shall be provided to the Contracting Officer.

Subcontract
Subcontract-l contractorinfo |

To negotiate a cost reimbursement type subcontract with [pubcontractor info [for an amount not to
exceed Fubconracior _|for the period $/30/2009-9/23/2014 . Award of the subcontract shali not proceed without
the prior written consent of the Cantracting Officer upan review of the supporting documentation required by FAR
Clause 52.244-2, Subcontracts. After receiving written consent of the subcontract by the Contracting Officer, a
copy of the signed, executed subcontract shall be provided to the Contracting Officer.

Subcontract _ISubcontractor Info |

To negotiate a cost reimbursement type subcontract with|Subcontractor Info | for an amount not to exceed
[Fubcontracior Info Jor the period 9/30/2009-9/29/2014 . Award of the subcontract shall not proceed without the prior
wiitten consent of the Contracting Officer upon review of the supporting documentation required by FAR Clause
52.244-2. Subcontracts. After receiving written consent of the subcontract by the Cantracting Officer, a copy of
the signed, executed subcontract shall be provided to the Contracting Officer.

Subcontract _lSu bcontractor Info |

To negotiate a cost reimbursement type subcontract withEL”C’CO’W'C“KOr Info | ing for an amount not to exceed -
or the period ©/30/2009-9/20/2014 . Award of The subcontract shall not proceed without the priar
written consent of the Contracting Officer upon review of the supporting documentation required by FAR Clause

52.244-2, Subcontracts. After receiving written consent of the subcontract by the Contracting Cfficer, a copy of
the signed, executed subcontract shall be provided to the Contracting Officer.

1

Subcontract

To negotiate a cost reimbursement type subcontract withor an amount not to exceed for
the period ©/30/2008-8/29/2014 . Award of the subcontract shall not proceed without the prier written consent

-B-
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of the Contracting Officer upon review cf the supporting documentation required by FAR Clause 52.244-2,
Subcontracts. After receiving written consent of the subcontract by the Contracting Officer, a copy of the signed,
executed subcontract shall be provided to the Contracting Officer

b. Invoices - Cost and Personnel Reporting, and Variances from the Negotiated Budget

1. The Contractor agrees to provide a detailed breakdown on invoices of the following cost categories:

a. Direct Labor - List individuals by name, title/position, hourly/annual rate, level of effort, and amount
claimed.

b. Fringe Benefits - Cite rate and amount
¢. Overhead - Cite rate and amount
d. Materials & Supplies - Include detailed breakdown when total amount is over $1,000.

e. Trave! - Identify travelers, dates, destination, purpose of trip, and amount. Cite COA, if appropriate.
List separately, domestic travel, general scientific meeting travel, and foreign travel.

f. Consultant Fees - Identify individuals and amounts.
Subcontracts - Attach subcontractor invoice(s).
Equipment - Cite authorization and amount.

i. G&A - Cite rate and amount.

j. Total Cost

k. Fixed Fee

I. Total CPFF

Monthly invoices must include the cumuiative total expenses to date, adjusted {as applicable) to show any
amounts suspended by the Government.

2. The Contractor agrees to immediately notify the Contracting Officer in writing if there is an anticipated
overrun (any amount) or unexpended balance (greater than 10 percent) of the amount ailotted to the
contract, and the reasons for the variance. Also refer to the requirements of the Limitation of Funds and
Limitation of Cost Clauses in the contract.

c. Confidential Treatment of Sensitive Information

The Contractor shall guarantee strict confidentiality of the information/data that it is provided by the Government
during the performance of the contract. The Government has determined that the information/data that the
Contractor will be provided during the performance of the contract is of a sensitive nature.

Disclosure of the information/data, in whole or in part, by the Contractor can only be made after the Contractor
receives prior written approval from the Contracting Officer. Whenever the Centractor is uncertain with regard
to the proper handling of information/data under the contract, the Contractor shall obtain a written determination
from the Contracting Officer.

d. Special Copyright Provisions

1. In accordance with FAR Clause 52.227-14, Rights in Data General, the Contractor shail seek written
permission from the Contracting Officer before establishing a copyright for any software and associated
data generated under this contract. Additionally, the Government shall be provided a paid-up, world-wide,
irrevocable, nonexclusive license to all rights under any copyright obtained.
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e. Contract Number Designation

On all correspondence submitted under this contract, the Contractor agrees to clearly identify the two contract
numbers that appear on the face page of the contract as follows:

Contract No. HHSN272200900048C

f. Multi-year Contracts

The cancellation date for each program vear is the anniversary date of the contract award; the Contracting
Officer will notify the Contractor 30 days in advance of the Governments intent to fund the next program year.
Additionally, in accordance with FAR clause 52.217-2, Cancellation Under Multi-year Contracts, the Government
has established the cancellation ceilings at 0% for Years 1, 2, 3, 4, and 5.

g. Advance Copies of Press Releases

Specific elements of cost, which normally require prior written approval of the Contracting Officer before
incurrence of the cost (e.g., foreign travel, consultant fees, subcontracts) will be included inthis Article if the
Contracting Officer has granted his/her approval prior to contract award.

The contractor agrees to accurately and factually represent the work conducted under this contract in all

press releases. In accordance with NIH Manual Chapter 1754, misrepresenting contract results or releasing
information that is injurious to the integrity of NiH may be construed as improper conduct. The complete text of
NIH Manual Chapter 1754 can be found at: http:/iwww1 .od.nih.govioma/manualchapters/management/1754/

Press releases shall be considered to include the public release of information to any medium, excluding
peer-reviewed scientific publications. The contractor shall ensure that the Contracting Officer's Technical
Representative (COTR) has received an advance copy of any press release related to this contract not less than
four (4) warking days prior to the issuance of the press release.
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SECTION C - DESCRIPTION/SPECIFICATIONS/WORK STATEMENT

ARTICLE C.1. STATEMENT OF WORK

a. Independently and not as an agent of the Government, the Contractor shall furnish all the necessary services,
quaiified personnel, material, equipment, and facilities, not otherwise provided by the Government as needed
to perform the Statement of Work, dated September 30, 2009, set forth in SECTION J-List of Attachments,
attached hereto and made a part of this contract.

b. Privacy Act System of Records Number 09-25-0087 is applicable to this contract and shall be used in any
design, development, or operation work to be performed under the resultant contract. Disposition of records
shall be in accordance with SECTION C of the contract, and by direction of the Contracting Officer's Technical
Representative (COTR).

ARTICLE C.2. REPORTING REQUIREMENTS

All reports required herein shall be submitted in electronic format. In addition, one (1) hardcopy of each report shall be
submitted to the Contracting Officer, uniess otherwise specified.

a. Technical Reports

In addition to those reports required by the other terms of this contract, the Contractor shall prepare and submit
the following reports in the manner stated below and in accordance with the DELIVERIES Article in SECTION F
and ATTACHMENT 14 of this contract:

[Note: Beginning May 25, 2008, the Contractor shall include, in any technical progress report submitted, the
applicable PubMed Central (PMC) or NIH Manuscript Submission reference number when citing publications
that arise from its NiH funded research.}

1. Quarterly Progress Report

a. This report shall include a description of the activities during the reporting period and the
activities planned for the ensuing reporting pericd. The first reporting period consists of the first
full three months of performance including any fractional part of the initial month. Thereafter, the
reporting period shall consist of three full calendar months.

b. A monthly report will not be submitted for the final month of the quarter.

c. The first report shall be due 31 December 2009. Thereafter, reports shall be due on or before
the 15th Calendar day following each reporting period.

2. Semi-Annual Progress Report

a. This report shall include a description of the activities during the reporting period and the
activities planned for the ensuing reporting period. The initial report will be submitted for the
first full six months of the contract performance including any fractional part of the initial month.
Thereafter, the reporting period shall consist of six full calendar months.

b. Quarterly reports will not be submitted the month the semi-annual report is due.

¢. The first report shall be due 1 April 2010. Thereafter, reports shall be due on or before the 15th
Calendar day following each reporting period.
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3. Annual Progress Report

This report shall include a summation of the results of the entire contract work for the period covered,
An annual report will not be required for the period when the Final Report is due. A Quarterly Report
shall not be submitted when an Annual Report is due.

The first report shall cover the period 30 September 2009 through 29 September 2010 of this
contract and shall be due within 30 days after the Anniversary Date of the Contract. Thereafter,
reports shall be due on or before the 30th Calendar day following the reporting period.

4. Annual Technical Progress Report for Clinical Research Study Populations

The Contractor shall submit information about the inclusion of women and members of minority
groups and their subpopulations for each study being performed under this contract. The Contractar
shall submit this information in the format indicated in the attachment entitled, "Inclusion Enroliment
Report," which is set forth in SECTION J of this contract. The Contractor also shall use this format,
madified to indicate that it is a final report, for reporting purposes in the final report.

The Contractor shall submit the report in accordance with the DELIVERIES Article in SECTION F of
this contract.

In addition, the NiH Policy and Guidelines on the Inclusion of Women and Minorities as Subjects in
Clinicat Research, Amended, October, 2001 applies. If this contract is for Phase lil clinical trials, see
11.B of these guidelines. The Guidelines may be found at the following website:

http://grants.nih.gov/grants/funding/women_min/quidelines amended_10_2001.htrn -

Include a description of the plans to conduct analyses, as appropriate, by sex/gender and/or racial/
ethnic groups in the clinical trial protocol as approved by the IREB, and provide a descripticn of the
progress in the conduct of these analyses, as appropriate, in the annual progress report and the
final report. If the analysis reveals no subset differences, a brief statement to that effect, indicating
the subsets analyzed, will suffice. The Government strongly encourages inclusion of the results of
subset analysis in all publication submissions. In the final repert, the Contractor shall include all final
analyses of the data on sex/gender and race/ethnicity.

5. Final Report
This report is to include a summation of the work performed and results obtained for the entire
contract period of performance. This report shall be in sufficient detail to describe comprehensively
the results achieved. The Final Report shall be submitted in accordance with the DELIVERIES Article
in SECTION F of this contract. An Annual report will not be required for the period when the Final
Repori is due.

The Contractor shall provide the Contracting Officer with 2 copies of the Final Report in draft form 60 Calendar days
prior to the expiration date of this contract. The Contracting Officer's Technical Representative (COTR) will review
the draft report and provide the Contracting Officer with comments within 20 Calendar days after receipt. The Final
Report shall be corrected by the Contractor, if necessary, and the final version delivered as specified in the above
paragraph.

8. Summary of Salient Results
The Contractor shali submit, with the Final Report, a summary (not to exceed 200 words) of salient
results achieved during the performance of the contract.

7. Report on Select Agents or Toxins and/or Highly Pathogenic Agents
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For work involving the possession, use, or transfer of a Select Agent or Toxin and/or a Highly
Pathogenic Agent, the following information shall also be included in each AnnualPragress Report:

1. Any changes in the use of the Select Agent or Toxin and/or a Highly Pathogenic Agent, that
have resulted in a change in the required biocontainment level, and any resultant change in
location, if applicable, as determined by the IBC or equivalent body or institutional biosafety
official.

2. If work with a new or additional Select Agent or Toxin and/or a Highly Pathogenic Agent wili be
conducted in the upcoming reporting periad, provide:

a. A list of each new or additional Select Agent or Toxin and/or a Highly Pathogenic Agent
that wiil be studied;

b. A description of the work that will be done with each new or additional Sefect Agent or
Toxin andfor a Highly Pathogenic Agent;

¢. The title and location for each biocontainment resourceffacility, including the name of the
_ ofganization that operates the facility, and the biocontainment level at which the work
will be conducted, with documentation of appraval by your IBC or equivalent body or
institutional biosafety official. It must be noted if the work is being done in a new location.

if the IBC or equivalent body or institutional biosafety official has determined, for example, by
conducting a risk assessment, that the work that has been performed or is planned to be performed
under this contract may be conducted at a biocontainment safety level that is lower than BSL3, a
statement to that affect shall be included in each Annual Progress Report.

If no work involving a Select Agent or Toxin and/or a Highly Pathogenic Agent has been performed
or is planned to be performed under this contract, a statement to that affect shall be included in each
Annual Progress Report.

. Source Code and Object Code

Unless otherwise specified herein, the Contractor shall deliver to the Government, upon the expiration
date of the contract, all source code and object code developed, modified, and/or enhanced under
this contract. :

. Information Security Reporting Requirements

The Contractor shall submit the following reports as required by the INFORMATION SECURITY
Article in SECTION H of this contract. Note: Each report listed below includes a reference to the
appropriate subparagraph of this article. .

a. Roster of Employees Requiring Suitability Investigations

The Contractor shall submit a roster, by name, position, e-mail address, phone
number and responsibility, of all staff {including subcontractor staff) working under the
contract who will develop, have the ability to access, or host and/or maintain a Federal
information system(s). The roster shall be submitted to the Contracting Officer's Technical
Representative (COTR), with a copy to the Contracting Officer, within 14 calendar days of
the effective date of the contract. Any revisions to the roster as a result of staffing changes
shall be submitted within 15 calendar days of the change. (Reference subparagraph c.(2)

. of the INFORMATION SECURITY Articie in SECTION H of this contract.)

b. Information Security Training Report
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The Contractor shall maintain a listing by name and title of each employee (including
subcontractors) working under this contract that has completed the NiH required
information security training. Any additional security training completed by Contractor/
Subcontractor staff shall be included on this listing. [The listing of completed training

shall be included in the first technical progress report. (See Article C.2.a. Technical
Progress Reperts.) Any revisions to this listing as a resuit of staffing changes shall be
submitted with next required technical progress report.] (Reference subparagraph d. of the
INFORMATION SECURITY Article in SECTION H of this contract.)

. Reporting of New and Departing Employees

The Contractor shall notify the Contracting Officer's Technical Representative (COTR) and
Contracting Officer within five business days of staffing changes for positions that require
suitability determinations as follows (Reference subparagraph f. of the INFORMATION
SECURITY Article in SECTION H of this contract.):

(1) New Employees: Provide the name, position title, e-mail address, and phone number
of the new employee. Provide the name, position title and suitability level held by the
former incumbent. If the employee is filling a new position, provide a description of the
position and the Government will determine the appropriate security level.

(2) Departing Employees: 1) Provide the name, position title, and security clearance level
held by or pending for the individual; and 2) Perform and document the actions identified

in the "Employee Separation Checklist", attached in Section J, ATTACHMENTS of this
contract, when a Contractor/Subcontractor employee terminates work under this contract.
All documentation shall be made available to the COTR and/or Contracting Officer upon
request

. Contractor - Employee Non-Disclosure Agreement(s)

The contracior shali complete and submit a signed and witnessed "Commitment to
Protect Non-Public Information - Contractor Agreement" form for each contractor and
subcontractor employee who may have access to nen-public Department infarmation
under this contract. This form is located at; hitp://gcio.nih.gov/security/Nondisclosure.pdf.
(Reference subparagraph g.of the INFORMATION SECURITY Arlicle in SECTION H of
this contract.) . '

. Self Assessment & Information Security Plan Reporting

(1) NIST SP 800-53 Self-Assessment (Reference subparagraph h. of the INFORMATION
SECURITY Article in SECTICN H of this contract.)

The contractor shall annually update and resubmit its Self-Assessment required by
NIST SP 800-53, Recommended Security Controls for Federal Information Systems

to the Contracting Officer's Technical Representative (COTR), with a copy to the
Contracting Officer [For option contracts: no later than the completion date of the period
of performance/ for all other contracts: indicate due date as determined by the COTR/
Contracting Officer ]. { http://csrc.nist.gov/publications - under Special Publications).

The Contractor's annual update to its Self-Assessment Questionnaire shall include similar
information for any subcontractor that performs under the SOW to (1) develop a Federal
information system(s) at the Contractor's/Subcontractor's facility, or (2) host and/or
maintain a Federal information system(s) at the Contractor's/Subcontractor's facility.

(2) Information System Security Plan (Reference subparégraph i. of the INFORMATICN
SECURITY Article in SECTION R of this contract.)
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The Contractor's draft !SSP submitted with its proposal shall be finalized in coordination
with the COTR [insert date/no later than 80 calendar days after contract award].

Following approval of its draft ISSP, the Contractor shall update and resubmit its 1SSP to
the COTR every three years or when a major modification has been made to its internal
system. The Contractor shall use the current ISSP template in Appendix A of NIST SP
800-18, Guide to Developing Security Plans for Federal Information Systems. { http://
csre.hist.gov/publications/nistpubs/800-18-Rev1/sp800-18-Revt-final.pdf ).

The Contractor shali include similar information for any subcontractor performing
under the SOW with the Contractor whenever the submission of an ISSP is required.

3. Epitope Data
Immune epitope infarmation shall be submitted to the IEDB ( www.ImmuneEpitope.org) within six
(6) months of validation, or as determined by the Project Officer, in consulation with the Contracting
Officer and Contractor. This information includes:

a) epitope sequence and any post-transiational modifications important for epitope recognition or
antigen processing,

b) pathogen species and strain from which the epitope was identified,
.c) antigen from which the epitope was derived;
d) epitope indentification methods;

e} validation methods (e.g..test recognition by antibodies, and role in protective immunity) and
summary of resuits; and

f) extensive annotation may also be required, as determined in conslultation with Project Officer. This
annotation may include: three-deminsional structure of the antigen or epitope; epitope location on
the whale antigen; pathogen replication state in which the epitope is expressed; and disease state in
which the expressed or recognized by the host.

Prediction Tools

Contract generated software shall be made available, within 8 months of validation, through
publicly accessibly web and databases sites, with first preference given to the IEDB
www.immuneEpitope.org). If the IEDB does not choose to host the tool, it shall be made accessible
through other public websites or repositories identified by the Contracter in consultation with the
Project Officer. Contract generated software includes, but is not limited to:

a) epitope prediction algorithms;
b} artificial neural networks;

¢) epitope visualization tools; and
d) mathematical models.

To the extent possible, the Contractor shall provide software under a license certified by the Open
Source Initiative ( http:/Awww.opensource.org/licenses/) to guarantee the right o read, redistribute,
modify and freely use the software. In addition, these computational tools shall have a user interface
that allows the scientific community to use the tools in their individual research projects.

The Contractor shall be solely responsible for the timely acquisition of all appropriate proprietary
rights, including intellectual property rights, and all materials needed to perform the project. Before,
during, and subsequent to the award, the U.S. Government is not required to obtain for the Contractor
any proprietary rights, including intellectual property rights, or any materials needed by the U.S.
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Government all inventions made in the performance of the project, as specified at FAR 52,227-11
(Bayh-Dole Act).

Intellectual Property

The Contractor shall be solely responsible for the timeiy acquisition of all appropriate proprietary
rights, including intellectual property rights, and all materials needed tc perform the project. Before,
during, and subsequent to the award, the U.S. Government is not required to obtain for the Contractor
any proprietary rights, including intellectuai property rights, or any materials needed by the Contractor
to perform the project. The Contractor is required to report to the U.S. Government all inventions
made in the performance of the project, as specified at FAR 52.227-11 (Bayh-Dale Act).

Other Reports and Deliverables may be required. This may include special reports required by
regulation or policy and deliverables such as data, vaccine, etc.

ARTICLE C.3. INVENTION REPORTING REQUIREMENT

All reports and documentation required by FAR Clause 52.227-11, Patent Rights-Cwnership by the

Contractor including, but not limited to, the invention disclosure report, the confirmatory license, and the Government
support certification, shall be directed {o the Extramural Inventions and Technology Resources Branch, OPERA, NIH,
6705 Rockledge Drive, Room 2207, MSC 7987, Bethesda, Maryland 20892-7987 (Telephone: 301-435-1986). In
addition, one copy of an annual utilization report, and a copy of the final invention statement, shall be submitted to
the Contracting Officer. The final invention statement {see FAR 27.303(b)(2)(il}) shall be submitted to the Contracting
Officer on the expiration date of the contract.

The annual utilization report shall be submitted in accordance with the DELIVERIES Article in SECTION F of this
contract. Thereafter, reports shall be due on or before the 30 Calendar day following the reporting period.] The final
invention statement (see FAR 27.303(b)(2)(ii)} shall be submitted on the expiration date of the centract. All reports
shall be sent to the following address: :

Contracting Officer

National Institutes of Heaith

National Institute of Allergy and Infectious Diseases
Office of Acquisitions

6700-B Rockledge Drive

Room 3109

Bethesda, Maryland 20892- 7612

If no invention is disclosed or no activity has occurred on a previously disclosed invention during the applicable
reporting period, a negative report shall be submitted to the Contracting Officer at the address listed above.

To assist contractors in complying with invention reporting requirements of the clause, the NIH has developed
"Interagency Edison,"” an electronic invention reporting system. Use of Interagency Edison is encouraged as

it streamlines the reporting process and greatly reduces paperwork. Access to the system is through a secure
interactive Web site to ensure that all information submitted is protected. interagency Edison and information relating
to the capabilities of the system can be obtained from the Web ( hitp:/iwww.igdison.gov), or by contacting the
Extramural Inventions and Technology Resources Branch, OPERA, NIH.
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SECTION D - PACKAGING, MARKING AND SHIPPING

All deliverables required under this contract shall be packaged, marked and shipped in accordance with Government
specifications. At a minimum, all deliverables shall be marked with the contract number and Contractor name. The
Contractor shall guarantee that all required materials shall be delivered in immediate usable and acceptable condition.
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SECTION E - INSPECTION AND ACCEPTANCE

a. The Contracting Officer or the duly authorized representatwe will perform inspection and acceptance of matenals
and services to be provided.

b. For the purpase of this SECTION, Contracting Officer Technical Representative (COTR is the authorized
representative of the Contracting Officer.

c. Inspection and acceptance will be performed at:
Division of Allergy, Immunology, and Transplantation
Naticnal Institute of Allergy and Infectious Diseases
Nafional Institutes of Health
Bethesda, Maryland

Acceptance may be p;esumed unless otherwise indicated in writing by the Contracting Officer or the duly
authorized representative within 30 days of receipt.

d. This contract incorporates the following clause by reference, with the same force and effect as if it were given in
full text. Upon reguest, the Contracting Officer will make its full text available.

FAR Clause 52.246-9, Inspection of Research and Development (Short Form) (Aprit 1984).
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SECTION F - DELIVERIES OR PERFORMANCE

ARTICLE F.1. DELIVERIES

Satisfactory performance of the final contract shall be deemed to ocour upon performance of the work described in
the Statément of Work Article in SECTION C of this contract and upon delivery and acceptance by the Contracting
Officer, or the duly authorized representative, of the following items in accordance with the stated delivery schedule:

a. The items specified in ATTACHMENT 14, Deliverables, as described in the REPORTING REQUIREMENTS
Article in SECTION C of this contract will be required to be delivered F.o.b. Desfination as set forth in FAR
52.247-35, F.o.b. DESTINATION, WITHIN CONSIGNEES PREMISES (APRIL 1984}, and in accordance with
and by the dates specified in ATTACHMENT 14,

ARTICLE F.2. CLAUSES INCORPORATED BY REFERENCE, FAR 52.252-2 (FEBRUARY
1998) '

This contract incorporates the following clause(s) by reference, with the same force and effect as if it were given in
full text. Upon request, the Contracting Officer will make its full text available. Also, the full text of a clause may be
accessed electronically at this address: hitp://iwww.acquisition.gov/comp/far/index.htm

FEDERAL ACQUISITION REGULATION (48 CFR CHAPTER 1) CLAUSE:
52.242-15, Stop Work Order (August 1989) with Alternate 1 {April 1984).
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SECTION G - CONTRACT ADMINISTRATION DATA

ARTICLE G.1. CONTRACTING OFFICER'S TECHNICAL REPRESENTATIVE (COTR)

The following Contracting Officer's Technical Representative(s) (COTR(s)) will represent the Government for the
purpose of this contract:

Program Officer, Basic Immunology Branch

Division of Allergy, Immunology and Transplantation
NIAID, NIH

Room 3004

6610 Rockledge Drive

Bethesda, MD 20892-6601

Phone: 301-451-3103

Fax: 301-480-2381

E-mail: fergusonst@niaid.nih.gov

The COTR is responsible for: (1) monitoring the Contractor's technical progress, including the surveillance and
assessmeni of performance and recommending to the Contracting Officer changes in requirements; (2) interpreting
the statement of work and any other technical performance requirements; (3) performing technical evaiuation as
required; (4) performing technical inspections and acceptances required by this contract; and (5) assisting in the
resolution of technical problems encountered during performance.

The Contracting Officer is the only person with authority to act as agent of the Government under this contract. Only
the Contracting Officer has authority to: (1) direct or negotiate any changes in the statement of work; {(2) modify or
extend the period of performance; (3) change the delivery schedule; (4) authorize reimbursement to the Contractor for
any costs incurred during the performance of this contract; or (5) otherwise change any terms and conditions of this
contract.

The Government may unilaterally change its COTR designation.

ARTICLE G.2. KEY PERSONNEL, HHSAR 352.270-5 (January 2006)

The key personnel specified in this contract are considered to be essential to work perfermance. At least 30 days

prior to diverting any of the specified individuals to other programs or contracts (or as scon as possible, if an individual
must be replaced, for example, as a result of leaving the employ of the Contractor), the Contractor shall notify the
Contracting Officer and shall submit comprehensive justification for the diversion or replacement request {including
proposed substitutions for key personnel) to permit evaluation by the Government of the impact on performance under
this contract. The Contractor shall not divert or otherwise replace any key personnel without the written consent of

the Contracting Officer. The Government may medify the contract to add or delete key personnel at the request of the
Contractor or Government.

{End of Clause)

The following individual(s) isfare considered to be essentiat to the work being performed hereunder:

Name ) Title
James E. Robinson, MD Principle Investigator

ARTICLE G.3. INVOICE SUBMISSION/CONTRACT FINANCING REQUEST AND CONTRACT
FINANCIAL REPORT
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a. Invoice/Financing Request Instructions and Contract Financial Reporting for NIH Cost-Reimbursement Type
Contracts NIK{RC)-4 are attached and made part of this contract. The Contractor shall follow the attached
instructions and submission procedures specified below to meet the requirements of a "proper invoice” pursuant
to FAR Subpart 32.9, Prompt Payment.

1. Payment requests shall be submitted to the offices identified below. Do not submit supporting
documentation (e.g., receipts, time sheets, vendor invoices, etc.) with your payment request
unless specified elsewhere in the contract or requested by the Contracting Officer.

a. The original invoice shall be submitted to the following designated billing office:

National Institutes of Heaith

Office of Financial Management

Commercial Accounts

2115 East Jefferson Street, Room 4B-432, MSC 8500
Bethesda, MD 20892-8500

b. One copy of the invoice shall be submitted to the following approving official:

Contracting Officer

Office of Acquisitions

Naticnal Institute of Allergy and Infectious Diseases
6700B Rockledge Drive Room 3214

BETHESDA, MD 20892

NIAIDOAInvoices@niaid.nih.gov

The Contractor shall submit an electronic copy of the payment request to the approving official
instead of a paper cepy. The payment request shall be transmitted as an attachment via e-mail to
the address listed above in one of the following formats: MSWord, MS Excel, or Adobe Portable
Document Format (PDF). Only one payment request shall be submitted per e-mail and the subject
line of the e-mail shall include the Contractor's name, contract number, and unigue invoice number.

[Note: The original payment request must still be submitted in hard copy and mailed to the
designated biiling office to meet the requirements of a "proper invoice."]

2. In addition to the requirements specified in FAR 32.905 for a proper invoice, the Contractor shall
include the following information on the face page of all payment requests:

a. Name of the Office of Acguisitions. The Office of Acquisitions for this contract is NIAID .

b. Central Point of Distribution. For the purpose of this contract, the Central Point of Distribution is |
NIAIDOAInvoices .

c. Federal Taxpayer Identification Number (TIN). If the Contractor does not have a valid TIN, it
shal! identify the Vendor Identification Number (VIN) on the payment request. The VIN is the
number that appears after the Contractor's name on the face page of the contract. [Note: A
VIN is assigned to new contracts awarded on or after June 4, 2007, and any existing contract
modified to include the VIN number.] If the Contractor has neither a TIN, DUNS, or VIN, contact
the Contracting Officer.

d. DUNS or DUNS+4 Number. The BDUNS number must identify the Contractor's name and
address exactly as stated in the contract and as registered in the Central Contractor Registration
(CCR) database. If the Contractor does not have a valid DUNS number, it shall identify the
Vendor |dentification Number {VIN) on the payment request. The VIN is the number that
appears after the Contractor's name on the face page of the contract. [Note: A VIN is assigned
to new contracts awarded on or after June 4, 2007, and any existing contract modified to include
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the VIN number.] If the Contractor has neither a TIN, DUNS, or VIN, contact the Contracting
Officer.

e. Invoice Matching Option. This contract requires a two-way match.

f. Unigue Invoice Number. Each payment request must be identified by a unique invoice number,
which can only be used one time regardless of the number of contracts or arders held by an
organization.

b. Inquiries regarding payment of invoices shall be directed to the designated billing office, (301} 496-6452.

ARTICLE G.4. INDIRECT COST RATES

In accordance with Federal Acquisition Regulation (FAR) (48 CFR Chapter 1) Clause 52.216-7 (d)(2}, Alfowable Cast
and Payment incorporated by reference in this contract in PART II, SECTION |, the cognizant Coniracting Officer
representative responsible for negotiating provisional and/or final indirect cost rates is identified as follows:

Director, Division of Financial Advisory Services
Office of Acquisition Management and Policy
National Institutes of Health

6100 Building, Room 6B05

6100 EXECUTIVE BLVD MSC-7540
BETHESDA MD 20882-7540

These rates are hereby incorporated without further action of the Contracting Officer.

ARTICLE G.5. GOVERNMENT PROPERTY

a. In addition to the requirements of the clause, GOVERNMENT PROPERTY, incorporated in SECTION I of this

contract, the Contractor shall comply with the provisions of HHS Publication, "Contractor's Guide for Control of
Government Property,” which is incorporated into this contract by reference. This document can be accessed at:

http:/Awww.hhs.govicamp/policies/contractors_quide for_controi_of_gov_property.pdf.

~ Among other issues, this publication provides a summary of the Contractor's responsibilities regarding
purchasing authorizations and inventory and reporting requirements under the contract. A copy of this
publication is available upon request to the Contracts Property Administrator.

Requests for information regarding property under this contract should be directed to the fallowing office:

Division of Personal Property Services, NIH
6011 Building, Suite 637

6011 EXECUTIVE BLVD MSC 7670
BETHESDA MD 20892-7670

(301) 496-6486

. Notwithstanding the provisions outlined in the HHS Publication, "Contractor's Guide for Control of Government
Property,” which is incorporated in this contract in paragraph a. above, the Contractor shall use the form entitled,
"Report of Government Owned, Contractor Held Property” for submitting summary reports required under this
contract, as directed by the Contracting Officer or his/her designee. This form is included as an attachment in
SECTION J of this contract.

¢. Contractor-Acquired Government Property - Schedule I-A

-20-



. . Contra..lmber : HHSN272200900048C

Pursuant to the clause, GOVERNMENT PROPERTY, incorporated in this contract, the Contractor is hereby
authorized to acquire the property listed in the attached Schedule I-A for use in direct performance of the
contract. Schedule I-A is included as an attachment in SECTION J of this cantract.

ARTICLE G.6. POST AWARD EVALUATION OF CONTRACTOR PERFORMANCE

a. Contractor Peformance Evaluations

Interim and final evaluations of Contractor performance will be prepared on this contract in accordance with FAR
Subpart 42.15. The final performance evaluation will be prepared at the time of completion af wark. In addition
to the final evaluation, interim evaluation{s) shall be submitted by the COTR and CO, at least once during the
performance of the contract.

Interim and final evaluations will be provided to the Contractor as soon as practicable after completion of
the evaluation. The Contractor will be permitted thirty days to review the document and to submit additional
information or a rebutting statement. If agreement cannot be reached between the parties, the matter will he
referred to an individua! one level above the Contracting Officer, whose decision will be final.

Copies of the evaluations, Contractor responses, and review comments, if any, will be retained as part of the
contract file, and may be used to support future award decisions.

b. Electronic Access to Contractor Performance Evaluations

Contractors that have Internet capability may access evaluations through a secure Web site for review and
comment by completing the registration form that can be obtained at the following address:

hitp:/foamp.od.nih.gov/OD/CPS/cps.asp

The registration process requires the Contractor to identify an individual that will serve as a primary contact
and who will be authorized access to the evaluation for review and comment. In addition, the Cantractor will be
required to identify an alternate contact who will be responsible for notifying the cognizant contracting official in
the event the primary contact is unavailable to process the evaluation within the required 30-day time frame.
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SECTION H - SPECIAL CONTRACT REQUIREMENTS

ARTICLE H.1. PROTECTION OF HUMAN SUBJECTS, HHSAR 352.270-8(b) (January 2006)

(a) The Contractor agrees that the rights and welfare of human subjects involved in research under this contract shall
be protected in accordance with 45 CFR Part 46 and with the Contractor’s current Assurance of Compliance on file
with the Office for Human Research Protections (OHRP), Office of Public Health and Science (OPHS). The Contractor
further agrees to provide certification at least annually that the Institutional Review Board has reviewed and approved
the procedures, which involve human subjects in accordance with 45 CFR Part 46 and the Assurance of Compliance.

(b) The Contractor shall bear full responsibility for the performance of all work and services involving the use of
human subjects under this contract and shail ensure that work is conducted in a proper manner and as safely as is
feasible. The parties hereto agree that the Contractor retains the right to control and direct the performance of all work
under this contract. Nothing in this contract shall be deemed to constitute the Contractor or any subcontractor, agent
or employee of the Contractor, or any other person, organization, institution, or group of any kind whatsoever, as the
agent or employee of the Government. The Contractor agrees that it has entered into this contract and will discharge
its obligations, duties, and undertakings and the work pursuant thereto, whether requiring professional judgement or
otherwise, as an independent contractor without imputing liability on the part of the Government for the acts of the
Contractor or its employees.

(c) If at any time during the performance of this contract, the Contracting Officer determines, in consultation with the
OHRP, OPHS, ASH, that the Contractor is not in compliance with any of the requirements and/or standards stated

in paragraphs (a) and (b} above, the Contracting Officer may immediately suspend, in whole or in part, work and
further payments under this contract until the Contractor corrects the noncompliance. Notice of the suspension may
be communicated by telephone and confirmed in writing. If the Contractor fails to complete corrective action within
the period of time designated in the Contracting Officer’s written notice of suspension, the Contracting Officer may, in
consultation with OHRP, OPHS, ASH, terminate this contract in a whole or in part, and the Contractor's name may he
removed form the list of those contractors with approved Health and Human Services Human Subject Assurances.

(End of clause)

ARTICLE H.2. RESTRICTION ON USE OF HUMAN SUBJECTS, HHSAR 352.270-14 (January
2006)

Pursuant to 45 CFR part 46, Protection of Human Research Subjects, the Contractor shall not expend funds
under this award for research involving human subjects or engage in any human subjects research activity prior to
the receipt by the Contracting Officer of a certification that the research has been reviewed and approved by the
Institutional Review Board {IRB) designated under the Contractor's Federal-wide assurance of compliance. This
restriction applies to all collaborating sites, whether domestic or foreign, and subcontractors. The Contractor must
ensure compliance by collaborators and subcontractors.

(End of clause)}

Prisoners shall not be enrolled in any HHS research activities until all requirements of HHS Regulations at 45 CFR
PART 48, Subpart C Have been met. If a Research Subject becomes a prisoner during the period of this contract, 45
CFR PART 48, Subpart C will apply to research involving that individual.

ARTICLE H.3. REQUIRED EDUCATION IN THE PROTECTION OF HUMAN RESEARCH
PARTICIPANTS :

NIH policy requires education on the protection of human subject participants for all investigators receiving NiH
contract awards for research involving human subjects. For a complete description of the NIH Policy announcement
on required education in the protection of human subject participants, the Contractor should access the NIH Guide for
Grants and Contracts Announcement dated June 5, 2000 at the following website:

htto:/fgrants.nih.gov/granisiguide/notice-files/NOT-0D-00-03%.html.
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The information below is a summary of the NIH Policy Announcement;

The Contractor shall maintain the following information: (1) a list of the names and titles of the principal investigator
and any other individuals working under the contract who are responsible for the design and/cr conduct of the
research; (2) the title of the education program(s) in the protection of human subjects that has been completed for
each named personnel and; (3) a one sentence description of the educational program(s) listed in (2} above. This
requirement extends to investigators and all individuals responsible for the design and/or conduct of the research who
are working as subcontractors or consultants under the contract.

Prior to any substitution of the Principal Investigator or any other individuals responsible for the design and/or conduct
of the research under the contract, the Contractor shall provide the following written information to the Contracting
Officer: the title of the education program and a one sentence description of the program that has been completed by
the replacement.

ARTICLE H.4. HUMAN MATERIALS

The acquisition and supply of all human specimen material {including fetal material) used under this contract shall be
obtained by the Contractor in full compliance with applicable State and Local laws and the provisions of the Uniform
Anatomical Gift Act in the United States, and no undue inducements, monetary or ctherwise, will be offered to any
persen to influence their donation of human material.

ARTICLE H.5. HUMAN MATERIALS (ASSURANCE OF OHRP COMPLIANCE)

The acquisition and supply of all human specimen material {including fetal material) used under this contract shall be
obtained by the Contractor in full compliance with applicable State and Local laws and the provisions of the Uniform
Anatomical Gift Act in the United States, and no undue inducements, monetary or otherwise, will be offered to any
person to influence their donation of human material,

The Contractor shall provide written documentation that all human materials obtained as a result of research involving
human subjects conducted under this contract, by collaborating sites, or by subcontractors identified under this
contract, were obtained with prior approval by the Office for Human Research Protections (OHRP) of an Assurance
to comply with the requirements of 45 CFR 46 to protect human research subjects. This restriction applies to ali
collaborating sites without OHRP-approved Assurances, whether domestic or foreign, and compliance must be
ensured by the Contractor. '

Provision by the Contractor to the Contracting Officer of a properly completed "Protection of Human Subjects
Assurance Identification/IRB Certification/Declaration of Exemption", Form OMB No. 0990-0263(formerly Gptional
Form 310), certifying IRB review and approval of the protocol from which the human materials were obtained
constitutes the written decumentation required. The human subject certification can be met by submission of a self
designated form, provided that it contains the information required by the "Protection of Human Subjects Assurance
\dentification/|R8 Certification/Declaration of Exemption”, Form OMB No. 0990-0263(formerly Optional Form 310).

ARTICLE H.6. SALARY RATE LIMITATION LEGISLATION PROVISIONS

a. The Confractor shall not use NIH Fiscal Year funds to pay the direct salary of an individual through this contract
at a rate in excess of Executive Level |. Direct salary is exclusive of fringe benefits, overhead and general and
administrative expenses (also referred to as "indirect costs" or "facilities and administrative (F&A) costs"). Direct
salary has the same meaning as the term "institutional base salary." An individual's direct salary (or institutional
base salary) is the annual compensation that the Contractor pays for an individual's appointment whether that
individual's time is spent on research, teaching, patient care or other activities. Direct salary {or institutional base
salary) excludes any income that an individual may be permitted to earn outside of duties to the Centractor.
The annual salary rate limitation aiso applies to individuals proposed under subcontracts. It does not apply to
fees paid to consultants. If this is a multiple year contract, it may be subject to unilateral modifications by the
Government if an individual's salary rate used to establish contract funding exceeds any salary rate limitation
subsequently established in future HHS appropriation acts.
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b. Payment of direct salaries is limited to the Executive Level | rate which was in effect on the date(s) the expense
was incurred. See the following Web site for Executive Schedule rates of pay: http:/Awww.opm.govioca/. (For
current year rates, click on Salaries and Wages / Executive Schedule / Rates of Pay for the Executive Schedule,
For prior year rates, click on Salaries and Wages / cursor to bottom of page and select year / Executive
Schedule / Rates of Pay for the Executive Schedule. Rates are effective January 1 of each calendar year unless
otherwise noted.)

ARTICLE H.7. NEEDLE EXCHANGE

The Contractor shall not use contract funds to carry out any program of distributing sterile needles or syringes for the
hypodermic injection of any illegal drug.

ARTICLE H.8. PRESS RELEASES

.The Contractor shall clearly state, when issuing statements, press releases, requests for proposals, bid solicitations
and other documents describing projects or programs funded in whole or in part with Federal money: (1) the
percentage of the total costs of the program or project which will be financed with Federal money; (2) the dollar
amount of Federal funds for the project or program; and (3) the percentage and dollar amount of the total costs of the
project or program that will be financed by nongovernmental sources.

ARTICLE H.9. RESTRICTION ON ABORTIONS

The Cdntractor shall not use contract funds for any aborticn.

ARTICLE H.10. CONTINUED BAN ON FUNDING OF HUMAN EMBRYO RESEARCH

The Contractor shall nat use contract funds for (1) the creation of a human embryo or embryos for research purposes;,
or (2} research in which a human embryo or embryos are destroyed, discarded, or knowingly subjected to risk of injury
or death greater than that allowed for research on fetuses in utero under 45 CFR 46.204(b) and Section 498(b} of

the Public Health Service Act (42 U.S.C. 289g(b)). The term "human embryo or embryos" includes any crganism,

not protected as a human subject under 45 CFR 46 as of the date of the enactment of this Act, that is derived by
fertilization, parthenocgenesis, cloning, or any other means from one or more human gametes or human diploid cells.

Additionally, in accordance with a March 4, 1997 Presidential Memorandum, Federal funds may not be used for
cloning of human beings.

ARTICLE H.11. DISSEMINATION OF FALSE OR DELIBERATELY MISLEADING SCIENTIFIC
INFORMATION ‘

The Contractor shall not use contract funds to disseminate scientific information that is deliberately false or
misleading.

ARTICLE H.12. RESTRICTION ON EMPLOYMENT OF UNAUTHORIZED ALIEN WORKERS

The Contractor shall not use contract funds to empioy workers described in section 274A(h)(3) of the Immigration and
Nationality Act, which reads as follows:

*(3) Definition of unauthorized alien. - As used in this section, the term 'unauthorized alien' means, with respect
to the employment of an alien at a particular time, that the alien is not at that time gither {A) an alien lawfully
admitted for permanent residence, or (B) authorized to be so employed by this Act or by the Attorney General."

ARTICLE H.13. PRIVACY ACT, HHSAR 352.270-11 (January 2006)

This contract reguires the Contractor to perform cne or more of the following: (a) Design; (b) develop; or (c) cperate
a Federal agency system of records to accomplish an agency function in accordance with the Privacy Act of 1974

-24 -



. Contra.]mber : HHSN272200900049C

(Act) (5 U.S.C. 552a(m)(1)} and applicable agency regulations. The term "system of records" means a group of any
records under the control of any agency from which infermatian is retrieved by the name of the individual or by some
identifying number, symbol, or other identifying particular assigned to the individual.

Violations of the Act by the Contractor and/or its employees may result in the imposition of criminal penalties (5 U.S.C.
552a(i)). The Contractor shall ensure that each of its employees knows the prescribed rules of conduct and that each
employee is aware that he/she is subject to criminal penalties for viplation of the Act to the same extent as HHS
employees. These provisicns also apply to all subcontracts awarded under this contract which require the design,
development or operation of the designated system(s) of records (5 U.S.C. 552a(m)(1)).

The contract work statement; (a) Identifies the system(s) of records and the design, development, or operation work
to be performed by the Contractor; and {b) specifies the disposition to be made of such records upon completion of
contract performance.

(End of clause)

45 CFR Part 5b contains additional information which includes the rules of conduct and other Privacy Act
requirements and can be found at: http: {iwww.access.gpo.govinara/ciriwaisidx_06/45cfr5h 06 .himl.

The Privacy Act System of Records applicable to this project is Number . This document is incorporated
into this contract as an Attachment in SECTICN J of this contract. This document is also available at: http:/f
oma.od.nih.gov/ms/privacy/pa-files/read02systems.htm.

ARTICLE H.14. CARE OF LIVE VERTEBRATE ANIMALS, HHSAR 352.270-9(b) (January
2006)

(a) Before undertaking performance of any contract involving animal related activities, the Contractor shall register
with the Secretary of Agricuiture of the United States in accordance with 7 U.8.C. 2136 and 9 CFR 2.25 through 2.28.
The Contractor shall furnish evidence of the registration to the Contracting Officer.

(b) The Contractor shall acquire vertebrate animals used in research from a dealer licensed by the Secretary of
Agriculture under 7 U.S.C. 2133 and 9 CFR 2.1 through 2.1, or from a source that is exempt from licensing under
those sections.

(c) The Contractor agrees that the care and use of any live vertebrate animals used or intended for use in the
performance of this contract will conform with the PHS Policy on Humane Care of Use of Laboratory Animals, the
current Animal Weifare Assurance, the Guide for the Care and Use of Laboratery Animals prepared by the Institute of
Laboratory Animal Resources and the pertinent laws and regulations of the United States Department of Agriculture
(see 7 U.S.C. 2131 et seq. and 9 CFR Subchapter A, Parts 1 - 4}. In case of conflict between standards, the more
stringent standard shall be used.

(d) |f at any time during performance of this contract, the Contracting Officer determines, in consultation with

the Office of Laboratory Animal Welfare (CLAW), National Institutes of Health (NIH), that the Contractor is not in
compliance with any of the requirements and/or standards stated in paragraphs (a) through (c) above, the Contracting
Officer may immediately suspend, in whole or in part, work and further payments under this contract until the
Contracter corrects the noncompliance. Notice of the suspension may be communicated by telephone and confirmed
in writing. If the Contractor fails to complete corrective action within the period of time designated in the Contracting
Officer's written notice of suspension, the Contracting Officer may, in consultation with GLAW, NIH, terminate this
contract in whole or in part, and the Contractor's name may be removed from the list of those contractors with
approved PHS Animal Welfare Assurances.

Note: The Contractor may request registration of its facility and a current listing of licensed dealers from the Regicnal
Office of the Animal and Plant Health Inspection Service (APHIS), USDA, for the region in which its research facility is
located. The location of the appropriate APHIS Regional Office, as well as information concerning this program may
be obtained by contacting the Animal Care Staff, USDA/APHIS, 4700 River Road, Riverdale, Maryland 20737.

(End of Clause)
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ARTICLE H.15. ANIMAL WELFARE

All research involving live, vertebrate animals shall be conducted in accordance with the Public Health Service Policy
on Humane Care and Use of Laboratory Animals. This policy may be accessed at:

http:/fgrants 1.nih.gov/grants/olaw/references/phspol.htm.

ARTICLE H.16. INTRODUCTION OF RODENTS AND RODENT PRODUCTS

No rodent or redent product shall be delivered into the NIH, ___environment {NIH) directly, or through collaborative
research or holding facilities under contract to ___except by permit. Direct shipments to NIH from a Division of
Veterinary Resources (DVR), Office of Research Services (ORS) approved source will be considered exempt. Non-
exempt sources must be approved by permit issued through the DVR, ORS. The permit must be obtained by the
Contractor prior to the shipment to NIK of the rodents and/for rodent products. The Contractor must be sure that this
permit exists and is current before transferring rodents or rodent products into the NIH, ___ environment. Refusal cr
negligence to do so will be considered a material breach of contract and may be treated as any other such material
breach. Applications for permits should be submitted by facsimile not less than 30 days prior (60 days In situations
where quarantine is likely) to shipping date to: NIH Division of Veterinary Resources (DVR), Office of Research
Services (ORS), Building 14G, Service Rd. South, Room 102, BETHESDA MD 20882-5210, (301)406-2527, FAX:
(301) 402-0352.

ARTICLE H.17. PROTECTION OF PERSONNEL WHO WORK WITH NONHUMAN PRIMATES

All Contractor personnel who work with nonhuman primates or enter rooms or areas containing nonhuman primates
shall comply with the procedures set forth in NIH Policy Manual 3044-2, entitled, "Protection of NIH Persocnne! Who
Work with Nonhuman Primates,” located at the following URL:

http:/Awww1.od.nih.gov/oma/manualchaptersfintramural/3044-2/

ARTICLE H.18. SUBCONTRACTING PROVISIONS

a. Small Business Subcontracting Plan

1. The Small Business Subcontracting Pian, dated 30 September 2009 is attached hereto and made a part
of this contract.

2. The failure of any Contractor or subcontractor to comply in good faith with FAR Clause 52.219-8, entitled
"Utilization of Smali Business Concerns” incorporated in this contract and the attached Subcontracting
Plan, will be a material breach of such contract or subcontract and subject to the remedies reserved to the
Government under FAR Clause 52.219-16 entitled, “Liquidated Damages-Subcontracting Plan.”

b. Subcontracting Reports

The Contractor shall submit the following Subcontracting reports electronically via the "electronic Subcontracting
Reporting System (eSRS) at hitp://www.esrs.gov. :

1. Individual Subcontract Reports (ISR)

Regardless of the effective date of this contract, the Report shali be due on the following dates for the
entire life of this contract:

April 30th
October 30th
Expiration Date of Contract

2. Summary Subcontract Report (SSR)

Regardless of the effective date of this contract, the Summary Subcontract Report shall be submitted
annually on the following date for the entire life of this contract:
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October 30th

For both the Individual and Summary Subcontract Reports, the Contracting Officer shall be included as a contact
for notification purposes at the following e-mail address:

deollie@niaid.nih.gov

ARTICLE H.19. INFORMATION SECURITY

The Statement of Work (SOW) requires the Contractor fo (1} develop, (2) have the ability to access, or (3) host and/
or maintain a Federal information system(s). Pursuant to Federal and HHS Information Security Program Policies, the
Contractor and any subcontractor performing under this contract shall comply with the following requirements:

Federal Information Security Management Act of 2002 (FISMA), Title Ill, E-Government Act of 2002, Pub. L. No.
107-347 (Dec. 17, 2002); http://csre.nist.gov/drivers/documents/FISMA-final. pdf '

a. Information Type

[X] Administrative, Management and Support Information

| Scientific and Technical Research and [nnovation l

b. Security Categories and Levels
Confidentiality Level: [X] Low [ ] Moderate [ ] High

Integrity Level. [X] Low [ ] Moderate [ ] High
Availability Level: [X] Low ([ ] Moderate [ ] High
Overall Level: [X] Low[ ] Moderate [ ] High

¢. Position Sensitivity Designations

1. The following position sensitivity designations and associated clearance and investigation requirements
apply under this coniract.

[ ] Level 6: Public Trust - High Risk (Requires Suitability Determination with a Bl). Contractor
employees assigned to a Level 6 position are subjectto a Background Investigation (BI)

[ ] Level 5: Public Trust - Moderate Risk (Requires Suitability Determination with NACIC, MBi or
LBI). Contractor employees assigned to a Level 5 position with no previous investigation and approval
shall undergo a National Agency Check and Inquiry Investigation plus a Credit Check (NACIC), a Minimum
Background Investigation (MBI}, or a Limited Background Investigation (LBI).

[X] Level 1: Non Sensitive (Requires Suitability Determination with an NACI). Contractor employees
assigned to a Level 1 position are subject to a National Agency Check and Inquiry Investigation (NACI).

2. The Contractor shall submit a roster, by name, position, e-mail address, phone number and responsibility,
of all staff (including subcontractor staff) working under the contract who will develop, have the ability
to access, or host andfor maintain a Federal information system(s). The roster shall be submitted to the
Contracting Officer's Technical Representative (COTR), with a copy to the Contracting Officer, within
14 calendar days of the effective date of the contract. Any revisions to the roster as a result of staffing
changes shall be submitted within 15 calendar days of the change. The Contracting Officer shall notify
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the Contractor of the appropriate level of suitability investigations to be performed. An electronic template,
"Roster of Employees Requiring Suitability Investigations," is available for Contractor use at: hitp://
ais.nci.nih.gov/forms/Suitability-roster. xls.

Upon receipt of the Government's nofification of applicable Suitability Investigations required, the
Contractor shall complete and submit the required forms within 30 days of the notification. Additional
submission instructions can be found at the "NCI Information Technology Security Policies, Background
Investigation Process" website: http.//ais.nci.nih.gov. '

Contractor/subcontractor employees who have met investigative requirements within the past five years
may only require an updated or upgraded investigation.

3. Contracter/Subcontractor employees shall comply with the HHS criteria for the assigned position sensitivity
designations prior to performing any work under this contract. The following exceptions apply:

Levels 5 and 1: Contractor/Subcontractor employees may begin work under the contract after the
Contractor has submitted the name, position and responsibility of the employee to the COTR, as described
in paragraph c. (2) above.

Level 6: In special circumstances the COTR may request a waiver of the pre-appointment investigation.
If the waiver is granted, the COTR will provide written authorization for the Contractor/Subcontractor
employee to work under the contract. o '

d. Information Security Training

The Contractor shall ensure that each Contractor/Subcontractor employee has completed the NIH Computer
Security Awareness Training course at: http://itsectraining.nih.gov/ prior to performing any centract work, and
thereafter completing the NIH-specified fiscal year refresher course during the period of perfermance of the
contract.

The Contractor shall maintain a listing by name and title of each Contractor/Subcontractor employee working
under this contract that has completed the NIH required training. Any additional security training completed by
Contractor/Subcontractor staff shall be included on this listing. [The listing of completed training shall be included
in the first technical progress report. (See Article C.2. Reporting Requirements.) Any revisions to this listing as a
result of staffing changes shall be submitted with next required technical progress report.]

Contractor/Subcontractor staff shall complete the foilowing additional training prior to performing any work under
this contract:

e. Rules of Behavior

The Contractor/Subcentractor employees shall comply with the NIF Information Technology General Rules of
Behavior at: http./firm.cit.nih.gev/security/nihitrob.htmi,

f. Personnel Security Respaonsibilities

Contractor Notification of New and Departing Employees Requiring Background Investigations

1. The Contractor shall notify the Contracting Officer, the Contracting Officer's Technical Representative
(COTR), and the Security Investigation Reviewer within five working days before a new employee
assumes a position that requires a suitability determination or when an employee with a security clearance
stops working under the contract. The Government will initiate a background investigation on new
employees requiring security clearances and will stop pending background investigations for employees
that no longer work under the contract.

2. New employees: Provide the name, position title, e-mail address, and phene number of the new employee.
Provide the name, position title and suitability leve! held by the former incumbent. If the emplayee is filling
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a new position, provide a description of the position and the Government will determine the appropriate
security level.

3. Departing employees:
+ Provide the name, position title, and security clearance levei held by or pending for the individual.

« Perform and document the actions identified in the "Employee Separation Checklist", attached in
Section J, ATTACHMENTS of this contract, when a Contractor/Subcontractor employee terminates
work under this contract. Ali documentation shall be made available to the COTR and/or Contracting
Officer upon request.

g. Commitment to Protect Non-Public Departmental Information Systems and Data

1. Contractor Agreement

The Contractor and its subcontractors performing under this SOW shall not release, publish, or disclose
non-public Departmental information to unauthorized personnel, and shall protect such information in
accordance with provisions of the following laws and any other pertinent laws and regulations governing
the confidentiality of such information:

-18 U.S.C. 641 (Criminal Code: Public Money, Property or Records)
-18 U.S.C. 1905 (Criminal Code: Disclosure of Confidential Information)
-Public Law 96-511 {Paperwork Reduction Act)

2. Contractor-Employee Non-Disclosure Agreements

Each Contractor/Subcontractor employee who may have access to non-public Department infermation
under this contract shall complete the Commitment to Protect Non-Public Information - Contractor
Agreement. A copy of each signed and witnessed Non-Disclosure agreement shall be submitted to the
Contracting Officer's Technical Representative (COTRY) prior to performing any work under the contract.

h. NIST SP 800-53 Self-Assessment

The contractor shall annually update and re-submit its Seif-Assessment required by NIST SP 800-53,
Recommended Security Controls for Federal information Systems. { http://csrc.nist.gov/publications - under
Special Publications).

Subcontracts: The Contractor's annual update to its Self-Assessment Questionnaire shall include similar
information for any subcontractor that performs under the SOW to (1} develop a Federal information system(s)
at the Contractor's/Subcontractor's facility, or (2) host and/or maintain a Federal information system(s) at the
Contractor's/Subcontractor's facility. .

The annual update shall be submitted to the Contracting Officer’s Technical Representative (COTRY), with a copy
to the Contracting Officer [For option contracts: no later than the completion date of the period of performance/
for all other contracts: indicate due date as determined by the COTR/Contracting Officer].

i. Information System Security Plan

The Contractor's draft ISSP submitted with its propesal shall be finalized in coordination with the Contracting
Officer's Technical Representative (COTR) no later than 90 calendar days after contract award.

Foliowing approval of its draft ISSP, the Contractor shall update and resubmit its ISSP to the COTR every three
years or when a major modification has been made to its internal system. The Contractor shall use the current
ISSP template in Appendix A of NIST SP 800-18, Guide to Developing Security Plans for Federai Information
Systems. { hitp://csre.nist. gov/publications/nistpubs/800-18-Rev1/sp800-18-Revi-final.pdf ). The details
contained in the Contractor's ISSP shall be commensurate with the size and complexity of the requirements of
the SOW based on the System Categorization determined above in subparagraph (b) Security Categories and
Levels of this Article.
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Subcontracts: The Contractor shall include similar information for any subcontractor performing under the SOW
with the Contractor whenever the submission of an ISSP is required.

j. Common Security Configurations

The contractor shall ensure that any information technology acquired under this contract incorporates the
applicable common security configuration established by the National Institute of Standards and Technology
{NIST) at hitp://checklists,nist.gov,

ARTICLE H.20. ELECTRONIC AND INFORMATION TECHNOLOGY ACCESSIBILITY (January -
2008)

Pursuant 1o Section 508 of the Rehabilitation Act of 1973 (29 U.S.C. 794d), as amended by the Workforce
Investment Act of 1998, all electronic and information technology (EIT) products and services developed, acquired,
maintained, and/or used under this contract/order must comply with the "Electronic and information Technology
Accessibility Provisions” set forth by the Architectural and Transportation Barriers Compliance Board (also referred
to as the "Access Board”) in 36 CFR part 1194, Information about Section 508 provisions is available at htip://
www.section508.gov/. The complete text of Section 508 Final provisions can be accessed at hitp://www.access-
board.gov/sec508/provisions.htm. ’

The Section 508 standards applicable to this contract/order are identified in the Statement of Work. The contractor
must provide a written Section 508 conformance certification due at the end of each orderfcontract exceeding
$100,000 when the order/contract duration is one year or less. !f it is determined by the Government that EiT
products and services provided by the Contractor do not conform to the described accessibility in the Product
Assessment Template, remediation of the products and/or services to the level of conformance specified in the
vendor's Product Assessment Template will be the responsibility of the Contractor at its own expense.

in the event of a modification(s) to the contract/order, which adds new EIT products and services or revised the
type of, or specifications for, products and services the Contractor is to provide, including EIT deliverables such

as electronic documents and reports, the Contracting Officer may require that the contracior submit a completed
HHS Section 508 Product Assessment Template o assist the Government in determining that the EIT products
and services support Section 508 accessibility requirements. Instructions for documenting accessibility via the HHS
Section 508 Product Assessment Template may be found at hitp://508.hhs.gov.

[{End of HHSAR 352.270-19(b)]

Prior to the Contracting Officer exercising an option for a subsequent performance period/additional quantity or adding
increment funding for a subsequent performance period under this contract, as applicable, the Contractor must
provide a Section 508 Annual Report to the Contracting Officer and Contracting Officer's Technical Representative
(COTR). Unless otherwise directed by the Contracting Officer in writing, the Contractor shall provide the cited report
in accordance with the following schedule. Instructions for completing the report are available at: http://508.hhs.gov/
under the heading Vendor Information and Documents. The Contractor's failure to submit a timely and properly
completed report may jeopardize the Contracting Officer's exercising an option or adding incremental funding, as
applicable.

Schedule for Contractor Submission of Section 508 Annual Report:

[End of HHSAR 352.270-19(c)]

ARTICLE H.21. ACCESS TO NATIONAL INSTITUTES OF HEALTH (NIH) ELECTRONIC MAIL

All Contractor staff that have access to and use of NIH electronic mail (e-mail) must identify themselves as contractors
on all oufgoing e-mail messages, including those that are sent in reply or are forwarded to another user. To best
comply with this requirement, the Contractor staff shall set up an e-mail signature ("AutoSignature”) or an electronic
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business card ("V-card") on each Contractor employee's computer system and/or Personal Digital Assistant (PDA)
that will automatically display "Contractor” in the signature area of all e-mails sent.

ARTICLE H.22. CONFIDENTIALITY OF INFORMATION

The following information is covered by HHSAR 352.224-70, Confidentiality of Information (January 2006):

ARTICLE H.23. PUBLICATION AND PUBLICITY

In addition to the requirements set forth in HHSAR Clause 352.270-6, Publications and Publicity incorporated by
reference in SECTION | of this contract, the Contractor shall acknowledge the support of the National Institutes of
Health whenever publicizing the work under this contract in any media by including an acknowledgment substantialiy
as follows:

"This project has been funded in whole or in part with Federal funds from the National Institute of Allergy and
Infectious Diseases National institutes of Health, Department of Health and Human Services, under Contract No.
HHSN272200800049C"

ARTICLE H.24. REPORTING MATTERS INVOLVING FRAUD, WASTE AND ABUSE

Anyone who becomes aware of the existence or apparent existence of fraud, waste and abuse in NIH funded
programs is encouraged to report such matters to the HHS Inspector General's Office in writing or on the Inspector
General's Hotline. The toll free number is 1-800-HHS-TIPS (1-800-447-8477). All telephone calls will be handled
confidentially. The e-mail address is Htips@os.dhhs.gov and the mailing address is:

Office of Inspector General

Department of Health and Human Services
TIPS HOTLINE

P.C. Box 23489

Washington, D.C. 20026

ARTICLE H.25. YEAR 2000 COMPLIANCE

In accordance with FAR 39.106, Information Technology acquired under this contract must be Year 2000 compliant as
set forth in the following clause(s):

ARTICLE H.26. OBTAINING AND DISSEMINATING BIOMEDICAL RESEARCH RESOURCES

Unique research resources arising from N!H-funded research are to be shared with the scientific research community.
NIH provides guidance, entitled, "Principles and Guidelines for Recipients of NIH Research Grants and Contracts on
Obtaining and Disseminating Biomedical Research Resources: Final Notice," (Federal Register Notice, December
23, 1999 [64 FR 72090]), concerning the appropriate terms for disseminating and acquiring these research resources.
This guidance, found at : http://www.ott.nih.gov/policy/rf_guide_final.aspx is intended to help contractors ensure that
the conditions they impose and accept on the transfer of research tools will facilitate further biomedical research,
consistent with the requirements of the Bayh-Dole Act and NIH funding policy.

Note: For the purposes of this Article, the terms, "research tools", "research materials”, and "research resources” are
used interchangeably and have the same meaning.

ARTICLE H.27. SHARING RESEARCH DATA

The data sharing plan submitted by the Contractor is acceptable. The Contractor agrees to adhere to its plan and
shall request prior approval of the Contracting Officer for any changes in its plan.
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The NIH endorses the sharing of final research data 1o serve health. this contract is expected to generate research
data that must be shared with the public and other researchers. NIH's data sharing policy may be found at the
following Web site:

hitp:/farants . nih.gov/grantsfguide/notice-files/NOT-0D-03-032.hitmi

NIH recognizes that data sharing may be complicated or limited, in some cases, by institutional policies, local IRB
rules, as well as local, state and Federal laws and regulations, including the Privacy Rule (see HHS-published
documentation on the Privacy Rule at hitp:/fiwww.hhs.gov/ocr/). The rights and privacy of people who participate in
NIH-funded research must be protected at alt times; thus, data intended for broader use should be iree of identifiers
that would permit linkages to individual research participants and variables that could lead to deductive disclosure of
the identity of individual subjects.

ARTICLE H.28. POSSESSION USE AND TRANSFER OF SELECT BIOLOGICAL AGENTS OR
TOXINS

The contractor shall not conduct work involving select agents or toxins under this contract until it and any associated
subcontractor(s) comply with the following: :

For prime or subcontract awards fo domestic institutions that possess, use, and/or transfer Select Agents
under this contract, the institution must comply with the provisions of 42 CFR part 73, 7 CFR part 331, and/or 8
CFR part 121 ( http/Awww.aphis.usda.gov/programs/ag_seleciagen{/FinalRule3-18-05.pdf ) as required, before
using NIH funds for work involving a Select Agent or Toxin. No NIH funds can be used for research involving
a Select Agent or Toxin at a domestic institution without a valid registration certificate.

For prime or-subcontract awards to foreign institutions that possess, use, and/or transfer a Seiect Agent or
Toxin, before using NIH funds for any work directly involving a Select Agent or Toxin, the foreign institution must
provide information satisfactory to the NIAID that safety, security, and training standards equivalent to those
described in 42 CFR part 73, 7 CFR part 331, and/or 9 CFR part 121 are in place and will be administered on
behalf of all Select Agent or Toxin work supported by these funds. The process for making this determination
includes inspection of the foreign laboratory facility by an NIAID representative. During this inspection, the
foreign institution must provide the following information: concise summaries of safety, security, and training
plans; names of individuals at the foreign institution who will have access to the Select Agents and procedures
for ensuring that only approved and appropriate individuals, in accordance with institution procedures, will
have access to the Select Agents under the contract; and copies of or links to any applicable laws, regulations,
policies, and procedures applicable fo that institution for the safe and secure possession, use, and/or transfer
of select agents. No NIH funds can be used for work involving a Select Agent or Toxin at a foreign
institution without written approval from the Contracting Officer.

Listings of HHS select agents and toxins, and overlap select agents or toxins as well as information about the
registration process for domestic institutions, are available on the Select Agent Program Web site at hito://
www_cdc.goviod/sap/ and http:/iwww.cdg.goviod/sap/docs/salist. pdf.

Listings of USDA select agents and toxins as well as information about the regisiration process for domestic
institutions are available on the APHIS/USDA website at: http://www.aphis.usda.goviprograms/ag_seiectagent/
index.html and:; ’

Ihttp:ﬂ_www.aphis.usda.govfprogramsiag selectagent/ag_bioterr_forms.html

For foreign institutions, see the NIAID Select Agent Award information:
( hitp:/fwww.niaid.nih.gov/nen/clinical/default_biodefense.htm).

ARTICLE H.29. HOTEL AND MOTEL FIRE SAFETY ACT OF 1990 (P.L. 101-391)

Pursuant to Public Law 101-391, no Federal funds may be used to sponsor or fund in whole or in part a meeting,
convention, conference or training seminar that is conducted in, or that otherwise uses the rooms, facilities, or
services of a place of public accommodation that do not meet the requirements of the fire prevention and control
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guidelines as described in the Public Law. This restriction applies to public accommodations both foreign and
domestic.

Public accommodations that meet the requirements can be accessed at: hitp://www.usfa.fema.gov/hotel/index.htm.

" ARTICLE H.30. PROHIBITION ON CONTRACTOR INVOLVEMENT WITH TERRORIST
ACTIVITIES

The Contractor acknowledges that U.S. Executive Orders and Laws, including but not limited to E.O. 13224 and
P.L. 107-56, prohibit transactions with, and the provision of resources and support to, individuals and organizations
associated with terrorism. It is the legal responsibility of the Contractor to ensure compliance with these Executive
Orders and Laws. This clause must be included in all subcontracts issued under this contract.

ARTICLE H.31. CONSTITUTION DAY

Each educational institution that receives Federal funds for a fiscal year shall hold an educational program on the
United States Constitution on September 17 of such year for the students serviced by the educational institution in
accordance with Public Law 108-447.

ARTICLE H.32. REGISTRATION FEES FOR NiH SPONSORED SCIENTIFIC, EDUCATIONAL,
AND RESEARCH-RELATED CONFERENCES

In accordance with the NIH Reform Act of 2008, P.L. 109-482, the NIH may authorize a Contractor procured to assist
in the development and implementation of a scientific, educational or research-related conference to collect and retain
registration fees from Non-HHS Federal and Non-Federal participants to defray the costs of the contract.

Whenever possible, the Contracting Officer, prior to each conference, shall provide the Contractor with uniform
assumptions of the government's estimate of the registration fee offset to include in the costs estimate for the
conference. This offset should be deducied from the total cost of the conference.

Prior to each conference, the Contractor shall submit a completed "Contractor Pre-Conference Expense Offset
Worksheet" (Attachment provided in SECTION J) to the Contracting Officer's Technical Representative (COTR) and
Contracting Officer. After the conference is held, the Contractor shall submit a completed * Post-Conference Expense
Offset Worksheet" (Attachment provided in SECTION J) to the COTR and Contracting Officer.

The Contractor shall collect and maintain current and accurate accounting of collected conference fees and
conference expenses. The Contractor shall immediately notify the COTR and Contracting Officer, in writing, if it
appears the total registration fees collected will exceed the estimated total cost of the conference. If the registration
fees collected are in excess of the total actual conference expenditures, the contractor shall return the excess funds to
the Contracting Officer to be deposited as miscellaneous receipts into the U.S. Treasury.

If the registration fees collected are in excess of the uniform assumptions provided by the Contracting Officer, the
Contracting Officer, shall, as necessary, modify the contract price to reflect the decrease in conference costs. if the
registration fees collected are less than the uniform assumptions provided by the Contracting Officer, the Contracting
Officer shali, as necessary, modify the contract price to reflect the increase in conference costs.

Although Contractors may bill for allowable conference costs as they are incurred, they may not submit a final invoice
for the total costs of the conference until the "Post-Conference Expense Offset Worksheet" has been approved by the
- COTR.

ARTICLE H.33. GUIDELINES FOR INCLUSION OF WOMEN, MINORITIES, AND PERSONS
WITH DISABILITIES IN NIH-SUPPORTED CONFERENCES

Pursuant to the NIH Revitalization Act (P.L. 103-43, Section 208), which adds Section 402(b) to the Public Heaith
Service Act, it is required that NIH, “in conducting and supporting programs for research, research training,

recruitment, and other activities, provide for an increase in the number of women and individuals from disadvantaged
backgrounds {including racial and ethnic minorities) in the fields of biomedical and behavioral research.” In addition,

-33.



. Contra..lmber : HHSIN272200900049C

Section 504 of the Rehabilitation Act of 1973 and the Americans with Disabilities Act of 1990 require reasonable
accommodations to be provided to individuals with disabilities.

It is NIH policy that organizers of scientific meetings should make a concerted effort to achieve appropriate
representation of women, racial/ethnic minorities, and persons with disabiliies, and other individuals who have been
traditionally underrepresented in science, in all NIH sponsored and/or supported scientific meetings.

Therefore, it is the contractor's responsibility to ensure the inclusion of women, minorities, and persons with disabilities
in all events when recruiting speakers and/or participants for meetings or conferences funded by this contract.

See the policy announcement for additional details and definitions at:
hitp://grants.nih.gov/grants/quide/notice-files/NOT-OD-03-066 . html
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PART Il - CONTRACT CLAUSES

ARTICLE 1.1. General Clauses for a Cost-Reimbursement Research and Development
Contract

This contract incorporates the folfowing clauses by reference, with the same force and effact as if they were given in
full text. Upon request, the Contracting Officer will make their full text available. Also, the full text of a clause may be
accessed electronically at this address: hitp:/iwww.arnet.gov/far/. :

a. FEDERAL ACQUISITION REGULATION (FAR) (48 CFR CHAPTER 1) CLAUSES:

FAR

CLAUSE NO. DATE TITLE

52.202-1 Jul 2004 Definitions {Over $100,000)

52.203-3 Apr 1884 Gratuities (Over $100,000)

52.203-5 Apr 1984 Covenant Against Contingent Fees (Over $100,000)

52.203-6 Sep 2006  Restrictions on Subcontractor Sales to the Government {Over $100,000)

52.203-7 Jul 1895 Anti-Kickback Procedures (Over $100,000)

52.203-8 Jan 1997  Cancellation, Rescission, and Recovery of Funds for ilfegal or improper
Activity (Over $100,000)

52.203-10 Jan 1897  Price or Fee Adjustment for ilegal or improper Activity (Over $100,000)

52.203-12 Sep 2007  Limitation on Payments to Influence Certain Federal Transactions (Over
$100,000)

52.204-4 Aug 2006 Printed or Copied Double-Sided on Recycled Paper {Over $100,000)

52.204-7 Apr 2008 Central Contractor Registration

52.204-10 Sep 2007  Reporting Subcontract Awards ($500,000,000 or more)

52.209-6 Sep 2006  Protecting the Government's Interests When Subcontracting With
Contractors Debarred, Suspended, or Proposed for Debarment (Over
$30,000)

52.215-2 Mar 2009  Audit and Records - Negotiation [Note: Applies to ALL contracts funded in

: whole or in part with Recovery Act funds, regardless of dolfar value, AND
coniracts over $100,000 funded exclusively with non-Recovery Act funds.]

52.215-8 Oct 1997 Order of Precedences - Uniform Contract Format

52.215-10 Oct 1997  Price Reduction for Defective Cost or Pricing Data (Over $650,000)

52.215-12 Oct 1997  Subcontractor Cost or Pricing Data (Over $650,000)

52.215-14 Oct 1997  Integrity of Unit Prices (Over $100,000)

52.215-15 Oct 2004 Pension Adjustments and Asset Reversions

52.215-18 Jul 2005 Reversion or Adjustment of Plans for Post-Retirement Benefits (PRB}
other than Pensions

52.215-18 Oct 1997  Notification of Qwnership Changes

52.215-21 Oct 1997  Regquirements for Cost or Pricing Data or information Other Than Cost or
Pricing Data - Modifications )

52.216-7 Dec 2002  Allowable Cost and Payment

52.216-8 Mar 1997  Fixed Fee

52.219-8 May 2004  Utilization of Small Business Concerns (Qver $100,000)

52.218-9 Apr 2008 Smalf Business Subcontracting Plan (Over $550,000, $1,000,000 for
Construction)
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CLAUSE NO. DATE
52.219-16 Jan 7969
52.222-2 Jul 1890
52.222-3 Jun 2003
52.222-21 Feb 7999
52.222-26 Mar 2007
52.222-35 Sep 2006
52.222-36 Jun 1998
52.222-37 Sep 2006
52,222-50 Feb 2009
52.222-54 Jan 2009
52.223-6 May 2001
52.223-14 Aug 2003
52.225-1 Feb 2009
52.225-13 Jun 2008
52.227-1 Dec 2007
52.227-2 Dec 2007
52.227-11 Dec 2007
52.227-14 Dec 2607
52.232-9 Apr 1984
52.232-17 Oct 2008
52.232-20 Apr 1984
52.232-23 Jan 1986
52.232-25 Oct 2008
52.232-33 QOct 2003
52.233-1 Jul 2002
52.233-3 Aug 1996
52.233-4 Oct 2004
52.242-1 Apr 1984
52.242-3 May 2001
52.242-4 Jan 1997
52.242-13 Jut 1985
52.243-2 Aug 1987
52.244-2 Jun 2007
52.244-5 Dec 1896

. Contra..lmber: HHSN272200900049C

TTLE

Liquidated Damages - Subcontracting Plan {Over $550,000, $1,000,000
for Construction)

Payment for Overtime Premium (Over $100,000) (Note: The dollar amount
in paragraph (a) of this clause is $0 unless otherwise specified in the
contract.)

Convict Labor
Prohibition of Segregated Facilities
Equal Opportunity

Equal Opportunity for Special Disabled Veterans, Veterans of the Vietnam
Era, and Other Eligible Veterans (Over $100,000)

Affirmative Action for Workers with Disabilities

Employment Reports on Special Disabled Veterans, Veterans of the
Vietnam Era, and Other Eligible Veterans (Over $100,000)

Combating Trafficking in Persons

Empioyment Eligibility Verification (Over $100,000)

Drug-Free Workplace

Toxic Chemical Release Reporting (Ovér $100,060)

Buy American Act - Supplies

Restrictions on Certain Foreign Purchases

Authorization and Consent, Alternate | (Apr 1984)

Notice and Assistance Regarding Patent and Copyright Infringement

Patent Rights - Ownership by the Contractor (Note: In accordance with
FAR 27.303(b)(2), paragraph (e) is modified to include the requirements
in FAR 27.303(b)(2)(i) through (iv). The frequency of reporting in (i) is
annual.

Rights in Data - General

Limitation on Withholding of Payments
Interest (Over $100,000)

Limitation of Cost

Assignment of Claims

Prompt Payment, Alternate | (Feb 2002)
Payment by Electronic Funds Transfer—Ceniral Contractor Registration
Disputes

Protest After Award, Alternate | (Jun 1985)

App}icabfe Law for Breach of Contract Claim

Nofice of Intent to Disallow Costs

Penalties for Unallowable Casts (Over $650,000}

Certification of Final Indirect Costs

Bankruptcy (Over $100,000)

Changes - Cost Reimbursement, Alternate V (Apr 1984)

Subcontracts, Alfernate | (June 2007)

Competition in Subcontracting (Over $100,000)
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E-B

CLAUSE NO. DATE TITLE

52.244-6 Mar 2009  Subcontracts for Commerciai ltems
52.245-1 Jun 2007  Government Propery

52.245-9 Jun 2007  Use and Charges

52.246-23 Feb 1997  Limitation of Liability (Over $100,000)
52.249-6 May 2004  Termination (Cost-Reimbursement)
52.249-14 Apr 1984 Excusable Delays

52.253-1 Jan 1991 Computer Generated Forms

b. DEPARTMENT OF HEALTH AND HUMAN SERVICES ACQUISITION REGULATION (HHSAR) (48 CFR
CHAPTER 3) CLAUSES. '

HHSAR

CLAUSE NO. DATE TTLE

352.202-1 Jan 2006  Definitions - with Alternate paragraph (h) (Jan 2006)
352.216-72 Jan 2006  Additional Cost Principles

352.228-7 Dec 1991  Insurance - Liability fo Third Persons
352.232-9 Jan 2006  Withholding of Confract Paymentis
352.233-70 . Jan 2006  Litigation and Claims

352.242-71 Apr 1984 Final Decisions on Audit Findings
362.270-5 Jan 2006  Key Personnel

352.270-6 Jan 2006  Publications and Publicity
352.270-10 Jan 2006  Anti-Lobbying (Over $100,000)

[End of GENERAL CLAUSES FOR A NEGOTIATED COST-REIMBURSEMENT RESEARCH AND DEVELOPMENT
CONTRACT- Rev. 05/2009]. :
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ARTICLE 1.2. AUTHORIZED SUBSTITUTION OF CLAUSES

ARTICLE 1.1. of this SECTION is hereby modified as follows:

a. FAR Clause 52.232-20, Limitation Of Cost {April 1984), is deleted in its entirety and FAR Clause 52.232-22,
Limitation Of Funds {(April 1984) is substituted therefor. [NOTE: When this contract is fully funded, FAR
Clause 52.232-22, LIMIiTATION OF FUNDS will no longer apply and FAR Clause 52.232-20, LIMITATION
OF COST will become applicable.]

b. FAR Clauses 52.249-6, Termination (Cost-Reimbursement) (May 2004) and 52.249-14, Excusable Delays
(April 1984), are deleted in their entirety and FAR Clause 52.249-5, Termination for Convenience of the
Government {Educational and Other Nonprofit Institutions) (September 1996), is substituted therefore.
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ARTICLE L.3. Additional Contract Clauses

This contract incorporates the following clauses by reference, with the same force and effect, as if they were given in
full text. Upon request, the Contracting Officer will make their full text available.

a. FEDERAL ACQUISITION REGULATION (FAR) (48 CFR CHAPTER 1) CLAUSES
1. FAR Clause 52.203-13, Contractor Code of Business Ethics and Conduct (December 2008).

2. FAR Clause 52.203-14, Display of Hotline Poster(s} (December 2007).

" ...{3) Any required posters may be obtained as follows:

Poster(s) Obtain From"
HHS Contractor Code of Ethics http:/iwww.oig.hhs.govifraud!
and Business Conduct Poster hotline/OIG_Hotline_Poster.pdf

3 FAR Clause 52.208-9, Contractor Use of Mandatory Sources of Supply or Services (October
2008).

4. FAR Clause 52.216-15, Predetermined Indirect Cost Rates (April 1998).

5. FAR Clause 52.217-2, Cancellation Under Multiyear Contracts (October 1997).

6. FAR Clause 52.219-4, Notice of Price Evaluation Preference for HUBZone Small Business
Concerns {(July 2005),

"(c) Waiver of evaluation preference.....
[ ] Offeror elects to waive the evaluation preference.”

7. FAR Clause 52.219-25, Small Disadvantaged Business Participation Program--Disadvantaged
Status and Reporting (April 2008).

8. FAR Clause 52.224-1, Privacy Act Notification (April 1984).
9. FAR Clause 52.224-2, Privacy Act (April 1984).
10. FAR Clause 52.227-14, Rights in Data - General (December 2007).

11. Alternate 1l (December 2007), FAR Clause 52.227-14, Rights in Data--General (December 2007).

Additional purposes for which the limited rights data may be used are:
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Alternate IV (December 2007), FAR Clause 52.227-14, Rights in Data - General (December 2007).

Alternate V (December 2007), FAR Clause 52.227-14, Rights in Data--General (December 2007).

Specific data items that are not subject to paragraph (j) include:

14.

15.

16.

17.

18.

18.

20.

21.

22.

23.

24

FAR Clause 52.227-16, Additional Data Requirements (June 1987).

FAR Clause 52.227-17, Rights in Data--Special Works (December 2007).

FAR Clause 52.227-19, Commercial Computer Softwar;e License (December 2007).

FAR Clause 52.229-8, Taxes-Foreign Cost-Reimbursement Contracts (March 1990).

FAR Clause 52.230-2, Cost Accounting Standards {October 2008).

FAR Clause 52.230-3, Disclosure and Consistency of Cost Accounting Practices (October 2008).
FAR Clause 52.230-5, Cost Accounting Standards - Educational Institution (October 2008).

FAR Clause 52.230-6, Administrétion of Cost Accounting Sta;ndards (March 2008).

FAR Clause 52.242-3, Penalties for Unallowable Costs (May 2001).

FAR Clause 52.243-2, Changes--Cost.Reimbursement (August 1987), Alternate V (April 1984).

FAR Clause 52.251-1, Government Supply Sources (April 1984).

b. DEPARTMENT OF HEALTH AND HUMAN SERVICES ACQUISITION REGULATION {HHSAR) (48 CHAPTER
3) CLAUSES:

1.

HHSAR Clause 352.223-70, Safety and Health (January 2006).
HHSAR Clause 352.224-70, Confidentiality of Information (January 2006).

HHSAR Clause 352.270-1, Accessibility of Meetings, Conferences and Seminars to Persons -
with Disabilities (January 2001).

HHSAR Clause 352.270-7, Paperwork Reduction Act (January 2006).
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5. HHSAR Clause 352.333-7001, Choice of Law {(Overseas) {March 2005).

c. NATIONAL INSTITUTES OF HEALTH (NiH) RESEARCH CONTRACTING (RC) CLAUSES:

The following clauses are attached and made a part of this contract:
1. NIH (RC)-7, Procurement of Certain Equipment (April 1984).

2. NIH(RC)-11, Research Patient Care Costs (4/1/84).
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ARTICLE 1.4. ADDITIONAL FAR CONTRACT CLAUSES INCLUDED IN FULL TEXT
This contract incorporates the following clauses in full text.

FEDERAL ACQUISITION REGULATICN (FAR)(48 CFR CHAPTER 1)CLAUSES:

a. FAR Clause 52.219-28, Post-Award Small Business Program Rerepresentation (April 2009).
(a) Definitions. As used in this clause--

Long-term contract means a contract of more than five years in duration, including options. However, the term
does not include contracts that exceed five years in duration because the period of performance has been
extended for a cumulative period not to exceed six months under the clause at 52.217-8, Opticn to Extend
Services, or other appropriate authority.

Small business concern means a concern, including its affiliates, that is independently owned and operated,
not dominant in the field of operation in which it is bidding on Government contracts, and qualified as a small
business under the criteria in 13 CFR part 121 and the size standard in paragraph {c) of this clause. Such a
concern is "not dominant in its field of operation” when it does not exercise a controlling or major influence on a
national basis in a kind of business activity in which a number of business concerns are primarily engaged. In
determining whether dominance exists, consideration shall be given to all appropriate factors, including volume
of business, number of employees, financial resources, competitive status or position, ownership or control of
materials, processes, patents, license agreements, facilities, sales territory, and nature of business activity.

(b} If the Contractor represented that it was a small business concern prior to award of this contract, the
Contractor shall rerepresent its size status according to paragraph (e) of this clause or, if applicable, paragraph
(9) of this clause, upon the occurrence of any of the following:

(1) Within 30 days after execution of a novation agréement or within 30 days after modification of the
contract to include this clause, if the novation agreement was executed prior to inclusion of this clause in
the contract.

(2) Within 30 days after a merger or acquisition that does not require a novation or within 30 days after
madification of the contract to include this clause, if the merger or acquisition occurred prior to inclusion of
this clause in the contract. :

(3) For long-term contracts--

(i) Within 60 to 120 days prior to the end of the fifth year of the contract; and
(i) Within 60 to 120 days prior to the date specified in the contract for exercising any optioh
thereafter.

(c) The Contractor shall rerepresent its size status in accordance with the size standard in effect at the time

of this rerepresentation that corresponds to the North American Industry Classification System (NAICS) code
assigned to this contract. The smali business size standard corresponding to this NAICS code can be found at
hitp://www.sba.gov/contractingopportunities/officials/sizefindex.html.

(d) The small business size standard for a Contractor providing a product which it does not manufacture itself,
for a contract other than a construction or service contract, is 500 employees.

(e) Except as provided in paragraph (g} of this clause, the Contractor shall make the rerepresentation required
by paragraph (b} of this clause by validating or updating all its representations in the Online Representations
and Certifications Application and its data in the Central Contractor Registration, as necessary, to ensure that
they reflect the Contractor's current status. The Contractor shall notify the contracting office in writing within the
timeframes specified in paragraph (b) of this clause that the data have been validated cor updated, and provide
the date of the validation or update.
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(f) If the Contractor represented that it was other than a small business concern pricr to award of this contract,
the Contractor may, but is not required to, take the actions required by paragraphs (e) or (g) of this clause.

(g) If the Contractor does not have representations and certifications in ORCA, or dees not have a
representation in ORCA far the NAICS code applicable to this contract, the Contractor is required to complete
the following rerepresentation and submit it to the contracting office, along with the cantract number and the date
on which the rerepresentation was completed:

The Contractor represents that it [ ] is, [ ] is not a small business concem under NAICS Code assigned to
contract number,

[Contractor to sign and date and insert authorized signer's name and fitle].

{End of clause}

. EAR Clause 52.222-39, Notification Of Employee Rights Concerning Payment Of Union Dues Or Fees
{December 2004)

(a) Definition. As used in this clause --

United States means the 50 States, the District of Columbia, Puerto Rico, the Northern Mariana
Islands, American Samoa, Guam, the U.S. Virgin Islands, and Wake Island.

(b) Except as provided in paragraph (e} of this clause, during the term of this contract, the Contractor shall
post a notice, in the form of a poster, informing employees of their rights concerning union membership and
payment of union dues and fees, in conspicuous places in and about all its plants and offices, including

all places where notices to employees are customarily posted. The notice shall include the following
information (except that the information pertaining to National Labor Relations Board shall not be included
in notices posted in the plants or offices of carriers subject to the Railway Labor Act, as amended (45
U.S.C. 151-188)).

Notice to Employees

Under Federal law, employees cannot be required to join a union or maintain membership in a
union in arder to retain their jobs. Under certain conditions, the law permits a union and an employer to
enter into a union-security agreement requiring employees to pay uniform periodic dues and initlation
fees. However, employees who are not union members can object 1o the use of their payments for certain
purposes and can only be required to pay their share of union costs relating to collective bargaining,
contract administration, and grievance adjustment.

If you do not want to pay that portion of dues or fees used to support activities not related to
collective bargaining, contract administration, or grievance adjustment, you are entitled to an appropriate
reduction in your payment. |f you believe that you have been required to pay dues or fees used in part to
support activities not related to collective bargaining, contract administration, or grievance adjustment, you
may be entitled to a refund and to an appropriate reduction in future payments.

For further information concerning your rights, you may wish to contact the National Labor Relations
Board (NLRB) either at one of its Regional offices or at the following address or toll free number:

National Labor Relations Board -
Division of Infarmation

1099 14th Street, N.W.
Washington, DC 20570
1-866-667-6572

1-866-316-6572 (TTY)

To locate the nearest NLRB office, see NLRB's website at http:/fiwww.nirb.gov.
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(c} The Contractor shall comply with all provisions of Executive Order 13201 of February 17, 200i, and
related implementing regulations at 29 CFR part 470, and orders of the Secretary of Labor.

(d) In the event that the Contractor does not comply with any of the requirements set forth in paragraphs
(b), {c), or (9), the Secretary may direct that this contract be cancelled, terminated, or suspended in
whole or in part, and declare the Contractor ineligible for further Government contracts in accordance
with procedures at 29 CFR part 470, Subpart B--Compliance Evaluations, Complaint Investigations and
Enforcement Procedures. Such other sanctions or remedies may be imposed as are provided by 29 CFR
part 470, which implements Executive Order 13201, or as are otherwise provided by law.

(e) The reguirement to post the employee notice in paragraph (b} does not apply to--
(1)Contractors and subcontractors that employ fewer than 15 persons;

{2)Contractor establishments or construction work sites where no unicn has been formally recognized
by the Contractor or certified as the exclusive bargaining representative of the Contractor's
employees;

(3) Contractor establishments or construction work sites located in a jurisdiction named in the
definition of the United States in which the law of that jurisdiction forbids enforcement of union-
security agreements,

(4)Contractor facilities where upon the written request of the Contractoar, the Department of Labor
Deputy Assistant Secretary for Labor-Management Programs has waived the posting requirements
with respect to any of the Contractor's facilities if the Deputy Assistant Secretary finds that the
Contractor has demonstrated that--

(i} The facility is in all respects separate and distinct from activities of the Contractor related to
the performance of a contract; and

(i} Such a waiver will not interfere with or impede the effectuation of the Executive order; or

{5) Work outside the United States that does not involve the recruitment or employment of workers
within the United States.

(f) The Department of Labor publishes the official employee notice in two variations; one for contractors
covered by the Railway Labor Act and a second for all other contractors. The Contractor shall—

. (1) Obtain the required employee notice poster from the Division of Interpretations and Standards,
Office of Labor-Management Standards, U.S. Department of Labor, 200 Constitution Avenue, NW,
Room N-5605, Washington, DC 2021, or from any field office of the Department's Office of Labor-
Management Standards or Office of Federal Contract Compliance Programs;

(2) Download a copy of the poster from the Office of Labor-Management Standards website at hitp://
www,olms.dol.gov; or

(3) Reproduce and use exact duplicate copies of the Department of Labor's official poster.

() The Contractor shall include the substance of this clause in every subcontract or purchase order that
exceeds the simplified acquisition threshold, entered into in connection with this contract, unless exempted
by the Department of Labor Deputy Assistant Secretary for Labor-Management Programs on account of
special circumstances in the national interest under authority of 29 CFR 470.3(c). For indefinite quantity
subcontracts, the Coniractor shall include the substance of this clause if the value of orders in any calendar
year of the subcontract is expected to exceed the simplified acquisition threshold. Pursuant to 29 CFR

part 470, Subpart B--Compliance Evaluations, Complaint Investigations and Enforcement Procedures, the
Secretary of Labor may direct the Contractor to take such action in the enforcement of these regulations,
including the imposition of sanctions for noncompliance with respect to any such subcontract or purchase
order. If the Contractor becomes involved in litigation with a subcontractor or vendor, or is threatened with
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such involvement, as a result of such direction, the Contractor may request the United States, through the
Secretary of Labor, to enter into such litigation to protect the interests of the United States.

{End of Clause)
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PART Il - LIST OF DOCUMENTS, EXHIBITS AND OTHER ATTACHMENTS

SECTION J - LIST OF ATTACHMENTS

The following documents are attached and incorporated in this contract:

1. Statement of Work
Statement of Work, dated 30 September 2008

2. Invoice/Financing Request and Contract Financial Reporting Instructions for NIH Cost-
Reimbursement Type Contracts, NIH{RC)-4

Invoice/Financing Request and Contract Financial Reporting Instructions for NIH Cost-Reimbursement Type
Contracts, NIH(RC)-4, {8/08), 6 pages.

3. Privacy Act System of Records, Number
Privacy Act System of Records, Number 09-25-0087

4. Small Business Subcontracting Plan
Small Business Subcontracting Plan, dated 12/2/2009, 13 pages.

5. Safety and Health
Safety and Health, HHSAR Clause 352.223-70, {1/06), 1 page.

6. Procurement of Certain Equipment
Procurement of Certain Equipment, NIH(RC)-7, 4/1/84, 1 page.

7. Research Patient Care Costs
Research Patient Care Costs, NIH(RC)-11, 4/1/84, 1 page.

8. Disclosure of Lobbying Activities, SF-LLL
Disclosure of Lobbying Activities, SF-LLL, dated 7/97, 3 pages.

9. Government Property - Schedule

Government Property - Schedule __, dated ., _ pages.

10. Commitment To Protect Non-Public Information

Commitment To Protect Non-Public Information, 1 page. Located at: hitp:/firm.cit.nih.gov/security/Nondisclosure.pdf

11. Roéter of Employees Requiring Suitability investigations

Roster of Employees Requiring Suitability Investigations, 1 page. Exce! file located at: http:/fais.nci.nih.qgoviforms/
Suitability-roster.xls

12. Employee Separation Checklist

Employee Separation Checklist, 1 page. Fillable PDF format located at: hitp:/irch.cancer.govircb-internet/forms/Emp-
sep-checklist.pdf
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13. Deliverables

Beliverables
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PART IV - REPRESENTATIONS AND INSTRUCTIONS

SECTION K - REPRESENTATIONS AND CERTIFICATIONS

The following documents are incorporated by reference in this contract:

1. Annual Representations and Certifications completed and located at the Cnline Representations and
Certifications Application (ORCA) website. This includes the changes identified in paragraph (b} of the FAR
provision 52.204-8, Annual Representations and Certifications, contained in the Contractor's proposal.

2. NIH Representations & Certificaticns, dated December 8, 2008.
4. Human Subjects Assurance Identification Number FWAG0005019.
5. Animal Welfare Assurance Number FWAOCQ02055.

END of the SCHEDULE

" (CONTRACT)
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Attachment 1 :
Statement of Work
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5. STATEMENT OF WORK

1. SCOPE

Because of its high case fatality rate, ability to spread easily by human-human contact, and potential for
aerosol release, Lassa virus (LASVY), the causative agent of Lassa fever (LF), is classified as a Biosafety
Level 4 (BSL-4) and NIAID Biodefense category A agent. The potential use of LASY as a biological
weapon directed against civilian or military targets necessitates development of counterthreat measures,
such as diagnostic assays, vaccines and therapeutics. The impact of LF in endemic areas of West Africa
is immense, and therefore means to diagnose, treat or prevent this viral hemorrhagic fever (VHF} will
provide a very significant public health benefit. Our team has produced prototype LASV enzyme-linked
immunosorbent assays (ELISA) that are based on recombinant proteins rather than on reagents that
must be produced in high containment laboratories. We have also established research programs in
Sierra Leone, Guinea and Nigeria that provide unique clinical and laboratory resources for VHF research.
The goals of this program are to use these new laboratory and clinical resources to identify novel B cell
epitopes on LASVY proteins and elucidate mechanisms of antibody-mediated protection or pathogenesis in
humans infected with LASV. This project will process in a manner strictly dependent on timely
achievement of the following Requirements and Milestones:

a. EPITOPE IDENTIFICATION
Milestone 1: Derive human monoclonal antibodies (MAbs) to LASV proteins.

Milestone 2: Map linear or conformational B celi epitopes using mutant and wild-type recombinant LASV
proteins, and overlapping synthetic peptides.

Milestone 3: Determine X-ray crystallographic structures of the GP, NP and Z proteins of LASV and other
arenaviruses in complex with human MAbs.

Milestone 4. Develop novel screening methods for LASY B cell epitope identification, including deuterium
exchange mass spectrometry and small angle X-ray scattering.

b. EPITOPE VALIDATION

Milestone §: Define the kinetics of IgM- and IgG-responses to defined epitopes on GP, NP and Z proteins
of LASV using variafions of LF ELISA and ELISPOT assays in acutely-infected, convalescent, and
previously-exposed persons.

Milestone 6: Quantify and characterize anti-LASY neutralizing and enhancing antibody responses in a
well-characterized cohort of persons exposed fo diverse strains of LASV at different stages and with
different severities of iliness.

Milestone 7: Validate protective or pathogenic role of antibodies to defined epitopes on GP, NP and 2
proteins of LASV using in vivo challenge and protection studies in our well-established guinea pig and
non-human primate models of LF.

c. MECHANISMS OF ANTIBODY PROTECTION AND/OR PATHOGENESIS.
Milestone 8: Determine LASV sequence diversity and impact on recognition of B cell epitopes by LF
patients.

Milestone 9: Evaluate all B cell epitopes discovered (under Requirement a) for functionality by comparing
these acquired responses with LF clinical disease outcomes to identify the mechanisms of protection or
pathogenesis in humans.

d. EPITOPE SUBMISSION.

Milestone 10: As specified in the RFP, submit information on LASV B cell epitopes developed under this
contract to the Immune Epitope Database and Analysis Resource (www.ImmuneEpitope.org) to facilitate
access and use of these data and tools by the broader research community.

CONFIDENTIAL
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2. TECHNICAL REQUIREMENTS

independently, and not as an agent of the Government, the Contractor shall furnish all necessary
services, qualified professional, technical, and administrative personnel, material, equipment and
facilities, not otherwise provided by the Government under the terms of this contract, as needed to
perform the tasks set forth below. Specifically, the Contractor shall canduct the following activities:

A. EPITOPE IDENTIFICATION

To guide the rational design of LF immunotherapeutics and vaccines, James E. Robinson, M.D. {(Principal
Investigator, Tulane) will select, produce and characterize human MAbs reactive with LASV GPC, GP1
and GP2, NP and Z {(Milestone 1). Derivation of human MAbs will permit identification of conserved and
variant epitopes on this important biothreat agent and public health pathogen. The principle focus will be
on epitopes on LASYV GP, as these antibodies are most likely to be invelved in virus neutralization or
enhancement. However, characterization of epitopes on internal proteins NP and Z across divergent
isclates of LASV can be valuable for development of diagnostic assays, and will also be pursued. The
primary method for generating LASY specific human MAbs will be EBV transformation of B cells isolated
from peripheral blood of patients who are infected with LASY or who have survived LASVY infection,
Biased antibody fragment (Fab) phage display libraries will be used as an altemative approach for
identification of human MAbs specific for LASV.

LASY IgG-capture ELISA developed previously by this research team and produced to commercial
standards by Corgenix will be used to screen for antibody producing cells. Similar ELISA will be
developed for divergent strains of LASY, and for recombinant LASV proteins produced with defined site-
directed or other mutations in specific B cell epitopes. We have also developed protocols for producing
virus-like particles (VLLP). ELISA using VLP potentially can detect conformational antibodies not present
on recombinant proteins. Luis M. Branco (Autoimmune) and Erica Ollmann Saphire, Ph.D. (TSRi) have
also cloned New World arenavirus virus GPC, GP1, GP2 and NP), which function in ELISA and can be
used to screen human MAbs for cross-reactivity amongst divergent arenaviruses or to select for human
MAbs specific for these New World arenaviruses.

The human MAbs produced in Milestone 1 will be characterized to determine whether binding occurs on
linear vs. conformational epitopes, monomer or oligomer, recombinant proteins vs. VLP, glycosylated or
vs. deglycosylated GP or point mutants that delete glycosylation sites. In Milestone 2 Robert F. Garry,
Ph.D. (Program Manager, Tulane) will map linear or conformational B cell epitopes using mutant and
wild-type recombinant LASY proteins. To determine the topological relationships between epitopes
recognized by the human and murine MAb to LASY recombinant GPC, GP1, GP2, NP and Z cross-
competition analyses will be performed. These ELISA will be used to determine cross-competition
patterns and whether the antibodies recognized overlapping or nonoverlapping sites. Additional definition
of the binding specificity of the LASY specific MAb will be determined by binding studies using peptides
from LASV proteins or synthetic peptides.

Crystal structures of antibodies in complex with these proteins have illustrated vulnerable epitopes,
elucidated key differences between neutralizing and non-neutralizing antibodies when they recognize
similar epitopes, and have directed the design of improved immunogens. In Milestone 3 Dr. Ollmann
Saphire {TSRI) will determine X-ray crystallographic structures of the GP, NP and Z proteins of LASV and
other arenaviruses in complex with MAbs. Dr. Ollmann Saphire, who recently determined the crystal
structure of the Ebola virus (EBOV) glycoprotein in its prefusion conformation, have developed advanced
strategies for construct refinement and crystal optimization in event of poerly diffracting crystals. The use
of multiple constructs and multiple antibodies, screened in parallel on microscale for crystallization,
should aflow identification of crystallizable complexes. Further, this project will implement and refine novel
methods for small-scale expression, purification, nanoscale crystallization screening, and diffraction
screening in chips.

B. EPITOPE VALIDATION
The kinetics of IgM- and IgG-responses in LASV acutely-infected, convalescent, and previously-exposed
persons for identified epitopes on GP, NP and Z will be defined in Milestone 5 using variations of LF
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ELISA and ELISPOT assays. A set of appropriately cloned, mutated and expressed LASV proteins and
other cross-reactive proteins (ie. Junin virus proteins) and synthetic peptides assembled under Milestone
2-4, will allow an evaluation of the reactivities to particular epitopes, or a panel of epitopes representative
of divergent antigenic sites on the proteins of LASY and other arenaviruses. The analysis of
immunodominance patterns of various B cell epitopes on the population level will be crucial for the
identification of epitopes that are frequently targeted in a population of individuals with LASV infection.

Studies of passive transfer in LF suggest that neutralizing sera, if correctly selected for LASY strain, can
mediate protection against LASV challenge. Thus, neutralizing human MAb could form the basis for a
novel LF immunotherapeutic. Studies by team member Thomas W. Geisbert, Ph.D. and others strongly
suggest that the production of neutralizing antibedies is synergistic with T cell responses in protection
against LASY and other arenaviruses. |t is apparent that candidate LF vaccines should be designed to
elicit LASY neutralizing antibody responses. In Milestone 6 Dr. Geisbert and colleagues will quantify and
characterize anti-LASV neutralizing and enhancing antibody responses in a well-characterized cohort of
persons exposed to diverse strains of LASY at different stages and with different severities of illness. The
procedures used will alse detect enhancing antibodies, if present. The presence or absence of antibody
enhancement may have important implications for clinical outcomes of LASV infection, and potentially
also could have profound implications for LF vaccine development

Passive transfer of serum or MADbs in animal models has been used extensively to validate the proteciive
or pathogenic roles of antibodies in various VHF, These studies will be extended to human MAb
representing B cell epitopes of LASV proteins. in Milestone 7 Dr. Geisbert and co-workers will validate
protective or pathogenic role of antibodies to defined epitopes on GP, NP and Z proteins of LASV using in
vivo challenge and protection studies in weli-established guinea pig and non-human primate models of
LF. The proposed passive transfer studies of LASY MAbs will identify MAb that function alone and in
combinaticn to provide a detectable leve! of protection in strain 13 guinea pigs and cynomolgus
macaques. This information will provide important information on the potential protective roles of these
MAbs, and may identify potential immunotherapeutics for the treatment of LF, which could provide
additional clinical benefits when used in combination with antiviral drugs such as ribavirin, Alternative
approaches to defining the potential role of B cell epitopes in LF involve the use of our previously
developed LASY recembinant vaccine. Immunization of Cynomolgus macaques with VSVAG/LVGPC
resulted in complete protection from lethal LASY infecticn. Animals immunized with the construct
containing wild-type LASY GP will protect from lethal challenge, but recombinant vaccine with critical B
cell epitopes eliminated in LASY GP would not be protective or would only offer partial protection from
{ethal LASV challenge.

C. MECHANISMS OF ANTIBODY PROTECTION AND/OR PATHOGENESIS.

Kathleen H. Rubins, Ph.D., Pardis C. Sabet, M.D,, P.D. and co-workers will determine LASV sequence
diversity and Impact on recognition of B cell epitopes hy LF patients in studies proposed under Milestone
8. They will provide a complete mapping of variability in viral strains through high-throughput, whole
genocme sequencing of several hundred LASV strains. Large-scale sequence data and identification of
variation in LASY will assist in determining how viral factors influence critical aspects of the human
immune response, such as reactivity to a particular LASV epitope, immune responses elicited by specific
LASV proteins, or neutralizing Ab responses. The viral genomics data will allow correlations with multiple
strain specific differences in virulence, adaptive immune responses.

Through a unique new capacity building project in West Africa initiated by Daniel G. Bausch, M.D.,
MPHA&TM, the study team will have access to clinical samples from Sierra Leone, Guinea and Liberia,
with a [aboratory for real-time in-country diagnostics and research in Kenema, Sierra Leone. In addition,
Drs. Sabeti and Christian Happi provide newly developed clinical capacity for studies of LF in lrrua,
Nigeria. Thus, ¢linical observations and samplas from patients across the range of LASV in West Africa
will be available for study. The high incidence of LF, along with these infrastructure and resources, offer
unique opportunities to conduct detailed and integrated studies of the correlates of protective immunity in
a VHF and Category A Select Agent. Correlations will be made between clinical outcomes, including mild,
severe or fatal disease outcomes and various B cell epitope responses.
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D. EPITOPE SUBMISSION
As specified in the RFP, the collaborative team will submit information on LASV B cell epitopes developed
under this contract to the Immune Epitope Database and Analysis Resource (www.lmmuneEpitope.org)
to facilitate access and use of these data and tools by the broader research community (Milestone 10).
The contractor has all the necessary infrastructure and expertise to prepare and submit data to the
Immune Epitope Database and Analysis Resource (IEDB: www.ImmuneEpitope.org) in XML format. The
following B cell epitope information shall be submitted to the IEDB:
a. B cell epitopes, including linear and conformational sites, identifiable by their epitope sequence
(i.e., amino acid, carbohydrate, or lipid composition for linear and conformational antibody epitopes) ;
b. compaosition of natural, artificial, and modified amino acids as may occur during post-translational
modifications of whole molecules or ligands); and haptens associated with the epitope;
c. pathogen and antigen;
d. disease state or pathogen replication stage in which the epitope is expressed;
e. epitope identification methods;
f. antibody isotype(s) that recognize the epitope;
g. antibody/antigen binding affinity;
h. methods used to test immune recognition of epitopes, such as validation of immunogenicity and/or
antigenicity in vivo and in vitro (e.g., ELISA, ELISPOT, pathogen neutralization, protection studies);
and
i. where available, the three-dimensional structure of the antigen from which the epitope derived and
the epitope location on the whole antigen.

E. NOVEL METHODS (IF APPLICABLE)

In Milestone 4 Dr. Saphire and Virgil L. Woods, M.D. (UCSD) will develop novel screening methods for
LASV B cell epitope identification, including deuterium exchange mass spectrometry (DXMS) and small
angle X-ray scattering (SAXS). DXMS is a biophysical technique able to describe solvent exposure and
mobility of each region of a protein or protein complex by employing peptide amide hydrogens as water-
accessibility probes. One amide hydrogen is present on each amino acid in a protein except proline.
Each peptide amide hydrogen continuously and reversibly interchanges with hydrogen present in water,
in a manner reflecting the solvent accessibility and thermodynamic stability of the individual peptide bond
to which it is attached. By allowing these hydrogens, within the structured protein, to exchange with
solvent deuterium (as D;0), acid pH-quenching the reaction (greatly slowing further exchange), digesting
the protein with pepsin, and analyzing the resulting deuterium-exchanged peptides by mass
spectrometry, we can determine which amino acids of a protein are exposed to solvent and which are
buried. SAXS records the elastic scattering of X-rays at very low angles allowing structural analysis of
proteins in solution, without the need for crystals.

DXMS and SAXS analyses will be employed to identify antibody-binding sites on LASV proteins, and
provide alternative and complementary sources of information to X-ray crystallography. Our use of the
three complementary techniques will ensure that some information can be gained from nearly every
sample. SAXS, for example, will provide low-resolution (~10A, similar to cryoEM) molecular envelopes of
antibody-GP complexes. Use of SAXS in this proposal will permit rapid analysis of proteins that do not
crystallize or diffract well, proteins for which only a component or truncated versions could be crystallized
(for example, using SAXS to model intact GP if only GP1 can be crystallized), or any protein (crystallized
or non-crystallized) in its solution state. As a proof of concept, we determined a SAXS-derived structure of
EBOV GP in complex with Fab KZ52 prior to growth of diffracting crystals, and we have also modeled an
intact mucin-containing EBOV GP, which is refractory to crystallization. DXMS analysis can identify
peptide amides present in both linear and conformational LASV protein-antibody binding surfaces and
can provide a rapid, provisional definition of candidate LASV protein epitopes to guide definitive linear
and combinatorial epitope mapping studies in Milestone 2. We have had remarkable success in our early
fragmentation studies of Lassa GP1. Our single-pass, limited tuning efforts to date have already resulted
in 75% primary sequence coverage with 155 densely overlapping probe fragments. DXMS will also be
used to refine the design of LASV protein crystallographic constructs, employing approaches that we

CONFIDENTIAL
Use or disclosure of data contained on this page is subject
to the restriction on the title page of this proposal



B cell epitopes in human Lassa fever Page 12

successfully applied to the redesign of other poorly-crystallizing proteins.

F. SCIENTIFIC, TECHNICAL, MANAGEMENT, AND ADMINISTRATIVE TEAM

Tulane University (Tulane) will provide the central leadership of the proposed Project. James E.
Robinson, M.D. will serve as PI, direct the overall research program and perform selection of human
monoclonal antibodies to LASY proteins for identification of B cell epitopes. Dr. Robinson has many years
of experience in generating human and monkey MAbs that recognize various enveloped viruses, and was
the first to explore the identification of conserved and variant epitopes of HIV-1 SU {gp120} using human
MAb produced by EBV-transformed cell lines. Robert F. Garry, Ph.D. wili serve as Project Manager and
supervise ELISA and ELISPOT assay validation of LASV B cell epitopes. Although based in an academic
institution, he is well-qualified to served the PM function for this contract, and has managed several large
interdisciplinary projects in the past. For example, he managed a subset of the current Project
subcontractors, including the private companies (Autoimmune and Corgenix), in a large NIH contract
(Cooperative Agreement) that successfully produced prototype LASY recombinant antigen-based ELISA.
Drs. Robinson and Garry will be assisted in the management of the proposed Project by an Internal
Advisory Board (JAB) consisting of the Directors of the proposed subcontracts.

Erica Ollmann Saphire, Ph.D. (Director, TSRI1 subcontract) will express LASV recombinant proteins, and
perform X-ray crystallographic and other structural studies of LASY proteins (e.g. SAXS) in complex with
MAbs to map B cell epitopes. Dr. Ollmann Saphire, who recently solved the crystal structure of the
prefusion form of EBOV GP, has also developed a number of additional novel techniques that can
provide structural information of antibody binding sites. She will be supported in these efforts by Virgil L.
Woods Jr.,, M.D. (Director, UCSD subcontract) who will perform DXMS for analysis of LASV protein
crystallization constructs and antibody:protein interfaces. Thomas W. Geisbert, Ph.D. (Director, NEIDL
institute subcontract) will perform/supervise live arenavirus culture studies, including LASV neutralization
and animals studies, in BSL-4 laboratories and perform the passive transfer studies of selected LASV
MAbs in guinea pigs and macaques. Kathleen H. Rubins, Ph.D. (Director, Whitehead subcontract} and
Pardis C. Sabeti, M.D., Ph.D. (Director, Broad subcontract) will perform high-throughput viral sequencing,
genomic analyses, which are critical to defining the role of B cell epitope variation in the pathogenesis of
LF.

Members of this research team have established research programs in Sierra Leone, Guinea and Nigeria
that provide unique clinicai and laboratory resources for VHF research. Daniel G. Bausch, M.D. (Tulane)
will oversee the acquisition of clinical samples in Sierra Leone, Guinea, Liberia, and elsewhere, and
maintain clinical and laboratory infrastructure at the Lassa Ward of Kenema Government Hospital,
Kenema, Sierra Leone. He has extensive experience overseeing and managing field research projects
and investigations in sub-Saharan Africa, Latin America, and Asia. Dr. Sheik Humarr Khan, Director of the
Lassa Ward at Kenema Government Hospital, Sierra Leone will provide samples from consented patients
with suspected Lassa virus infection. Augustine Goba, Ph.D. will manage the laboratory for in-country
performance of ELISA and ELISPOT assays. Mamadou Coulibaly, Ph.D. manages Tulane-CIRIT, which
will be a major source of samples from consented patients with suspected LASV infection. In
collaboration with Dr. Sabeti, Dr. Christian Happi, Irrua Specialist Teaching Hospital, Nigeria will provide
samples from consented patients with suspected Lassa virus infection, and manage the laboratory for in
country performance of ELISA and ELISPOT assays. Delia Enria, M.D., Institufo National de
Enfermedades Virales, Pergamino, Argentina, is an established long-term collaborator who provides a
major source of archival samples from patients with suspected New World arenavirus infection.

Our team has produced prototype LASV enzyme-linked immunosorbent assays (ELISA) that are based
on recombinant proteins rather than on reagents that must be produced in high containment laboratories.
Luis M. Branco (Aufoimmune) and AIT staff will provide recombinant LASY NP, GP1 and GP2 for
recombinant Lassa fever ELISA and ELISPQOT assays, MAb scale-up, and MAb purification and
production. F. Jon Geske, Ph.D. and Corgenix will provide Ab-capture ELISA using wild-type and mutant
recombinant LASV proteins from divergent isolates, which are essential for B cell epitopes identification,
validation and mechanism of action studies.
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Consultants with special expertise in support of this project include Mary C. Guttieri, Ph.D. will consult on
implementation of innovative methods for LASV-specific antibody production using phage display, and
antibody cassefte expression system for conversion of phage display-selected Fab fragments into
complete human IgG1. Lisa E. Hensley, Ph.D. will provide a back-up performance site for live arenavirus
culture studies, including virus neutralization and animals studies, in BSL-4 laboratories at the United
States Army Medical Research Institute of Infectious Diseases (USAMRIID).

G. PROJECT MANAGEMENT

The Contractor shall provide for project management as follows:

1. STAFFING, ORGANIZATION, COMMUNICATION, ETC.

The Contractor shall provide all expertise needed for the implementation of the Project to be perfarmed
under this contract, including: research, clinical, statistical, management and administrative activities.
The Contractor's team shall include strong scientific leadership as well as experience and expertise in the
management, design and executicn of a multidisciplinary research pregram. Dr. Robinson, the Principal
Investigator (Pl) shall be responsible for all aspects of project performance and communication with the
Project Officer and the Contracting Officer. In addition, the Contracter shall provide a Project Manager
(PM}, Dr. Garry, who is responsible for the day-to-day monitoring and tracking of progress and timelines,
the coerdination of project activities and costs incurred.

All proposed subcontractors provide a subcontract Director (Drs. Saphire, Woods, Geisbert, Rubins,
Sabeti, and Geske, and Mr. Branca), who will serve as the primary contacts with the Pl, PM, Tulane and
its staff during the course of the project. In addition to their scientific and technical contributions to
achieving Project Requirements and Milestones, the Project management responsibilities of these
subcontract Directors will be to assist in the designing and scheduling of the subcontract and manage
timelines and coordinate research activities to insure completion of the project within the allotted time.
Efficient analysis, transfer, integration, monitoring, and quality control of data collected from contractor
and the various subcontractors will be essential to the Project’s success and will be the overall
responsibility of the PM. This project will use Rescentris’ Collaborative Electronic Research Framework™
(CERF) to manage data and decuments generated through the contract including monthly and final
progress repaorts from subcontractors, laboratory notebooks of researchers involved in the proposed work.
Tulane will provide the core administrative systems and staif to assist the Pl and PM in conducting the
financial management and reporting activities of the subcontractors.

2. PROJECT TIMELINES

This project will fulfill each of the four Requirements of the BAA, a. EPITOPE IDENTIFICATION, b.
EPITOPE VALIDATION, c¢. ANTIBCDY PROTECTION/PATHOGENESIS, and d. EPITOPE
SUBMISSION, during an aggressive 5 year Project period. Requirement a. EPITOPE IDENTIFICATION
will be initiated in the first project year, and includes Milestones 1-4. Milestone 1 is to derive human MAbs
to LASV proteins and will require 60 months for completion. We expect to identify 4-6 (or more) B cell
epitopes an each of the LASV structural proteins, GP1, GP2, NP and Z. Milestone 2,= to map LASV
epitopes will be initiated within 10 months of the start of the project and will require 50 months to
complete, Detailed epitope mapping of all of the human MAbs derived under Milestone 1 will be provided.
Milestone 3 to define X-ray structures of LASY proteins will be initiated within 10 months of the start of the
project and will require 50 months to complete. Milestone 4, to develop novel epitope screening methads
for discovery of B cell epitopes, will be initiated within 10 months of the start of the project and will require
50 months to complete.

Requirement b. EPITOPE VALIDATION includes Milestones 5-7. Milestone 8§, studies of the kinetics of
antibody response to B cell epitopes of LASV proteins in persons with LF using ELISA and ELISPOT
assays, will be initiated within 10 months of the start of the project and will require 50 months fo complete.
Milestone 6, studies of neutralizing/enhancing Abs to LASV, will be initiated within 10 months of the start
of the project and will require 5¢ months to complete. Studies to validate identified B cell epitopes by
passive transfer studies in guinea pigs and Cynomolgus macaques will be initiated within in the third year
of the project and require 36 months to complete.
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Requirement c. ANTIBODY PROTECTION/PATHOGENESIS will be initiated in the first project year, and
includes Milestones 8 and 9. Impact of LASV genetics on epitopes will be initiated within 10 months of the
start of the project and will require 50 months to complete. Epitope functionality/clinical outcomes will be
initiated within 10 months of the start of the project and will require 50 months to complete.

Requirement d. EPITOPE SUBMISSION will be initiated in the first project year, and includes Milestone
10. ImmuneEpitope.org submission that will be initiated within 10 months of the start of the project and
will require 50 months to complete.

3. CONTRACT INITATION MEETING AND ANNUAL PROGRAM MEETINGS

Members of the proposed Praject team will participate in the Contract [nitiation meeting and annual
meetings. The Contract Initiation meeting will be organized by the NIAID and will take place within three
months of contract award. The Pl and PM shall participate in planning, organization, and logistical
arrangements as specified by NIAID. Project-specific annual meetings will be held in New Orleans at
approximately one-year intervals,

4. INPUT FOR THE ESTABLISHMENT OF AN EPITOPE DISCOVERY WORKING GROUP (EDWG).
The contractor will provide the Project Officer within fourteen (14) calendar days of contract award, a list
of six (6) recommended leading scientists knowledgeable in the mulliple research areas related to the
proposed contract. These areas will include:

* Humoral immune respenses to viral agents of hemorrhagic fevers,

« firal sequence diversity and its impact on humoral immune responses

= X-ray crystallography and structural analysis of viral proteins

+ Vaccinology

« Immunctherapeutics

» Epitope mapping

« Enzyme-linked immunoassay development, and analysis of

* ELISPOT

* Protein expression and mutagenesis of viral proteins

The composition of the EDWG shall be proposed by the Contractor and shall be subject to approval by
the Project Officer prior to distribution of invitations by the Project Officer to the proposed EDWG
members. The total number of EDWG members shall not exceed seven (7). After award, the Project
Officers for the T cell Epitope Discovery and the B cell Epitope Discovery Programs will decide if
individual EDWGs for each program or a single EDWG for both programs will be established.
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INVOICE/FINANCING REQUEST AND CONTRACT FINANCIAL REPORTING INSTRUCTIONS FOR
NiH COST-REIMBURSEMENT CONTRACTS, NIH(RCY4

Format: Payment requests shall be submitted on the Contractor's self-generated form in the manner and format
prescribed herein and as ilustrated in the Sample Invoice/Financing Request. Standard Form 1034, Public Vioucher for
Purchases and Services Other Than Personai, may be used in lieu of the Contractors self-generated form provided it
contains all of the information shown on the Sample Invoice/Financing Request. DO NOT include a cover letter with the
payment request.

Number of Copies: Payment requests shall be submitted in the quantity specified in the Invoice Submission
Instructions in Section G of the Contract Schedule. .

Freguency: Payment requests shall not be subrmitted moare frequently than once every two weeks in accordance with the
Allowable Cost and Payment Clause incorperated into this contract. Small business concerns may submit
invoicesfinancing requests more frequently than every two weeks when authorized by the Contracting Officer.

Cost Incurrence Period: Costs incurred must be within the contract performance period or covered by precentract cost
provisions.

Billing of Costs Incurred: if biled costs include (1) costs of a prior biling period, but not previously billed, or (2) costs
incurred during the contract period and claimed after the contract petiod has expired, the Contractor shall site the
amount(s) and month(s) in which it incurred such costs.

Contractor's Fiscal Year: Payment requests shall be prepared in such a manner that the Government can identify
costs claimed with the Contractor's fiscal year.

Gurrency: Al NIH contracts are expressed in United States dollars. When the Government pays in & currency other than
United States dollars, bilings shall be expressed, and payment by the Govemment shall be made, in that other currency at
amounts coincident with actual costs incurred. Currency fluctuations may not be a basis of gain or loss to the
Contractor. Notwithstanding the above, the total of all inveices paid under this contract may not exceed the United
States dollars authorized, :

Costs Requiring Prior Approval: Cosls requiring the Contracting Officer's approval, which are not set jorth in an
Advance Understanding in the contract, shall be identified and reference the Contracting Officer's Authorization {COA)
Number. In addition, the Contractor shall show any cost set forth in an Advance Understanding as a separate ling'item on
ihe payment request. :

Inveice/Financing Request Identification: Each payment reguest shall be identified as either:

{a) Interim Invoice/Contract Financing Request: These are interim paymenit requests submitted during the
contract performance period. . '

(b) Completion [nvoice: The completion invoice shall be submitted promptly upon completion of the work, but no Tater
_ than one year from the contract completion date, or within 120 days after settfement of the final indirect cost rates
covering the year in which the contract is physically complete {whichever date is later). The Contractor shalf
submit the completion invoice when all costs have been assigned to the confract and it completes all performance

provisions.

!
]

{c} Final Invoice: A final invoice may be regquired after the amounts owed have been settled between the
Government and the Contractor {e.g., resclution of all suspensions and audit exceptions).

Preparation and [temization of the Invoice/Financing Request: The Contractor shall furnish the information set forth
in the instructions below. The instructions are keyed to the entries on the Sample nvoice/Financing Request. Aff
information must be legible or the invoice will be considered improper and returned to the Coniractor.

{a) Designated Billing Office Name and Address: Enter the designated billing office name and address, as
identified in the Invoice Submission Instructions in Section G of the Contract Schedule.

(b) Contractor's Name, Address, Point of Contact, TIN, and DUNS or DUNS+4 Number: Show the Contractor's
name and address axacily as they appear in the contract, along with the name, titte, phone number, and e-mail
address of the person to nofify in the event of an improper invoice or, in the case of payment by method other than
Elecironic Funds Transfer, to whom payment is fo be sent. If the remittance name differs from the legal business
name, both names must appear on the invoice. Provide the Contractor's Federal Taxpayer Identification
Number (TIN) and Data Universal Numbering System {DUNS) or DUNS+4 number. The DUNS number must
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identify the Contractor's name and address exactly as stated in the contract, and as registered in the Central
Contractor Reglstration (CCR) database. Ifthe Gontractor does not have a valid TIN or DUNS number, provide
the Contractar's Vendor Identification Number (VIN), which appears after the Contractor's name on the face
page of the award document. [Note: A VIN is assigned to niew cantracts awarded on or affer June 4, 2007,
and any existing contract modified to include the VIN number,] When an approved assignment of claims
has been executed, the Contractor shall provide the same information for the assignee as Is required for the

Contracter (i.e., name, address, point of contact, TIN, and DUNS number), with the remittance information
clearly identified as such. .

{c) InvoicefFinancing Request Number: Each payment request must be identified by a unique invoice number,
which can enly be used one time regardless of the number of contracts or orders held by an organization. For
example, if a contractor has already submitted invoice number 05 on cne of its contracts or orders, it cannot use
that same invoice number on any other contract or order. Payment requests with duplicate invoice numbers will
be considered impraper and will be returned to the contractor.

The NIH does not prescribe a particular numbering format but suggests using a job or account nurmber for each
contract and order followed by a sequential invoice number (example: 8675309-05). Invoice numbers are limited
to 30 characters. There are no restrictions on the use of special characters, such as colons, dashes, forward
slashes, or parentheses. -

if all or part of an invoice s suspended and the contractor chooses to reclaim those costs on a supplemental
invoice, the contractor may use the same unique invoice number followed by an alpha character, such as "R" for
revised (example: 8675308-05R).

(d} Date InvoicefFinancing Request Prepared: Insert the date the payment request is preparad.

{e) Contract Number and Order Number (if applicable): Insert the contract number and order number (if
applicable).

{fi Effective Date: Insertthe effective date of the contract or if biling under an order, the effective date of the order.

(g} Total Estimated Cost of Contract/Order: nsert the total estimated cost of the contract, exclusive of fixed-fee. If
billing under an order, insert the total estimated cost of the order, exclusive of fixed-fee. For incrementally funded
cantracts/orders, enter the amount currently obligated and available for payment.

- s
{h) Total Fixed-Fee: Insert the total fixed-fee (where applicable). For incrementally funded contractsforders, enter the
amount currently obligated and available for payment. .

iy Two-Way/Three-\Way Match: Identify whether payment is to be made using a two-way or three-way match. To
determine reguired payment methad, refer to the Invaice Submission Rstructions in Section G af the Contract Schedule.

{jy Office of Acquisitions: Insert the name of the Office of Acquisitions, as identified in the [nvoice Subrmission
Instructions in Section G of the Contract Schedule.

{k) Central Point of Distribution: insert the Central Point of Distribution, as identified in the Invoice Submission
