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MEMORANDUM OF UNDERSTANDTN~BEMEN 
THEFOOD AND DRUG ADMINISTRATION 

- A N D  

NATIONAL I N s m s  OF HEALTH. . 

I. PARTIES 

This ~grecrn&lis betweenthc-U.S. ~epartmemf of ~ e a l t hand Human Services; U.S. 
Food and Drug ~ d r n i h o n(FDA] and the U.S.Department of Health and H e a n  
Servicqs; National Instituteso f : ~ d t h0,collectively, "the Parties." 

II. OVERVIEW 

A. Introduction- -

FDA and the NIH both recognize the need for a U Q S ~federal approach to adverse 
A 

event (AE) rtporting; Suchaharmonized approach willfacilitateand streamline 
submissionof both p* adp d - d t  AJ3 reports whiIe improving quality and 
analysis, as well asbprq&g hrmurnsubject pratacti~ns.The FDA and NM began 
disassbm to determinetbc fcasjibiljty of combiningd a r f s  to develop webhsul portals 
for AE npoitingin order to levaagc t .efforts am! dcvefopa singleproduct that couId 
be used by both Agkncies to improwreport quality, lowex costs, and reduce delivery 
time. Th%Agreement memorializesthejdit efforts tbat wiU be tmdertaken to effectuate 
this goal. 

B. Backmund -

The FDA,as part of its angoing work ia impmMtbc dm's safety surveillance 
systan, hascommencedwork on a proj-acftitledMed~atch""',to cmtesnAgency- ' 

wide por&l through which actvene event, c!msmmxcumplaint, and-product-problem 
repoas are receivedaad pmaksddto make thc infonmhn availableto adverse event 
analysissystems. The FDA has inv* resources over a period of years to achieve 
American National Standards Institute (ANSI) approval of a technical standard for 
exchanging adirerse evcnt Called rhe WL7 - Individual S a f q  Report 
(ICSR)." The use ofthe HL7 ICSR standard as part of tbe MedWatchm project enables 
FDA to implement thestandard for all FDA-ngutatcd products (t-g., animal and human 
foodlfead (medicated and unmeditated), cosmetics,dietary supplements, animal and 
human drugs, biologics, devices,combination products, pet trcats, vaccines, etc.). 
Currently, FDA's adverse event (AE) data collection needs in MedWatch- are for 
adverse events e i a t e d  with the use of marketed products. FDA expects to receive 
electronic submissionof AE's in clinical trials in tbe future. 



The MH,through extensive consultationwith more than300 nationally recognized 
leaders in academia, industry, government, a d  the public, identified harmonitation of 
clinical research requirements ES the highestpriority c o d  of investigators, IRBs, and 
others involvtd in c I ' i  nscarch Fdmmore, these ;takeholdas urgedthat the NTH 
assumeas its firstpriority streamlining thihighly divast Federal requiremeots for the 
reporting of adverse events that occur duringclinical trials. These requirementsare 
imposed by &FDA, NIH, and othtr agenciesof the Federal government. -

At present, in ieporting a given adverseevent,.an investigator typically has to submit -
s q m k  reports tomultiple agencies,using different forms, v&bularits, severity 
criteria, ahd reportingtimclkpes. Ovasight bodiei a d  agencies receiving tbis 
infbrmationanoften fi;ced with trcmendous.volumes of data reported in idiosyncratic . 
ways,which often fiustiateseffortsto dolad;tdmtaningfirlaggregations and analyses of 
data,or td cull fmm rqocts infixmation key to irpportmt safety.wnci:ms. . . 

To'eddressthis piqblcm, the NIHDimtori alongh htbc Directorof thc HHSOfticeof 
HumanResearch Protections(OHRP), cstablishl the Federal Adverse Event Task Force 
(FAET) as a collaborativl:effort among the FDA, theNIH, the OHRP,tbe Centersfor 
Disease Control and Prevention, the Department of Veteians Affairs, the Department of 
Defense, and the Agency for HeslthcamResearch and Quali-ty, collectively, the "'FAJ2T 
Agencies." Chaired a d  W e d  by the NM's CRpac Program, the FAET is chargedwith 
proposingspecificmeilns for promoth@hmxjn@d rquireme0ts and procefscs for 
reporting &me eventsin clinical research to the relevant federal agencies.' 

To fidfill tbe adverse eventreporting nqukancntsand needs of the FAEX Agencies, the 
FAETproposed a conkasuss t d a d ,  fad&a c l k a t s  of a -BasalAdverse Eveat Report 
(BAER). Thevalue of thisaam@&mnt -binonly be realited:if it is translatedinto 
reportingtools for investigators and agencies alike. 

To this end, NIH plans to develop a Web-based portal whereby investigators woul& ' 
prepre 8 single report usinga sbdgd format(tbtBAER). Investigators, sponso~s, 
clinicians,and c o n k  will be able tqconvey hantaneouslyonereport -d i h g ,  to.. 
the extent possible, auuivayfdlyaccepted v* and f m - toallagencies with 
oversight fbr that jmticulariy study. .-

FDA a d  NIH arc m i n g  to wllabwate on a project of mutual i n t m  specificallythe 
development of a "Rational Questionnaire'' and a prototypt to test the fMbility of a 
central =I>-based portal for AE nporting (tog-, tly “Project"). . 

.. 
Put broadly, MH and FDA iiim to develop a Project hitwill -It in a web&sed 
method for consumers, health profssionals, Investigators, sponsors,and other to 
electronicallysubmit AE reports. TheProject is expected to create tools that will allow 
any user to submit adverse event information tbat comspoods to a wide range of forms -
already in use by many agencjes(e-g. FDA 3500 and 3500A forms, a 4  NU4 and other 
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agency specific forms). The Project includes thedevelopmentof at least two products: 
(I) a "Rational Questionnaire"-an interactive help system that will assist reporters of 
information in determiningwhat specific data need to be submitted and to whom, and (2) 
a prototype to test the feasibility of a central,Fedcrsl webbasedportal to provide dkct, 
seamless,online submissibn of  adverseevmreports toappropriateagencies. 'The 
RationalQLlcstionnairtis a reporting mdhodcomponent dependent on aweb-based . 
portal technical infiashcture. The centra),Fed+ web-b9sedp o d  prototype will 
provide an opportunity for NIHad FDA to better u d m t a d  the ttchnology 
infiadnxture that m8y be needed to support a broader group of federal agencies. 

This Agrcanent dcscrik &tamsof collaborationbetween FDA and NIH on the 
Project. Informittion will be shared and transpirent; aspermittedby law, m that the 
P ~ C Scanmaximize efficient use of govanmeat z e s o k  to reach tbe Project go&. 

D.~*Mitio,and Funding 
. . 

~ o j e i tis critical 1; &e missions of both ~ e d ~ a t c b ~  ~dversethe ~a iaa~  
Event Task Force. Successfulcompletionof  tfic projecton schedule is vital. The FDA 
has a needto implemt an eledronicAE teporting system as soonas possibleto satisfy-
several important mandates, i n c e  th;:reqtlirement to receive mandatory AE reports 
-fordietary Supplementsand to accommodatethose reporters that jwefato submit 
e l d c a l l y .  FDA and NM program nocdswill be prioritized as the Project and . 
sclieduIe far completionare devilopui. 	 . . 

?heNM has begun some wdrk on the Project, incl~~establkbingcontactswith 

~ c a l o r p c r t sand contractonto;.devdopthe two pductsdesaibed. TheNIHwill 

cohtinut to serve & tbeprimary point of contact for thesecontractors. TheFDA will . 

provide d c d  technical. .
assistance but no funds will be transferred toMH for these 
activities. 

IIL RESPONSlBILlTZES OF THE! PARTIES 
. 	-

The Partiesagree as follows: 

1. 	 They will jointly participate in the Project (to dewelop'thcRational Questionnaife 
and portal prototype), including all phases of pmj&t management. 

2. 	 Project results willbe available to both Parties to implement as they iadividually 
see fit, consistent with law. 
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3. 	 TheNM,or its corhactor(s) wiIl provide explicit hainingto FDA persome1 in 
tbe tcchnid architcctuc and implemeatation of the proto.@pcand application 
developad @ tbeProject. The issueof ongoing maintenance will be k s o l v 6  

. 	during theProject's devtlopment 

'4. 	 The Projtkt will follow tbe HHS Edt+ Performance Lifejcle (EPLC)' 
standard, a s  applicable, &cluding for tht production of all rapiddocuments. 

5. 	The scope.ofthe Projtct.willbe finther, dmutuatly, defined and documente<i 
. e .  in tbe Projcci . . 

.. 

6. 	.A mifiedRequirementsMatrix will be prepared, and . & m p r i a t e ~ ~ ~and NIH 
technical repmsentatiyeswill approve it. 

7. 	 .Anysofixmedeveloped in the course oftheProjectwill be available for both 
FDA and NIH to continue to use, developand extend as they individually see fit, 
without limitation but subject to 8pplicable law. 

8. 	 'IheProject documentswill be mainhind using agreed upontools,'withaccess 
~toFDAaadMH'staffasoeaded.  . . 

a .FDA will be rcspondbk form v i d i n g d i n g ~ ~ c e sto maintain'andmanage 
the Project 6-for the marketed product$ p d o n  of the pjed -

b. 	 NM will be responsiblefor providing resources to maintain and manage 
the Project documents for the clinical trials portionoftheproject 

9. 	 The technologystpck chosen toimplement the Project will be approved in 
advance by the designated techaicalrepresentativesb r n  FDA and NIH. 

10. The proto* Rational Questionnaire will bejointly developed and delivcrab1.eat 
a mutually agreed-upon date. The system will be developed inan iterative or 
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multi-phase Fdshion to enable FDA andNIH end-usersto evaluate and refine the 
systemduring the course of development The common cornpotkntsof the 
Questionnairewill be developed first and the marketed products and clinjcal hials 
components wiU be developed aext in parallel, with different timelines, and with 
appropriate contributions to each. 

11. The prototype portalin which the Rational Questionnairewill reside and by which 
the Parties caatest tbe feasibilityof generating adverse event reportsthrough the 

. Questionnaire for submission to Federal agencies will be jpinrfy devdopcd. . 

12. Before conclusion:of thisagreement, the Parcia will dixuss and decide if an. 
l[ndependust Validation ad~ai6:&on test p@ is needed in ordertoensurethat 

. the Project meets all relevant specifications. . . 

13. UserAcceptanceTesting (UAT) will be performed to ensure that the project 
meets requirements. 

B. 

'IbeFDA agreesto perform the followingactivitiesandprovide the followirig 
fesoums in *port of theproject: 

I .  Cohborate and provide non-monetary resourcesfor the project management 
of the common componentsofthe Questionnaireand the marketed products 
qomponents asw l l  as developmentof thcportal prototype, 

2. Provideustfbl,donable xwpkamabfor the Project to satisfL FDA needs. 
3. parti*%patein ali ~rojcctr~aneganentmeetingsas scheduled. 
4. Collaborate in the design of the Project. 

. 

5. ProvideFDA reso& as needed to learn tbe technical8fchittxt.u~. 
6. Rovidt FDA rcsowca for implementationof the Project. 

The NIH agrees to perform the followingactivities and provide the following 
nsourcts in support of theproject: 

1. Collaborateand provide resources for the project managementof the common 
components of the Questionnaire, and the clinical trial componentsas well as 
thedevelopment of the portal prototype. 

2. Provide useful, actionabler.equhments for NIH needs. 
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3. 	 Participatein dl Project management meetings as scheduled. 
4. 	 Collaborate in the design of the Project 
5. 	 Direct the wntractor(s) inperformanceof their duties with input and 

agreement fiom FDA. 
6. - Provide MH r e s o w  for implementation of this &oject. 

IV.PROIECT DURATION 

Tbc Project shall be m o s i d d  finisbe4 when the kcy deliverablq the Rational 
Questionnaire end prtal prototype are delivered and operational, but no later than three 
(3) r n o n t h . ~  	 . -the agreed-uponand schcdu!ed'completion date,which will be 
detemzinta*wo*basbegua - -

V, ISSUE RESOLUTION 

'T~KFDA and MH program staffworking on the Project are committed to productive and-
c o l l ~ v tactivities to achievethe important public health goals of theProject. 
Consistent w'ith F& law and agency practice, staff will work together to resolve any 
programmaticdisputes.and communicate within agency ~ ~ f - c o r n m a n dany 
Meruses or o- c o r n  as neoessary. It is expectedthat-the&st line of 
comm~micationawethe project staffwili be FDA's Executive Sponsor of MedWatch-
and NM's Director for Science Policy, Of5ce of the Director. 

VI. MFORMATION SHARING 

As sisterpublic health agencieswitbin the Deptment of Health and HumanServices, 
thcat&c no legal prohiWonsthat'precludcFDA orNIH h m  sharingwith eachotha  
mckt agencyrtcordsin the possession of eitheragency. Both agenciesrecogniziand 
ackpow1edge, however, thaf it is essential that any confidential information &at is 
between FDA and MHmust beprotected from unauthorized use or disclosure. See, c.~., 
21 USC.see. 3310); 18U.S.C.section 1905;21 C.F.R. Parts 20 and 21; 42 C.F-RParts 
5 and 5b.Safeguardswill be firllowcd to protect the inter- of, among others, ownen 
and submittersof trade secrets and wdidential c o m i a l  inftmktion; patient identities 
and other pemnalprivacy information; privileged andlorprcdccisional agency records; 
and information protected hrnational securityreasons. 
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'This ~~reerne6twill become effective when iignedby all Parties. The Agreement will 
continue for not more than five yeatsthenafter, unlessarnendedby mutual agreement of 
the P-arties,until the ~r0ject.i~completed. It is expected that the Project will take not 
more than two years to complete. Either party mtly t e a t e this Agreement by 
providing one bbdred twenty (120) days written notice to the o h  party. Consistent 
with the expectation that no limds.will~betransferred between the Parties, each party shall 
be solely mponsible for the payment of any expenses it has incurred in the event this. 
Agreement is t e k t e d  before completion. This A p m e n t  is subjtct to the availability 
of iimds- .. 

~ a ~ o o d c o c k ,  Lana Skkboll, Pb.D.M.D. 
. 'Deputy Commissioner, Chief MedicalOfficer Director for Science Policy 

Officeof the Commissioner Office,of the Director 
Food and Drug Administration National ~nstit& of Health 
DepartmentofHealth and Human Services Departmentof Health and Human Senices 
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