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Draft Guidance for Industry on Providing Regulatory Submissions in 

Electronic Format-Drug Establishment Registration and Drug Listing; 

Availability 

AGENCY: Food and Drug Administration, HHS. 

ACTION: Notice. 

SUMMARY: The Food and Drug Administration (FDA) is announcing the 

availability of a draft guidance for industry entitled "Providing Regulatory 

Submissions in Electronic Format-Drug Establishment Registration and Drug 

Listing." This draft guidance document establishes a Pilot Program for industry 

to voluntarily submit drug establishment registration and drug listing 

information in an electronic format that FDA can process, review, and archive. 

The document provides guidance on what required and FDA-recommended 

irlforrrlation related lo drug establishment registration and drug listing to 

subrnit and on how lo e1ectronic:ally prepare and submit the information to 

FDA. 

DATES: Although you (:an c:ornrnent on any  giiidanc:e at an\. lirrle (see 2 1  C l R  

10.115(g)(5)),to ensure that the agency- considers your conlments on this draft 

guidanc:~?bct'orc?i t  begins ~vork on ttlc: final version of the guidance, s~tbrnit 

wr.ittt:~l01.t : l t : ( : t ~ . ~ ~ i i ( :~:0111111~:tltson ttie draft guida11c:e. ir1c:ludirlg cornri~ents 

rt!g;t~.(iirig~ ) I . O I I C ) S ~ ! ( ~  infor-riiiitiori.t ) \ l  nftt!r.datrlc:oIIt!c:tioriO F  [irlsf!r.ldclte 60 ~lczt.~s 



ADDRESSES: Submit written requests for single copies of the draft guidance to 

the Office of Critical Path Programs (HF-18), Office of the Commissioner, Food 

and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857. Send one 

self-addressed adhesive label to assist the office in processing your requests. 

The draft guidance may also be obtained by mail by calling the Office of 

Critical Path Programs at 301-827-1512. See the SUPPLEMENTARY INFORMATION 

section for electronic access to the draft guidance document. 

Submit written comments on the draft guidance to the Division of Dockets 

Management (HFA-305), Food and Drug Administration, 5630 Fishers Lane, 

rm. 1061, Rockville, MD 20852. Submit electronic comments to http:// 

www.regulations.gov. 

FOR FURTHER INFORMATION CONTACT: Lonnie Smith, Office of Critical Path 

Programs (HF-18), Office of the Commissioner, Food and Drug Administration, 

5600 Fishers Lane, Rockville, MD 2085 7, 301-594-0011. 

SUPPLEMENTARY INFORMATION: 

I. Background 

In the Federal Register of August 29, 2006 (71 FR 51276), FDA issued 

a proposed rule that would revise part 207 ( 2 1  CFR part 207) (hereinafter 

referred to as "the 2006 proposed rule"). 'This rule, when finalized, t z r i l l  fully 

implement elec:trorlic: drug establishment registration and drug listing. 

Subsequent to the publication of the proposed rule, the U.S. Congrtss enacted 

the Food and I l r u ~Adlr~inistratiol~Amendments Act of 2007 (FDAAA) (Public; 

I,aczr 110-85) . FDrIAA anlerldcti section 510 of the Federal Food, Drug, and 

(I:os~~lc:tic;A(:[( t h e  ac:t) (2.1 I1.S.C:. 3 6 0 )  (at sec:tiorl i i lO(p)) to explic:itl\~ reqi1ir.e 

Itic: (:Iec:tr.o~~ic: tlo~licstic: allti thrcigrl establistimt~tnts s~~ t )~~ i i s s io r l  o ft ) \ l  

rcgistr.atiorl ;11l(i lis(ir1; irlforr~~atio~i(inc:litding tllc: subrnissiorl of tlpciatoti 

http:regulations.gov


information) required under section 510 of the act, unless the Secretary of 

Health and Human Services grants a request for a waiver if use of electronic 

means is not reasonable for the person requesting the waiver. FDA intends to 

exercise enforcement discretion and does not intend to take action to enforce 

this electronic submission requirement, but rather intends to pilot voluntary 

electronic submission during a transition period. To assist in complying with 

this new statutory provision, and to test FDA systems for processing such 

submissions, FDA is announcing a voluntary Pilot Program for electronically 

submitting drug establishment registration and drug listing information and the 

availability of a draft guidance for industry entitled "Providing Regulatory 

Submissions in Electronic Format-Drug Establishment Registration and Drug 

Listing." 

The information collected during drug establishment registration and drug 

listing information is fundamental to many processes FDA uses for protecting 

the public health, including surveillance for serious drug adverse reactions, 

inspection of facilities used for drug manufacturing and processing, and 

monitoring drug products imported into the United States. Comprehensive, 

complete, up-to-date information is critical for conducting these activities with 

efficiency and effectiveness. Electronic drug establishment registration and 

crl rug listing using c:otnputer systems to automate this process lvi l l  lead to 

sigllific:ant inlpl-ovt:rrlents in the timeliness and accuracy of' the informatior1 

ovt:r. a paper-based systelr~. This automation can be acc:ornplished most 

t?ffic:i t?ntIv allci ef'St?c:tivcI\r lvtlen t h e  inforrr~ationis protricied in a standardized 

f'orlr~at using tlt!fint:d tt:rrllirlologv. 



FDA is adopting the use of extensible markup language (XML) files in a 

standard Structured Product Labeling (SPL)l format as the standard format for 

the exchange of drug establishment registration and drug listing information. 

Information in a properly created SPL file can be processed in minutes. In 

addition, the use of SPL files with defined terminology will facilitate the 

receipt of more precise and accurate information than was the case with paper 

submissions. Timely and accurate product information will enhance FDA's 

efforts to help ensure the integrity of the drug supply and protect the public 

health. 

The draft guidance explains how to transition from submitting the required 

information on paper2 to submitting the required information using the SPL 

standard, an electronic format that FDA can process, review, and archive. The 

draft guidance also describes how to voluntarily submit additional useful, but 

not required, information that currently is often included by industry in paper 

submissions. The draft guidance, along with accompanying technical 

documents made available on FDA's Website3, describes how to electronically 

create and submit SPL files using a defined terminology for drug establishment 

registration and drug listing information (including labeling as specified under 

207.25) required under section 510 of the act and part 207? In addition to 

c:ornments on the draft guidance, FDA also is requesting comments on the 

SE'L standard is n E-Iealth Level Se~ren,Inc., standard for tht? exchange of prodi~t:t 
i~ll 'or~nationusing extensit~le lnarkup language (XML). 

'Llrug cst;iblishmt?nt registration and drug listing incormation is currently submittecl in 
Ijaper- format usirig Forlu FDA 2656 (Rcgistration of Drug Estal)lishrnent/Labeler (:ode 
:\ssigrlrn[:rlt), For111FDA 1657 ([)rug L'rocluct Listing),  ant1 Form FDA 2658 (Rt:gisteretl 
1~stal)listlmcrits'Knporl t r l '  Private tabel I1istrit)utors). 'I'l~[!se Sorn~s arc: currt:ritly mi l a t ) I e  ; ~ t  
/ I  11f~:!/~~~~\~~~~.f~l~.~qo~~!of~~i~~orr~/rr~or~~ct~oi~:~~s(fci~~f o r ~ ~ ~ s / / ~ l t i / o r n ~ s .11lrr11. 

l'I'tic:sr: toc:hrlic;;ll tlocunierits arc i : i~rre~itly at hllp:/!r~.rl~~\~.fac~.~ov/u(:,';~vailal)lc 
( l ( i l ( i ( ~ o ~ ~ ~ i ( : i l i . s p / .11Lrnl. 

-+ lJ1ltlt:r scrc:tiou 351(jJof t l ~ c  I'u\,lic Health Sertrice ;\c:t. t l ~ t !<I( : [  a ~ ~ t lregulaliorls issuc!cl 
I L I I ( I ( ; I ,  t l l , :  a(:[t 1 [ 1 [ ) 1 t r  to l~ioIogi(:;il Itoivt!trcr, this g~l i ( I : t~~( : ( !  cio(!s [lot a l ~ p l ~ .  [)ro(Iu(:ts. ( I O ( ; L I I I I C ~ I ~ ~  
to  ~ ! s ~ , ~ l ) l ~ s l i ~ ~ ~ t ! ~ ~ tan(I [ ) ~ O ( ~ L I ( : (listing i ~ ~ t ' o r ~ ~ l t i t i o ~ ~  solc! l~~ 2 1  (:FRucgist~~tttio~i r ( ~ ( i i ~ i ~ ~ ( ! d  u~lcI(!r 
I ) ~ I I . ~ St iO7, t i 07 ,  ~ I I I ( I1271 .  
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adequacy and usefulness of the technical documents that are available on 

FDA's Web site. 

With publication of the guidance, FDA is launching a voluntary Pilot 

Program that will enable industry to begin submitting drug establishment 

registration and drug listing information in electronic format. FDA plans to 

complete the voluntary Pilot Program and begin receiving drug establishment 

registration and drug listing information only electronically and in SPL format 

(including labeling) beginning June 1,2009, unless a waiver is granted. Based 

o n  comments received on the draft guidance and information obtained during 

the voluntary Pilot Program, FDA intends to issue a final guidance before June 

1,2009. 

FDA is still in the process of considering comments submitted on the 2006 

proposed rule. FDA intends to revise, reissue, or revoke any final guidance 

as appropriate, to ensure consistency with the final rule. 

This draft guidance is being issued consistent with FDA's good guidance 

practices regulation ( 2 1  CFK 10.115). The draft guidance, when finalized, will 

represent the agency's current thinking on the electronic submission of drug 

estat~lishment registration and drug listing. I t  does not create or confer any 

-	 rights for or on anV person and does not operate to bind FDA or the pctblic. 

An alternative approach may be used i f  such approach satisfies the 

rccl~lirt:rrlents of the applicable statutes and regulations. 

I t .  Comments 

Interested persons may submit to the Division of Dockcts blanagen~ent (see 

ADDRESSES) cvritten or elec:tronic: col~lrrrents regarding this cloc:utnent. Submit 

singlt: c:ol)lr of elt:c:tronic: con1 t~lerl ts or t ~ ~ ~ o  paper c:opies ol anrr t~~tiilc:d 

C : O I I I I I I ~ ? I I ~ S .  subt~iit otle ( : o ~ r .  ;lrc! to t)ecxt:ept t h a t  itlcii~ri(iu:iLst~~a!, 	 ( ; o ~ ~ t ~ ~ e t i t s  
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identified with the docket number found in brackets in the heading of this 

document. Received comments may be seen in the Division of Dockets 

Management between 9 a.m. and 4 p.m., Monday through Friday. 

Please note that on January 15, 2008, the FDA Division of Dockets 

Management Web site transitioned to the Federal Dockets Management System 

(FDMS). FDMS is a Government-wide electronic docket management system. 

Electronic comments or submissions will be accepted by FDA only through 

FDMS at http://www.regulations.gov. 

111. Paperwork Reduction Act of 1995 

Under the Paperwork Reduction Act (44 U.S.C. 3501-3520) (the PRA), 

Federal agencies must obtain approval from the Office of Management and 

Budget (OMB) for each collection of information they conduct or sponsor. 

"Collection of information" is defined in 44 U.S.C. 3502(3) and 5 CFR 

1320.3(c) and includes agency requests or requirements that members of the 

public submit reports, keep records, or provide information to a third party. 

Section 3506(c)(2)(A) of the PRA (44 U.S.C. 3506(c)(Z)(A]) requires Federal 

agencies to provide a 60-day notice in the Federal Register concerning each 

proposed collection of information before sub~nitting the collection to OMB 

for approval. To comply with this requirement, FDA is publishing notice of 

the proposed collection of information set forth in this docurnent. 

With respect to the Following collectiorl of inCor~tlation, FDA invites 

comrr~entson tllese topics: (1)Whether the propostd c:ollection of information 

is nec:essdrv tor- tllc proper performance of E'13;\'s t~~r~c:t ions,~nc:ludirlg whether 

th(: inl'or-rl~atiot~ oEFDA's estimate will hatrc a practical ut i l i t i . ;  ( 2 )  ttlo ~Ic.t.urac:y 

of thr! t)urderl o l  t t l t :  ~ ) r ' o ~ ~ x e " d  of i r ~ l ' o u ~ r ~ ~ ~ ~ i o r ~ .  t:ollec.lio~r irl(:ludirlg t t ~ c  ~'aliciitv 

o l  t t l t t  mt:tllociology and assunlptions used; ( : I )  the qualit1-, t l r a l \  to c,r~hatlc:t? 

http://www.regulations.gov
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utility, and clarity of the information to be collected; and (4) ways to minimize 

the burden of the collection on respondents, including through the use of 

automated collection techniques, when appropriate, and other forms of 

information technology. 

Title: Draft Guidance for Industry on Providing Regulatory Submissions 

in Electronic Format-Drug Establishment Registration and Drug Listing. 

Description of Respondents: Respondents to this collection of information 

are foreign and domestic owners and operators of establishments that engage 

in the manufacture, preparation, propagation, compounding, or processing 

(which includes, among other things, repackaging and relabeling) of a drug 

or drugs5 and that are not exempt under section 510(g) of the act or subpart 

B of part 207 (registrants). 

A. Reporting Burden 

The draft guidance describes how to electronically create and submit SPL 

files using defined terminology for establishment registration and drug listing 

inforrriation (including labeling). Most information is already required to be 

submitted under section 510 of the act, section 351 of tlie Public Health Service 

Act, and part 207. 

Drug establishment registration and drug listing information and updates 

to such  information, required under part 207,  and certain additional 

rec:ol~irnentled information are curr.ently submitted in paper form using Form 

Fl)r\ 2tiFjCj (liegistration of Drug Esta t)lishrttent/t~at)eler Code Assignment), 

F;ornl 1;lIil 2657 (Drug Produc:t Listing). and Forrn FTIA 2658 (Registered 

EsIilt)Iishnlt:rits Report of Private I,at)el LIistributors] (c:ollec:ti\reIvreferred to as 

F I )X  I.'orrlls; 72 I71< 6 7 7 3 3 ,  Novo~i~bcs 2007).:\(I, 
- ~~ 

~ . I ( ; : I I I S  I I O ~ ~ II I L I ~ I I ~ I ~ ,  ~ ) i o l ~ g i ( : i ~ ~  ~ I I I ( I< I I I I I I I ~ I I( 1 r ~ g s .i ~ ~ ( : l i ~ ( l i r ~ g  [~roclu(;ts, 
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In addition to the information collected by the FDA Forms (72 FR 67733, 

November 30, 2007), the draft guidance addresses electronic submission of 

other required information as follows: 

For registered foreign drug establishments, the name, address, and 

phone number of its U.S. agent (§ 207.40(c)); 

The name of each importer that is known to the establishment (the U.S. 

company or individual in the United States that is an owner, consignee, or 

recipient of the foreign establishment's drug that is imported into the United 

States. An importer does not include the consumer or patient who ultimately 

purchases, receives, or is administered the drug, unless the foreign 

establishment ships the drug directly to the consumer or the patient) (section 

510(i)(l)[A)of the act);and 

The name of each person who imports or offers for import (the name 

of each agent, broker, or other entity, other than a carrier, that the foreign drug 

establishment uses to facilitate the import of their drug into the United States) 

(section SlO(i)(l)(A)of the act). 

FDA also is recommending the voluntary submission of the following 

additional information, when applicable: 

To facilitate correspondence between foreign establishments and FDA, 

the e-mail address for the U.S. agent, and the telephone number(s)and e-nlail 

address for the in~porterand person czrho imports 01. offers for import their 

drug; 

111 providing the 1abt:ling as specified under 9 207.25,  for manufacturers 

with a \/Vet) sitr: f o r  [.c)lu~~tar\.reporting of ad~fersedrug reactions, the 

rnanufar:turerls telephone rlurnt~era11tl IJRL address tlmt appear on the lal~el 

under '21 CFR I ) O 1 . ~ 7 ( i 1 ) ( 1 1 ) ;  
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A site-specific D-U-N-S@Number6 for each entity (e.g., the registrant, 

establishments, U.S. agent, importer); 

The NDC product code for the source drug that is repacked or relabeled; 

A reference drug if used as a basis for the strength of the listed drug; 

Distinctive characteristics of certain listed drugs, i.e., the flavor, the 

color, and image of the actual solid dosage form; and 

Registrants may indicate that they view as confidential the registrant's 

business relationship with an establishment, or an inactive ingredient. 

In addition to the collection of information, there is additional burden for 

the following activities: 

Preparing a standard operating procedure (SOP) for the electronic 

submission of drug establishment registration and drug listing information; 

Creating the SPL file, including accessing and reviewing the technical 

specifications and instructional documents provided by FDA (accessible at 

h t tp: / /w~.ur.fda.gov/oc/datacouncil/spl.html); 

Reviewing and selecting appropriate terms and codes used to create the 

SPT, file (accessible at http://ri~trrv.fda.gov/oc/datacouncil/spl. h tm l ) ;  

Obtaining the digital certificate used with FDA's electronic subnlission 

gateway (ESG) and uploading the SPL file for submission (accessible at http:/  

/r~qvrt'.fda.gov/f:sg/defa L I  It.h trrl);and 

Reqi~estsfor waivers from the electronic submission process as 

described in the dral't guidance. 

. .
h DkN<K)1)I.I-N-S@Nur~~llr l ris ;I rlnicluc lli~it:-cllgltscqilt:nce rec:ognized as tht! urlit.ersa1 

starld;~r.rlfor i t l t : ~ l t i f ~ . i ~ ~ sa11tl Lt!c:l)ir~~trac:k of ot.c!r. 100 rnillion t ) r l s i~~t t sstvtrrltl\\.itlt:. 
S t l t ~ l ~ l i t t i n gtllc: site-s[)c:c:ific:11-(!-N-St@Nt~rrr0t:rfor. a n  t:r~tity~votrlcipro\.itlt! I I ~rt!fc!r~:r~c:i:to 
Ihc: nurn1)c:r.c:r:r.t;~il~I)t~sil~c!ssrl~Cor.ru;~ticrrlFor. 111ati:riIity, e.g., atlclrcss. i)arerltago. 



R. Burden Estimates 

Reporting Burden-The estimates for the number of respondents, annual 

frequency per response, and total annual responses indicated in table 1of this 

document are based on  our current estimates of the number of registrants and 

the number of submissions using the FDA Forms (OMB Control No. 0910- 

0045). FDA estimates that it would take an  additional 2 hours per response 

(in addition to the estimated 2.5 hours per response for registering, labeler code 

requests, listing, and providing updates to the information approved under 

OMB Control No. 0910-0045) for the collection of information not currently 

submitted using the FDA Forms, and to create and upload the SPL file. FDA 

anticipates that the hours per response will decrease over time due to the 

flexibility of submitting information for registering multiple establishments or 

listing multiple drugs in one SPL file instead of submitting individual FDA 

Forms, and increasing familiarity with the use of the standards and 

terminology for creating the SPL file. 

In certain cases, i f  i t  is unreasonable to expect a person to submit 

registration and listing information electronically, FDA may grant a waiver 

from the electronic format requirement. Because registrants will only need a 

computer and access to the Internet, FDA envisions few instances in  which 

electronic: subri~issior~ of registration and listing information will not be 

reasonable Sor t t l r :  person requesting the waiver and,  thus, is estimating that 

FDA nrould grant one waiver annually. We estimate that a one-time burd~:ri 

for I-equestirig a t~.ait,ertvould be an hour of tirne for a mid-level manager to 

draft, approve, .ind nlail a letter. 

flc:cordLr~r~l1111,r: FDA t:sti~natt:stha tfjclrtlr~r1-Iri table 2 of this doci~riient, 

3,295 ( ~ $ 1+ +:,I?Fi(i) rt:sporider~ts ~vould exper~d a one-time bi~rdeti 0 1 '  
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approximately 40 hours in preparing, reviewing, and approving an SOP for 

creating and uploading the SPL file; and an estimated 1 hour annually to 

maintain the SOP as needed. 

FDA estimates the information collection burden, in addition to that 

approved under OMB Control No. 0910-0045 as follows: 

No. of Annual Frequency Total Annual 
Activity Respondents per Response Responses Response Total Hours 

New registrations, including new labeler code requesls 

Annual updates of registration information 

New drug listings 

New listings for private label distributors 

June and December updates of all drug listing informa- 
tion 

Waiver requests 

Total 

39 14.72 574 

3.256 2.99 9.735 

1.567 6.57 10.295 

146 10.06 1,469 

1.677 11.21 18.799 

1 1 I 

2 

2 

2 

2 

1,148 

19.470 

20.590 

2.938 

I 

2 

1 

81.745 

37.598 

1 

Hours per 
Record 1 Total Hours 

There are no capital costs or operating and macntenance costs associated with this collectton of information. 

TABLE 2.-ESTIMATED ANNUAL RECORDKEEPINGBURDEN' 

No. of Annual Frequency Total Annual1 I 1 1Recordkeepers p e ~ ~ ~ d -Records 

One-time preparation of SOP 2 4 13,800 

SOP ma~ntenance 33.2959 3.295 

Total 135.095 
- -- ~~~~~ 

' There are no cap~tal cosls or operat~ng and malntenance costs assoc~ated wlth thls collect~on of ~nlormat~on 

C. Costs Associated with Electronic Submission 

'There are no capital costs or operating and maintenance costs associated 

with the transition from paper to electronic submissions. To create an  SI'L file 

anti  submit it to FDA, a registrant would need the following tools: A computer, 

appropriate software, access to the Internet, knowledge of terminology and 

stanclards, and access lo FDA's Electronic Subnlission Gateway (ESC;). 

I<egistrants (and most individuals) have t:otnputers and Internet ac:c:ess 

; I I ~ ; I I  l a t ~ l eI'or thr:ir usc. [ F  a t)usi~~esstlocs not t~atre arl alrailable (:om puter or 

ac:c;t:ss to  the [rltr:r.net, frt:t: use of (:ompulers and  Internet are usuallv available 

http:[rltr:r.net


12 


at public facilities, e.g., a community library; or they may request a waiver 

from submitting the information electronically. 

Software is necessary to create a "document." The SPL file or "document" 

may be created internally by a business with experience with SPL, or a 

business may use a user-friendly software ( X F ~ r m s ) ~  available at no cost for 

industry use. In addition to the software, FDA also provides technical 

assistance, and other resources, terminology, and data standards regarding SPL 

files.8 

Once the SPL file is created, the registrant would upload the file through 

the ESG. A digital certificate is needed to use the ESG. The digital certificate 

binds together the owner's name and a pair of electronic keys (a public key 

and a private key) that can be used to encrypt and sign documents. However, 

a small fee of up to $20.00 is charged for the digital certificate and the 

registrant may need to renew the certificate not less than annually. FDA is 

not calculating this small fee as cost of doing business because it is less than 

or equal to the biannual courier costs the registrant incurs for paper 

submissions. 



IV. Electronic Access 

Persons with access to the Internet may obtain the draft guidance at http:/ 

/www.fda.gov/cder/guidance/index.h fda.gov/cber/tm,h ttp://www. 


guidelines.htm,http:~www.fda.gov/cvm/guidance/gu;dance.html,
and http:// 

www.regula tions .go v. 

Dated: -- 71\,/Qt 
J u l y  3 2008.h 
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