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1 Introduction

This step-by-step document provides instructions on how to properly submit
Structured Product Labeling (SPL) files to the FDA.

Figure 1: Self-ldentification SPL Creation and Submission

Option 1: FDA eSubmitter Tool

-

Option 2: FDA X-Form Submit SPL Files via
Create SPL Files FDA Electronic
via Option 1, 2, or 3 ﬁ Submission
= T (2 Gateway (ESG
LJ L way (ESG)

Self:m;tion Option 3: Commercial SPL Tools

FR Notice -

2 Prerequisites for Self-ldentification SPL Submission Files
Please reference the table below which includes a list of required pre-requisites
which must be completed prior to starting the facility self-identification SPL
Submission.

Table 1: Prerequisites for Self-ldentification SPL Submission

Requirement Purpose Duration estimate Link
|FDA FEI Number |Required to electronically Self- Via FDA: 10-15 A facility that has not
Identify and pay facility user fees  |business days obtained an FEI may

request one at:
FDAGDUFAFEIRequest@

http://go.usa.gov/ivWm to
verify an existing FEI
number
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Requirement

Purpose

Duration estimate

Link

Facility DUNS
Number

Required to electronically Self-
Identify and pay facility user fees

Note: A Facility DUNS number is
used to match a facility user fee
payment to the correct Facility Self-

Identification submission

The length of time for
obtaining a DUNS
Number depends on
the type of delivery
service selected and
business location. The
typical response time
or obtaining a DUNS
Number for a U.S.-
based establishment is
20 business days, and
40 days for non U.S.
|locations.

[Request a DUNS number
at no cost

at: http://www.dnbgov.com
federal compliance/fda/D
|[JUNSrequest/requestGuide.
Ihtml or for an expedited
service fee

at: http://www.dnbgov.com
federal compliance/fda/D
|[UNSrequest/.

Visit:
|http://go.usa.gov/ivVWm to
verify an existing DUNS
Jnumber

Registrant DUNS
Number

Required to electronically Self-

Identify

Same as above

Same as above

Letter of Non-
Repudiation to
FDA

A letter of Non-Repudiation

Agreement for digital signatures
must be submitted to the FDA prior

to registering as a transaction

partner for the FDA Electronic

Submission Gateway (ESG)

Standard Mail Delivery
Service time

|http://go.usa.qov/dHV

|ESG Gateway
Account

Required for secure electronic
submissions transmission over the

Internet

IAn account can be
approved for production
after FDA has received
the Non-Repudiation
letter referenced above
(approximately 2 — 4
weeks)

|http://www.fda.gov/esqg/1

\WebTrader
Account

Preferred method for secure

electronic submissions through the

FDA ESG

An account can be

approved for production

after FDA has received

the Non-Repudiation

letter referenced above

(approximately 2 — 4
eeks)

|http://go.usa.gov/dHm
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Requirement Purpose Duration estimate Link
IDigital/Electronic [The following signature methods arelUser will need to |nttp://go.usa.gov/dta
Signatures and |accepted by the FDA: contact a certificate lhttp://go.usa.gov/dH7
|Certificates » Scanned signatures vendor to obtain the

» Digital signatures certificate (dependent
» Flattened digital signatures on the vendor)
A 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 for
transmission

3  Step 1: Creating Self-lIdentification SPL Files

There are three options for creating a SPL file for performing electronic self-
identification of facilities, sites, and organizations.

e Option 1: FDA eSubmitter Tool

e Option 2: FDA Xforms

e Option 3: Internally Developed Tool

e Option 4: Commercially Available Tool

Each facility type requires its own SPL file submission. When creating the SPL file,
select the one of following:

e For CDER, select the following Document Type and Code: Generic
Drug Facility Identification Submission 71743-9

e For CBER, select the following Document Type and Code:
Identification of CBER-regulated Generic Drug Facility 72090-4

3.1 Option 1: FDA eSubmitter Tool

1. For more information on creating an SPL file using the FDA eSubmitter tool,
go to:

http://www.fda.gov/Forindustry/FDAeSubmitter/default.htm

2. For more information on downloading and installing the FDA eSubmitter tool,
go to:

http://www.fda.gov/Forindustry/FDAeSubmitter/Tucm108165.htm
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Be sure to review the System Requirements section and see the FDA
eSubmitter User Manual for complete downloading and installation

instructions.
Note: Before installation, uninstall any other versions of the FDA eSubmitter

Tool software. If you do not have a prior version of FDA eSubmitter Tool,
proceed to installing the current version of FDA eSubmitter Tool.

To uninstall the previous versions of the FDA eSubmitter Tool, use Windows
Explorer to navigate to the eSub folder of the installed drive (e.g., C:). Then,
double-click on the uninstall.exe and follow the instructions provided. (If you
do not see uninstall.exe, locate and double-click to open the JExpress file
folder. Then, double-click on the uninstall.bat and follow the instructions

provided.)
Figure 2: eSubmitter Welcome Screen Page

Menu Bar
Tool fBn G ymw Quput fouls e
Bar—P38H 0600 22 w38 40 Navigation
o ALY Bar
CeSubmitter Jéé L,
Menu () o s, | T IS RS - e ‘_l
O]i;iﬂlls U Welcome to eSubmitter! An FDA Electronic Submissions Software Initiative ? Message
Pane [ yp——— Taks
o o e
Primary
Screen
Area
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Figure 3: eSubmitter Create a New Submission Page

Mew Submission Dialog
<
o

Step 1 Select Submission Type

Create New Submission

List of Available Submission Types

Mame | Yersian | Wersion Dat -|

|CBERI/CDER: SPL Establishment Registration & Product Listing
CEBER: BELA forwhole Blood and Blood Components, including Source Plasma | 4
CEBER: ICSR Adverse Event Repoding for Pilot Testing [
CEBEFR: Investigational Mew Drug (MDY Applications in eCTD Structured Farmat |
CDERICBER: Generic Drug Fac;ili'l'y' Electronic Seltldentification

CDER: IZER Drug Adverse Event Reporting

ECDRH' 806 Corrections and Rermoval Reporting

0852872012 11:51:23 =
08/05/201 2 08:43:7 |5
{08131/2012 10:00:57=
071202012 02:03:35
09/05/201 2 11:57 43
08/05/201 2 08:15:40
|05/08/2012 09:58:49 =

pary e - g g v gy
o|oig|olo|alo

KN

Description of Selected Submission Type

FDA iz establishing databases, systerns, and processes that help generic diag companies perform electronic
self-identification of facilities and sites inwvolived in the dewelopment and mamafacturing of generic drugs.
Electronic self-identification is requested by all such facilities and sites, whether or not user fees payrments are
requited and if the facilities and sites are identified or intended to be identified in an approved or pending generic

Generic Drug Facility Electronic Self Identification _z
drug subrnission. Those that are requited to self-identify, whether or not their facilities or sites are located withit —‘

i_ Cancel | i_ Hext |

3. For step-by-step instructions for creating and submitting a self-identification

SPL file using the FDA eSubmitter tool, refer to the FDA eSubmitter Quick
Guide — Generic Drug Facility Self-Identification document, go to:

http://www.fda.gov/Forindustry/FDAeSubmitter/lucm274477 .htm

3.2 Option 2: FDA Xforms

1.

For more information on creating an SPL file using Xforms, go to:

http://www.fda.gov/Forindustry/DataStandards/StructuredProductLabeling/uc
m189651.htm

Launch the Pragmatic Structures Product Labeling tool by clicking on the SPL
Xforms link to launch the FDA Xforms tool.

a. For CDER, select “GDUFA Identification CDER” to create a self-
identification SPL file.

b. For CBER, select “GDUFA ldentification CBER” to create a self-
identification SPL file.

Click “Load Template” to load the selected FDA Xforms template.
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Note: The following fields are auto-populated when FDA Xforms are opened
or template selected:

Document ID

Effective Time

Version

Set ID

You should NOT have to change this information unless you are updating the
file to prepare a subsequent submission. If you need to alter the document
tracking information, see the FDA Xforms Button Legend on previous page
with instructions for using the buttons associated with these fields. (Note: to
change the setID, delete the current setlD with the computer keyboard’s
delete key.)
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Figure 4: FDA Xform Page

@ Jeled]
fle Edit View Hstory Bookmarks Tools Help

| &0 structured Product Labeling > SPL Xforms  ** I E Pragmatic Structured Product Labeling Ed .. % I + | |
B 5ome plugins used by this page are out of date. x

Pragmatic Structured Product Labeling Editor 1

Copyright (c) 2010 Pragmatic Data LLC. All rights reserved.

Template GDUFA Identification (CBER) v[ Load Template ][ Load File ][ Save ” Save In H Resst ][ Validate
|Header| ‘ Data E\ements| ‘Cnntent of Labehng| ‘ SPL V\ew| ‘ XML V\ew| ‘ Cmmparel Help
—Document Type Generic Drug Facility Identification Submission |3 (71743-9)
—Title[-]
|
Document Id [*][P] 5498b0as-f3b3-4709-92a6-c21e3d53ffe Effective Time: [7][P]20120613 Version [*] 1 Set Id [*][P]2e7bf580-63ce-4flc-9Be-bdb22d334afl
— YPlease Open[-]
— ¥ Registrant[-] [public]Name DUNS Number
— Contact[-] [%][&] [public]Name
Street City State[-] Postal Code[-]
Country hd
Phone EMail
— ¥ Facility[-] [+] [#] [public]Name DUNS Mumber FEl Number[-]
— Physical Address[-][%] [&]
street City state[-] Postal Code[-]
Country i

— Contact[-][%][&] [public]Name

Street City State[-] Postal Codel-]
Country [
Phone EMail
Business Operation[-][+][#]Type | also involvad in non-generic drug production

4. Continue to enter the needed information into the FDA Xform to self-identify
your facility.

3.3 Options 3 & 4: Internally Developed and Commercially Available
Tools

In-house developed and commercial tools can be used for self-identification, to
utilize XML file formats which conform to Health Level Seven (HL-7) message
exchange standards for SPL files.

Using commercial tools, self-identifiers can generate electronic SPL files and
submit their SPL files through FDA'’s Electronic Submission Gateway (ESG). The
technical details are available in the SPL Implementation Guide located on the
FDA Data Standards Council Web site:
http://www.fda.gov/oc/datacouncil/spl.html.

3.4 SPL File Content Restrictions

Currently, special characters are not supported by the SPL XML schema;
therefore, the following special characters will not pass validation. Instead of the
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special characters shown below, you must use the corresponding XML entity
provided in the table.

Table 2: Special Characters and Corresponding XML Entities

Special character | Corresponding XML entity
that MAY NOT be that MUST BE used
used instead

& &amp;

> &gt;

< &lt;

' &apos;

" &quot;

4  Step 2: Submitting an SPL File

Every SPL should be submitted using ESG. For additional information, please
refer to the FDA ESG user guide web site at:
http://www.accessdata.fda.gov/esg/userguide/webhelp/default.htm

The FDA Electronic Self-ldentification supports two options for submitting an SPL

file:
[ ]

Option 1: Web Interface
Option 2: Gateway-to-Gateway

4.1 Requirements for an SPL File Submission

All files must be submitted within a folder (each submission folder shall
contain one .xml file and should not contain subfolders).

All files must be in .xml format

Each .xml file name must have an .xml extension and must conform to the
naming convention described above.

Individual files must not be compressed or archived.

A folder submitted through the web interface (WebTrader) may not be
archived (e.g., tar) nor compressed (e.g., gzip) because the submission
process will automatically tar and gzip it.

Folders submitted through the Gateway-to-Gateway protocol must be
tar'ed and gzip’ed.
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4.2 SPL File and Folder Naming

4.3

This section provides the special considerations that must be followed when
naming facility self-identification SPL files and directories.

e Each SPL file must be named as follows: rootID.xml ; where: rootID is a
unique document identifier from the self-identification SPL.

e Each SPL file is placed in a folder. These are standard folders that are
created on a local drive. There is no special requirement for the folder
name—with the exception that the name cannot contain special characters
(see the table below).

Table 3: Special characters not to be used in file and folder names
Character | Character Description

/ (forward slash)
\ (backslash)

: (colon)

? (question mark)

(quotation marks)

< (“less than” sign)

> (“greater than” sign)

| (vertical bar)

Spaces: where a space is needed,
please use the underscore

Option 1: Web Interface

This section provides a production system URL and instruction for how to submit
SPL files through the FDA ESG Gateway.

SPL files are placed in a folder and sent through the FDA ESG Gateway. The
name of the “center” and the “submission type” are used to properly route the
files. For GDUFA Electronic Self-Identification SPL files, the center is “CDER”
and the submission type is “GDUFA”.

The following screenshot illustrates a sample Web Trader Submission page.
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Figure 5: Web Trader Submission Page

Send document

Select who will receive the document

FDATST

Note: You must have an ESG account to execute the steps below.

1. Using the address provided by the FDA, access the FDA ESG Web Interface
application. The Login page is displayed.

2. Enter the User ID and Password that was set up in the registration wizard.
Click the Login button. The My FDA submissions page is displayed.

3. Click the WebTrader icon. The WebTrader drop-down menu is displayed.

4. Select the Send document menu item. The Send document page is
displayed.

5. For CDER Submissions, select CDER from the Center drop-down box. The
Center drop-down box is populated with CDER for the Center. For CBER
Submissions, select OC from the Center drop-down box.

6. Click the Browse button associated with the Path textbox to select the
submission. The submission file is displayed in the Path textbox.

7. For CDER Submissions, select the GDUFA Facility Registration submission
type from the Submission type drop-down box. The GDUFA Facility
Registration submission type is displayed in the Submission type drop-down
box. For CBER Submissions, select the SPL submission type from the
Submission type drop-down box.

8. Select a signing certificate by clicking the associated Browse button and
select your appropriate certificate. The certificate is displayed in the New file
textbox.

9. Click the Send button on the Send document page. The Enter password
dialog box is displayed on top of the Send document page.

10. Enter the certificate password and click OK in the dialog box. The Upload
Progress dialog box is displayed on the Send document page.
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11.When the upload is complete (indicated by the display of Done), click the
Close button in the Upload Progress dialog box. The submission is sent.

4.4 Option 2: Gateway-to-Gateway

Users are required to both tar (archive) and gzip (compress) multi-file
submissions. Gzip is the native UNIX ZIP format and is used as a compression
utility to reduce the size of the archive file.

For optimal transmittal of large submissions, first "tar" the files, and then
compress the resulting .tar archive using the gzip utility. This process results in a
.tar.gz extension.

5 User Support and Reference Information

5.1 Resources and Training Material

FDA GDUFA Web Page: http://go.usa.gov/vCt
e Guidance
¢ Federal Register Notices
e Public Meetings

FDA Facilities Self-Identification Electronic Submission Gateway (ESG):
http://go.usa.gov/duq

FDA eSubmitter tool: http://go.usa.gov/dul

FDA eSubmitter tool Tutorial: http://go.usa.gov/dzF

FDA eSubmitter tool Quick Guide: http://go.usa.gov/rsvm

FDA Xforms: http://go.usa.qgov/rswY

Commercial tools training and materials: http://go.usa.gov/rsM3

Note: For additional information on the SPL data requirements, please refer to
the SPL Guidance for Industry: http://go.usa.gov/rswe

5.2 Technical Self-lIdentification Helpdesk and Questions

The FDA/CDER Facilities Self-Identification process:
CDEReFacility@fda.hhs.gov
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The FDA/CBER Facilities Self-ldentification process:
SPL@fda.hhs.gov

The FDA ESG submission process:
esgreg@gnsi.com (technical issues)
esgprep@fda.hhs.gov (preparation, registration, and policy issues)

FDA eSubmitter tool: esubmitter@fda.hhs.gov

FDA Xforms: SPL@fda.hhs.gov

12
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Appendix A Self-identification SPL Sample

The following screen shots show a sample Self-identification SPL. The SPL contains
registrant information and facility information (one foreign and one domestic), including

the business operation qualifier.

T lversion="11"encdng=UTF-£'%

1 <PumlstyleshestPref="ty i accessdes e qu/splstfesnestizp sl type="teithd T2
3 Hedocument umns="um - 3" o = it 3 o/ 2001 ML Sehema-netance” i schemaLocafon="um AT-ory3 i ccessdaa e qoisplschemalsplxsd >
& <t oot JedadedT-a304000-dac HaebdelaX 2

5 <cudecode=THA3Y codeBystem="216. 8401 13631 displeylame="Generic Dug Facity Kentication Submission'l»
b b

T celechelme e 012020

8 <oulfoot=To0MNdT a4 16 a0 SedaTdactBET

§ 0 <ersonllmbervalie="17>

08 <o

il <fimel>

0 <oty

B0 amresentedDiognizations

" <assignedEnttys

(e <agsiredOngenizaions

[ <Id etension="OB060608 oot="13 6 141 510 1

i <name:Regitiant Company Name<hame>

(= <cortactPary>

(e 4l

i - <aetAddess e Main Sel<teeAdbess >

i <oty Rochllelctys

P | ol

PA | <onsalCode IME natldes

i | <onpUSAdeanys

b s

b <Jeleeom valie=el-+-24-ME-1008

l <Jelecom value= malko ot Smith@emal.com 1>

B G <oontaciParsons

i | camesdohn Smih ey

1 oontactPersar

i <omtactPaty

GG <asaipedErtiy>

Gie <assnedOrganizaions

¥ 4 exensim="1ZME6THY oof="1.3 6141 510 1

% <detensions 0000 oct="2 10401 130034005
% <pamesF aclity| Company Name< name

T8 <l

i <strectAdessLine> 110 Main Stest<sresthddressline>
i Aoty Brampionciy

] <otte>Ontaro</sate?

i <postaCodeb T 1CtpostalCode>

Ly <country CAlleounty>

4 <ath>

4 g <contaPay?

b g il

% - <aeeAdfessne>3 Nan Sveel<teeAddessLe>
i) | i Rukileecte
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i A

% | <telecom value="tel-+1-666-454-T878">

9% <telecom valuz="mailtc:john doe@company.com'f>
7 e | <contactPersons

9% <nameJohn Doe</name=

9 </contactParson=

100 <leontactPary>

101 </assignedOrganization>

0 = <performances

0 & <actDefintion>

104 <code code="C101510" codeSystem="2.16.840.1.113863.3.26.1.1" displayMame="FDF Manufacture'/>
05 & L estbjectOf

06 & L <approval

107 <code code="C101886" dizplayhame="Manufactures Non-Generics" codeSystem="2.16.840.1.113883.3.26.1.1">
108 <[approval

109 - <lsubject0f>

10 </aciDefintion>

1k </performance:

1 = <performances

3 g <actDefinition»

114 <code code="C82401" codeSystem="2.16.840.1.113663.3.26.1.1" displaylame="API Manufacture"f>
115 </actDefinttions

116 <Iperformance:

m e <performances

= <actDefinition»

119 <code code="C84731" codeSystem="2.16.840.1.113863.3.26.1.1" dizplaylame="Pack /z
120 </actDefinttion>

12 <performance:

122 </assignedEntity=

123 <lassignedOrganization:s

12 </assignedEntity>

125 <IrepresentedOrganization>

126 <[assignedEntity

121 ¢ <fauthor

128 o <component>

129 o ¢ <nonMLBody>

120 <t

13 <nonXMLBody

132 - <lcomponent:

133 - <document:

13
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Appendix B Data Element Definitions

This table contains a list of the element name, data type and definition for all of the
date elements that are required for the self-identification SPL file.

Element Name Data Definition

Type

documentType String SPL Document Type — unique identifier of
SPL type (= Generic Drug Facility

Identification Submission OR Identification
of CBER-regulated Generic Drug Facility).

documentTypeCode String | Document Type Code — matches SPL
Document type (= 71743-9 OR 72090-4).

documentlid String | SPL Document ID — unique document
identifier.

setld String [ SPL Set ID — unique identifier of the SPL

Document that remains constant through all
versions/revisions of the document.

versionNumber Number | Version Number — a number that is
incremented for each subsequent version
number of the SPL document.

effectiveTime Date Effective Date — a revision date of the SPL
document in YYYYMMDD format.

registrantDunsNumber Number | Registrant DUNS Number — unique, 9-digit
with Dun & Bradstreet identifier of the Registrant.
leading
zeros
registrantName String | Registrant Name — name of the registrant

registering the establishments.

registrantContactName String | Registrant Contact Person Name.
registrantContactPhone String | Registrant Contact Person Phone Number.
registrantContactEmail String | Registrant Contact Person Email.
registrantContactStreet String | Registrant Contact Mailing Address — street

and number of the mailing address for the
Registrant contact person.
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Element Name 2EIE) Definition
Type
registrantContactCity String | Registrant Contact City — mailing address
city for the Registrant contact person.
registrantContactState String | Registrant Contact State — mailing address
state for the Registrant contact person.
registrantContactPostalCode String | Registrant Contact Postal Code — mailing
address postal code for the Registrant
contact person.
registrantContactCountry String | Registrant Contact Country — three-
character country code using the ISO 3166-
1 standard for the mailing address for the
contact person.
establishmentDunsNumber Number | Facility (Establishment) DUNS Number —
with unique, 9-digit Dun & Bradstreet identifier of
leading | the registered facility (establishment).
zeros
establishmentFeiNumber Number | Facility (Establishment) FEI Number —
with unique 7- or 10-digit FDA Establishment
leading | Identifier (FEI).
zeros
establishmentName String | Facility (Establishment) Name — name of the
registered facility (establishment).
establishmentStreet String | Facility (Establishment) Physical Mailing
Address — street and number of the physical
address of the registered facility
(establishment).
establishmentCity String | Facility (Establishment) Physical City — The
city of the physical address of the registered
facility (establishment).
establishmentState String | Facility (Establishment) Physical State —
mailing address state for the physical
address of the registered facility
(establishment).
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Element Name

Data
Type

Definition

establishmentPostalCode

String

Facility (Establishment) Physical Postal
Code — mailing address postal code for the
physical address of the registered facility
(establishment).

establishmentCountry

String

Facility (Establishment) Physical Country —
three-character country code using the 1ISO
3166-1 standard of the physical address of
the registered facility (establishment).

establishmentContactName

String

Facility (Establishment) Contact Person
Name.

establishmentContactPhone

String

Facility (Establishment) Contact Person
Phone Number.

establishmentContactEmail

String

Facility (Establishment) Contact Person
Email.

establishmentContactStreet

String

Facility (Establishment) Contact Mailing
Address — street and number of the mailing
address for the facility (establishment)
contact person.

establishmentContactCity

String

Facility (Establishment) Contact City —
mailing address city for the facility
(establishment) contact person.

establishmentContactState

String

Facility (Establishment) Contact State —
mailing address state for the facility
(establishment) contact person.

establishmentContactZip

String

Facility (Establishment) Contact ZIP —
mailing address postal code for the facility
(establishment) contact person.

establishmentContactCountry

String

Facility (Establishment) Contact Country —
three-character country code using the 1ISO
3166-1 standard for the mailing address for
the facility (establishment) contact person.
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Data

Element Name T Definition
ype
establishmentOperation String | Facility (Establishment) Business Operation
(See Appendix C for Business — type of Operation performed at the Facility
Operations Codes and Definitions) (Establishment). The following operations
types can be used:
e API Manufacture (C82401)
e FDF Manufacture (C101510)
e Positron Emission Tomography Drug
Production (C91403)
e Clinical Bioequivalence or Bioavailability
Study (C101511)
¢ In Vitro Bioequivalence or Bioanalytical
Testing (C101512)
e API/FDF Analytical Testing (C101509)
e Pack (C84731)
e Repack (C73606)
establishmentOperationCode String | Business Operation Code — matches
Business Operation (see Establishment
Business Operations above).
operationldentifier String | Business Operation Identifier — identifies

whether an establishment manufactures
non-generic drugs (= Manufactures Non-
Generics).
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Appendix C Business Operations Codes and Definitions

Active Pharmaceutical Ingredients Manufacture (API) Facilities (C82401):
Select option “API Manufacture” if the facility or site manufactures:

(A) Substance, or a mixture when the substance is unstable or cannot be
transported on its own, intended to be used as a component of a drug and
intended to furnish pharmacological activity or other direct effect in the diagnosis,
cure, mitigation, treatment, or prevention of disease, or to affect the structure or
any function of the human body; or

(B) Substance intended for final crystallization, purification, or salt formation or
any combination of those activities, to become the final active pharmaceutical
ingredient as defined in paragraph (A) above.

Finished Dosage Forms Manufacture (FDF) Facilities (C101510): Select
option “FDF Manufacture” if the facility or site manufactures:

(A) Drug product in the form in which it will be administered to a patient, such as
a tablet, capsule, solution, or topical application;

(B) Drug product in a form in which reconstitution is necessary prior to
administration to a patient, such as oral suspensions or lyophilized powders; or

(C) Any combination of an active pharmaceutical ingredient with another
component of a drug product for purposes of production of such a drug product
as defined in paragraphs (A) or (B) above.

Entities that package drugs, other than those defined as repackagers (see
below), are considered FDF manufacturers.

Positron Emission Tomography Drug Production (PET) Facilities (C91403):
Select option “Positron Emission Tomography Site Drug Production” if the facility
or site manufactures radioactive drugs administered to patients, which allow
cameras and/or scanners to take images of internal body organs and tissues.
This includes a positron emission tomography drug or active pharmaceutical
ingredient for a positron emission tomography drug, which:

(A) Exhibits spontaneous disintegration of unstable nuclei by the emission of
positrons and is used for the purpose of providing dual photon positron emission
tomographic diagnostic images; and

(B) Includes any nonradioactive reagent, reagent kit, ingredient, nuclide
generator, accelerator, target material, electronic synthesizer, or other apparatus
or computer program to be used in the preparation of such a drug.
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Clinical Bioequivalence or Bioavailability Study (BE) or (BA) Study Sites
(C101511): This option corresponds with the statutory category “clinical research
organizations.” Select “Clinical Bioequivalence or Bioavailability Study” if the
facility or site is a Clinical Research Organization (CRO) or is associated with a
bioequivalence/bioavailability study and engages in activities that include
administering investigative drugs to human subjects for the purpose of
demonstrating bioequivalence to a Reference Listed Drug. Associated activities
include, but are not limited to, screening subjects, administering drugs to
subjects, collection of biological specimens (e.g. plasma, serum, or urine) and
safety monitoring, as specified in the study protocol.

In Vitro Bioequivalence or Bioanalytical Testing Sites (C101512): This option
corresponds with the statutory category “a site in which a bioanalytical study is
conducted.” Select “In Vitro Bioequivalence or Bioanalytical Testing”, if the
facility or site conducts in vitro bioequivalence testing or measures
concentrations of drug, drug metabolite, or other analytes as specified in the
study protocol, in specimens collected during in vivo
bioequivalence/bioavailability trials.

Active Pharmaceutical Ingredients / Finished Dosage Forms Manufacture
Analytical Testing Sites (Contract API/FDF Analytical Testing) (C101509):
Select option “API/FDF Analytical Testing” if the contract analytical testing facility
or site is separate from the location of the processing facility for the API or the
FDF and that is identified in the generic drug submission.

(A) Includes analytical testing sites that are responsible for testing one or more
attributes or characteristics of the APl including tests to verify purity, levels of
impurities, particle size, and stability or;

(B) Includes analytical testing sites that are responsible for testing one or more
attributes or characteristics of the FDF, including testing FDF in-process material,
testing to qualify components used in the FDF, and testing to qualify components
used in the FDF, and testing the stability of the FDF.
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Contract Packaging Sites (Pack) (C84731): Select option “Pack” if the contract
facility or site is separate from the location of the processing facility for the API or
FDF and the site is owned or operated and identified in a generic drug
submission, which include only packager sites that are named in an ANDA
application. The facility or site is responsible for packaging the FDF into the
primary container/closure system and/or labeling the primary container/closure
system.

(A) Includes such activities as taking tablets from a large drum of tablets and
packaging the tablets into individual bottles for retail sale and/or pharmacy use.

Contract Repackaging Sites (Repack) (C73606): Select option “Repack” if the
contract facility or site is separate from the location of the processing facility for
the APl or FDF and the site is identified in a generic drug submission. The facility
or site is responsible for removing the drug from a primary container/closure
system and placing the contents into a different primary container/closure
system.

(A) Includes facilities that remove a drug from a primary container/closure system
and subdivide the contents into a different primary container/closure system (i.e.,
takes tablets out of a plastic bottle and packages the tablets into blister
packaging).

Business Operations Qualifier: The Business Operations Qualifier is used in
conjunction with the Business Operations types to indicate the facility or site also
manufactures non-generic drugs. For each business operation type that is
selected, also specify whether the facility or site also manufactures non-generic
drugs.

(A) Manufactures Non-Generics (C101886): Select option “Manufactures Non-
Generics” business operations qualifier if the facility or site also manufactures
non-generic drugs. For example, a facility or site that selects a business
operation for APl would use the business operations qualifier to specify whether
they are also a facility or site that manufacturers non-generic drugs, and so on for
each business operation that applies.
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