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In This Presentation

o Brief review transition to electronic format of data
submission to FDA.

g Structured Product Labeling (SPL) standard and
integrity within the drug supply chain.

v CDER Direct and common SPL documents used in
Supply Chain Management.

& Scenarios of SPL data use in management of supply
chain integrity.




History of Electronic Submissions

& The Paperwork Reduction Act of 1995

& Image Solutions, Inc. first electronic submission to
FDA in 1997 with Sandoz (Novartis)

w Portable Document Format (PDF)




XML Language
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Benefits of Electronic Submission in XML Format

& Paper -> Electronic Media -> XML

k& Automated/electronic processing —”computer-
readable”

& Electronic validation — validation procedures
& Granular document approach

k& Moved between systems and combined with other
data sources

v Easy update/revision




Benefits of Structured XML Documents - Time

500 MB's from your desk to the Reviewer's in
under 2 hours!

Structured
XML

Electronic
Media
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Health Information Management
Technologies Supported by XML

& Electronic Prescribing
& Electronic Health Record (EHR)

& National Library of Medicine (DailyMed) —
populated by 101,896 current SPLs in XML

z Reimbursement

] Medicare
] Medicaid

v Additional Downstream Users




Building a Structured XML Submission

k& FDA provided to industry as low cost options
@ Pragmatic Structured Product Labeling Editor
@ eSubmitter

& Notepad
k& Commercially available customizable software
& Conversion Vendors




Structured Product Labeling (SPL)
and the Drug Supply Chain
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What is Structured Product
Labeling (SPL)?

 Structure Product Labeling —

@ Data standard for submitting, viewing, and exchanging
information about products and facilities

@ XML format — extensible mark-up language
w Health Level Seven International (HL7)

& SPL stands for “Structured Product Labeling” but
covers product information beyond labeling




Document Types Currently in SPL
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Document Types Currently in SPL




Document Types Currently in SPL




Common SPLs for Drug Supply Chain

 In the order of submissions, SPL in XML is the
standard for:

@ NDC/NHRIC Labeler Code Request
@ Establishment Registration

@ Product Listing and Certification




Required by the Regulations

& Establishment registration and drug
listing:
@ Section 510 of the Federal Food, Drug,
and Cosmetic Act

@ 207 of Title 21 of the Code of Federal
Regulations (CFR)

v What?
v When?




Establishment Registration and
Product Listing in SPL

& List of all current drug manufacturers

& Current inventory of all drugs in U.S. commercial
distribution
& Available to:
z FDA
@ Public
@ Health care professionals
@ Healthcare industry access




SPL Data Received From Over 80 Countries

x Each establishment in the
supply chain registers

Business operations identified

Establishment linked to
Product NDC

w ©




Specific FDA Use of Registration and Listing Data

2 Electronic Drug Registration and Listing Database

§)

@ Inspections

@ Imports

@ Post-marketing surveillance

@ Recalls and shortage programs
@z Adverse Event Reporting

Q

k& Supply chain security
x Counterterrorism

Q0

& And many more




FDA Compliance Procedure for
Registration and Listing Data

x Surveillance

& Compliance case
& Deficiency letters
w Data exclusion

w Untitled Letters
& Warning Letters




Supply Chain Integrity Summary

& Current Registration and Listing via SPL
provides visibility and traceability

& Encourages interaction between supply chain
participants

g Quality Agreements/Defined responsibilities
g Ingredient and product source




Supply Chain Integrity Summary

& Minimize the end-user's exposure to products
that are:
@ adulterated in the traditional sense
@ adulterated due to economic motivation
@ misbranded containing unlabeled ingredients




Supply Chain Integrity Summary

& Minimize the end-user's exposure to products
that are (continued):
@ meant for destruction and stolen or diverted
@ expired and relabeled to be sold to end-users

@ not transported and stored according to the
environmental conditions stated on the label
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Whoever is careless with the truth in

small
W

matters cannot be trusted

th important matters.

— Albest Cinstein —




CDER Direct and Common SPL
Documents
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What is CDER Direct?

A web based tool for electronic registration and
listing

 Create, review, and send SPL submissions

& User-friendly templates to build SPL in XML

& Directly submit to FDA for internal processing

& Initial validations and provides the FDA response
to the user




Who Uses CDER Direct?

& Individuals and Businesses responsible for:
@z NDC Labeler Code Requests
@ Establishment Registrations and annual updates
w GDUFA Facility self-identification
@ Drug Listing
@ Product Listing
@ 503B outsourcing facility
] Registration
8 Product reporting

z Wholesale Dru%Dlstrlbutors and Third Party Logistics
Providers (WDD/3PL) Report — product transactions —
product exchange




Available SPL Forms in CDER Direct

k& Labeler code Request

& Establishment Registration/Update

w GDUFA Self ID

& 503B Outsourcing Facility Registration

& 503B Outsourcing Facility Product Reporting

2 Wholesale Drug Distributors and Third Party Logistics
Providers (WDD/3PL) Report — transactions and
product exchange

& Product Listing and Certification




Product Listing and Certification SPLs in
CDER Direct

Bulk Ingredient

)

Cellular Therapy

)

Drug for Further Processing

]

Human Compounded Drug Label
Human OTC Drug Label

Human Prescription Drug Label
Non-Standardized Allergenic Label
Plasma Derivative

] 8 8 8 9§

Standardized Allergenic
Vaccine Label

] 7

Blanket No Changes Certification of Product Listings (October
1st and December 31st.)




CDER Direct Log-In

:.;f 1.5, Department of Health & Human Services

I@/ﬁ\ Direct
I === Electronic Submissions Portal

DGIN QUICK LINKS

Username: ount

Tutorials

JTIFICATIONS

m FDAHome | Browser Requirements | Resources | Tutorils | HelpDesk | FAQs
AtoZindex | FollowFDA | FDA Voice Blog | Privacy
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CDER Direct NDCLCR

Note:

HEADER DETAILS

ONTACT DETAILS




CDER Direct NDCLCR

ADDITIONAL LABELER DETAILS (Optional - Including the following information will expedite the processing of your request)
JFDF ANALY

LAE-EL L.5. AGENT

Agent Name:

RAPHY DRUG PRODUCTION

-'-!:-'elau::i One-




CDER Direct ER

ion SPL Submission

SAVE AS DRAFT

ata Element Name

HEADER DETAILS

REGISTRANTDETAILS

REGISTRANT CONTACT ADDRESS

ESTABLISHMENTS

e

y 20
o

Founded ¥




ER Direct ER

ESTABLISHMENT DETAILS
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CDER Direct Product Listing

CREATE NEW PRODUCT LISTING

- Select Document Type -
| — Select Document Type —
Mote: To update an edsfing submission, click BULK INGREDIENT
Dashboard. CELLULAR THERARY
DRUG FOR FURTHER PROCESSING

HUMAN COMPOUNDED DRUG LABEL
m HUMAN OTC DRUG LABEL

HUMAN PRESCRIPTION DRUG LABEL

MISSION ACCEPTED from the table in the prior page

NDARDIZED ALLERGENIC LABEL
VATIV
\0IZED ALLERGENIC
NE LABEL




CDER Direct Product Listing

SAVE ESTABLISHMENT DELETE ESTABLISHMENT

ESTABLISHMENT DETAILS
Establishment Name: *

¥ Confidentia

BUSINESS OPERATION(S) @

BUSINE 55 OPERATION PRODUCT NDC

¥ | MANUFACTURE v




CDER Direct Product Listing

MARKETING DETAILS

INGREDIENT 5

PRODUCT IMAGE (FOR SOLID ORAL DOSAGE FORMS ONLY)
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CDER Direct Product Listing

Ingredient Details

SAVE INGREDIENT

jithin a produ be the same. Sh values, zll d thus far should b= delet

_In-.qnzti'.-'e Ingredient

ADD ACTIVE MOIETY

Referenc




CDER Direct Submission

Product Listing and Reporting

SUBMISSIONS PRODUCT L

NOC/MHRIC Labeler Code
Request

Establishment Registration
GOUFA Self-ldentification
Product Listing and Certification

WDDVZPL




CDER Direct Errors

12 ERRORS HAVE OCCURRED

Enter Establishment Name. (Go to ermor)

Enter Establishment DUNS. (Go fo error)

Select Establishment Country. (Go to error)

Enter Establishment Address. (Go to error)

Enter Establishment City. (Go fo error)

Enter Establishment Contact Name. (Go to error)
Enter Establishment Contact Email. (Go to error)
Enter Establishment Contact Phone. {Go to error)
Select Establishment Contact Country. (Go to error}
Enter Establishment Contact Address. {Go to efmor)
Enter Establishment Contact City. (Go to error)
Select at least one Business Operation. (Go fo emor)

ESTABLISHMENT DETAILS ESTABLISHMENT ADDRESS




Scenarios of SPL use in
management of supply chain
integrity




Inaccurate SPL Information

g Missing/Incorrect establishment info
k& Additional review of ingredients
@ Missing ingredients
@ Strength
@ Application number or monograph
& Comparison of submitted representative
package image
& Possibly misbranded




Refusal of Import

& Product held at the port
k& Database used by FDA compliance not updated

& Failure of foreign supply chain entity to list under the
appropriate marketing category

& Product registered by domestic labeler




Compounding Pharmacy

& 03B reporting
v Validation errors

2 Source - active/bulk or finished product used in a
compounded product not listed




Questions?



