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Disclaimer

presentation represent those of the presenter,

and do not necessarily represent an official
FDA position.

* The views and opinions expressed in this

* The labeling examples in this presentation are
provided only to demonstrate current labeling
development challenges and should not be
considered FDA recommended templates.

www.fda.gov



SPL = Structured Product Labeling



Learning Objectives

Review downstream users of SPL, accessibility of
SPL, and importance of SPL accuracy

Discuss role of LOINC in SPL accuracy, and why
accurate assighment of sections/subsections of the
Pl in SPL using LOINC is important

ldentify some challenges with accurate LOINC
assignment in SPL

Describe a resource intended to improve accuracy of
LOINC assignment in SPL (“the LOINC document”)

LOINC = Logical Observation Identifiers Names and Codes; Pl = Prescribing Information




Downstream Users of SPL




Accessing SPL

* Online labeling repositories that access SPL

include:

FDA 1
MED |LABEL

e Such repositories allow for specific searches
within SPL (e.g., search for text within a
specific section/subsection of the PI).

DailyMed: https://dailymed.nIlm.nih.gov/dailymed/index.cfm FDALabel: https://nctr-crs.fda.gov/fdalabel/ui/search 6



https://nctr-crs.fda.gov/fdalabel/ui/search
https://dailymed.nlm.nih.gov/dailymed/index.cfm

Granularity in Searching for Specific
Sections/Subsections in SPL
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Importance of SPL Accuracy

* Quality of search output from online labeling
repositories is directly affected by quality of the source
data (i.e., the SPL).

* Accuracy of SPL (e.g., accurate assignment of Pl
sections/subsections in SPL) can be just as important as
the content of labeling.

* Incorrect or inappropriate assignment of Pl
sections/subsections in SPL impairs ability to accurately
search or extract data from those sections/subsections.

www.fda.gov 8



LOINIGC

The Role of LOINC in SPL Accuracy

www.fda.gov 9



LOINC 101

* LOINC codes: universal
codes to identify medical

terminology PLR Format PI
e SPL section and subsection (e.g., PDF)
LOINC codes:

— Consist of six digits in the
format XXXXX-X

— Match a section or

: ) Section/ Section/
subsection name with the Subsection ra———
content of the section or Number LOINC Code
subsection (e.g., match a and Name and Name

section or subsection of Pl
to a section or subsection
LOlNC COde/name) LOINC = Logical Observation Identifiers Names and Codes 0



Section/Subsection LOINC Codes — Human FDA
Prescription Drug and Biological Products (1 of 2)

Ideally, in the SPL we would have all Pl sections and
subsections designated by PLR labeling regulations* or
guidances assigned to specific LOINC codes. For example:

PLR Fo_rmat Fu!l Prescribing LOINC
__Information Section/Subsection >
Number ’ Name Code Name {* JU ?”;‘\
6 ADVERSE REACTIONS 34084-4 | ADVERSE REACTIONS SECTION ' |
9.2 Abuse 34086-9 | ABUSE SECTION

When a user searches an online labeling database like DailyMed for text
within a Pl section/subsection (e.g., Abuse subsection), the database uses

the LOINC to “decide” whether an SPL contains that section/subsection.
121 CFR 201.56 and 201.57 11



Section/Subsection LOINC Codes — Human
Prescription Drug and Biological Products (2 of 2)

FOA

Any Pl sections/subsections not designated by PLR labeling

regulations! or guidances would then be assigned to the
LOINC code for “SPL Unclassified Section.” For example

PLR Format Full Prescribing

Information Subsection LOINC
Number Name Code Name
24 Preparation Instructions 42229-5 | SPL UNCLASSIFIED SECTION

5:3 Hepatotoxicity

42229-5 HSPL UNCLASSIFIED SECTION

Do all Pl sections/subsections designated by PLR labeling
regulations or guidances have a specific LOINC code?

121 CFR 201.56 and 201.57

12



Challenge: Availability of LOINC Codes
for PLR Format Pl Sections/Subsections

A Brief Trip Back to the 2017 CDER
Prescription Drug Labeling Conference

www.fda.gov 13



SPL Session Presentation — November 2, 2017

No LOINC Codes for Several Popular
Subsections/Sections (PLR format)

Sacton Section/Subsection Name LOINC Code
Subsection
PRESCRIBING INFORMATION (PLR format)
6 ADVERSE REACTIONS section 34084-4
6.1 Clinical Trials Experience subsection No LOINC Code
6.2 Immunogenicity subsection No LOINC Code
6.2 or 6.3 Postmarketing Experience subsection No LOINC Code
8 USE IN SPECIFIC POPULATIONS section 43684-0
Typically 8.6 | Renal Impairment subsection No LOINC Code
Typically 8.7 | Hepatic Impairment subsection No LOINC Code
18 HOW SUPPLIED/STORAGE AND HANDLING No LOING Code
section
17 PAT!ENT COUNSELING INFORMATION No LOINC Code
section

Slide from Edward Millikan’s presentation during 2017 CDER Prescription Drug Labeling Conference (available
at https://sbiaevents.com/labeling-conference-2017/). Slide has been modified for presentation purposes.

FOA
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https://sbiaevents.com/labeling-conference-2017/

Challenge: Uptake of Newer LOINC
Codes (for two subsections designated
under PLLR)

www.fda.gov
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Subsection Changes Under the Pregnancy

and Lactation Labeling Rule (PLLR)

Prescription Drug Labeling Subsections 8.1 - 8.3

Pre-PLLR PLLR
(effective June 30, 2015

8.1 Pregnancy 8.1 inc osLaborondDOrW"Y

: Lactation
8’2 Labor and Dehvery 8'2 includes Nursing Mothers
NEW

8.3 Nursing Mothers Females and Males of
8.3 Reproductive Potential

Format Full Presoribing Information | Gode | LOINC Name

8.2 Lactation subsection 77290-5 | LACTATION SECTION

8.2 Labor and Delivery subsection 340794 | LABOR & DELIVERY SECTION

8.3 Females and Males of Reproductive | --,q, 5 FEMALES & MALES OF REPRODUCTIVE
Potential subsection POTENTIAL SECTION

8.3 Nursing Mothers subsection 34080-2 A NURSING MOTHERS SECTION

16



Uptake of Newer LOINC Codes —
Assessment for Subsections 8.2 and 8.3

* Searched for SPL of approved NDAs/BLAs with
PLR format labeling

* Excluded SPL from repackers/relabelers and SPL
of NDA authorized generics

* Examined LOINC code assighments for
subsections 8.2 and 8.3

www.fda.gov

17



Uptake of Newer LOINC Codes — LOINC Code

Assignment for Subsection 8.2

FOA

Subsection | C f 5: %‘E{rﬁ : g LOINC Code (Name)t hs:lse;:_e(ci /:)or the Subsection in Of the SPL
that included
¢77290-5 (LACTATION SECTION) a subsection
042229-5 (SPL UNCLASSIFIED SECTION): 11% x 8.2 Lactation,
8.2 Lactation 77290-5 #34080-2 (NURSING MOTHERS SECTION): 5% x N ~22%
¢34079-4 (LABOR & DELIVERY SECTION): 5% x assigned a
LeOthers: 1% x | suboptimal or
«34079-4 (LABOR & DELIVERY SECTION incorrect
8.2 Labor 34079.4 | “42229-5 (SPL UNCLASSIFIED SECTION): 3% LOINC code to
and Delivery «34080-2 (NURSING MOTHERS SECTION): 1% the subsection

eOthers: 1% x

8.2 Lactation.

Data obtained June 22, 2019 and reflect SPL of FDA-approved human prescription drug and biological products under

an NDA or BLA with PLR format labeling. Repacker and relabeler SPL were excluded, as were NDA authorized generic
SPL. Data are courtesy of the FDALabel team of the National Center for Toxicological Research (NCTR).

18




Current “Universe” of SPL Containing 8.2 Lactation

%

SPL with 8.2

Lactation assigned to :

34079-4 (LABOR & (LACTATION SPL with 8.2 Lactation
DELIVERY SECTION) SECTION) assigned to 42229-5 (SPL

‘ UNCLASSIFIED SECTION)
- I:I 0§

SPL with 8.2
Lactation assigned
to 77290-5

[ \
SPL with 8.2 Lactation assigned to SPL with 8.2 Lactation assigned to

34080-2 (NURSING MOTHERS SECTION) another LOINC 19



ldeal “Universe” of SPL Containing 8.2 Lactation

www.fda.gov

SPL with 8.2
Lactation assigned
to 77290-5
(LACTATION
SECTION)

20



Uptake of Newer LOINC Codes — LOINC Code

Assignment for Subsection 8.3

: SpEBIfIC. LOINC Code (Name) Selected for the Subsection in
Subsection | Corresponding the SPL (%
LOINC Code Sk

*77291-3 (FEMALES & MA OF REPRODUCTIVE
8.3 Females POTENTIAL SECTION
and Males of 77291-3  [#42229-5 (SPL UNCLASSIFIED SECTION): 16% x
Reproductive
Potential #34080-2 (NURSING MOTHERS SECTION): 7% =

*Qthers: 4% x

#34080-2 (NURSING MOTHERS SECTION
8.3 Nursing 042229-5 (SPL UNCLASSIFIED SECTION): 2% =
Mothers el

*77291-3 (FEMALES & MALES OF REPRODUCTIVE
POTENTIAL SECTION): 1% x

eQthers: 2%

FOA

Data obtained June 22, 2019 and reflect SPL of FDA-approved human prescription drug and biological products under

an NDA or BLA with PLR format labeling. Repacker and relabeler SPL were excluded, as were NDA authorized generic

SPL. Data are courtesy of the FDALabel team of the National Center for Toxicological Research (NCTR).

21



Linking the LOINC

www.fda.gov
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Optimizing LOINC Code Selection — The
“LOINC Document”

Recently, a PDF document
called “LOINC for Human

Prescription Drug and =

Biological Product Labeling”* | — | — |

(i.e., the “LOINC document”) [ = =] = =

was posted on the Prescription — ==
Drug Labeling Resources e

website.?

! Logical Observation Identifiers Names and Codes (LOINC) for Human Prescription Drug and Biological Product Labeling — For questions

about this document, please contact the Labeling Policy Team in the Office of New Drugs in CDER.
2 Prescription Drug Labeling Resources website (previously called “PLR Requirements for Prescribing Information” website) 23



https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM611267.pdf
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/labeling-development-team
https://www.fda.gov/drugs/laws-acts-and-rules/plr-requirements-prescribing-information

The “LOINC Document” — Contents? [}

@I Describes several specific considerations to optimize appropriate LOINC assignment I

@

Lists four tables that
correlate LOINC

codes/names with the
corresponding:

Sections/subsections
of PLR format PI
(incorporates recently
added LOINC
codes/names)

Sections/
subsections of
old (non-PLR)

format Pl

Type of FDA-approved
patient labeling [i.e.,
Patient Information,

Medication Guide (MG),

and
Instructions for Use (IFU)]

Type of carton/
container
labeling
(principal display
panel)

1 Logical Observation Identifiers Names and Codes (LOINC) for Human Prescription Drug and Biological Product Labeling — For

guestions about this document, please contact the Labeling Policy Team in the Office of New Drugs in CDER.

24



https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM611267.pdf
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/labeling-development-team

Tables Correlating LOINC with Specific

FOA

Sections/Subsections of Pl — Example
Table 1: HUMAN PRESCRIPTION DRUG AND BIOLOGICAL PRODUCTS
PLR FORMAT PRESCRIBING INFORMATION*
Full Prescribing Information
LOINC LOINC Name Section/Subsection Name as Per 21 CFR
Code 201.56(d) and 201.57(c) or by Guidance
34066-1 BOXED WARNING SECTION BOXED WARNING section
34067-9 | INDICATIONS & USAGE SECTION 1 INDICATIONS AND USAGE section
34068-7 | DOSAGE & ADMINISTRATION SECTION 2 DOSAGE AND ADMINISTRATION section
43678-2 | DOSAGE FORMS & STRENGTHS SECTION 3 DOSAGE FORMS AND STRENGTHS section
34070-3 | CONTRAINDICATIONS SECTION 4 CONTRAINDICATIONS section
43685-7 | WARNINGS AND PRECAUTIONS SECTION 5 WARNINGS AND PRECAUTIONS section
34084-4 | ADVERSE REACTIONS SECTION 6 ADVERSE REACTIONS section
90374-0 CLINICAL TRIALS EXPERIENCE SECTION 6.1 Clinical Trials Experience subsection
88830-5 | IMMUNOGENICITY Immunogenicity subsection
90375-7 POSTMARKETING EXPERIENCE SECTION Postmarketing Experience subsection
34073-7 DRUG INTERACTIONS SECTION 7 DRUG INTERACTIONS section
43684-0 | USE IN SPECIFIC POPULATIONS SECTION 8 USE IN SPECIFIC POPULATIONS section

Logical Observation Identifiers Names and Codes (LOINC) for Human Prescription Drug and Biological Product Labeling

— For questions about this document, please contact the Labeling Policy Team in the Office of New Drugs in CDER.

25


https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM611267.pdf
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/labeling-development-team

Recently Added LOINC for PLR Format Pl (1 of 2) [=%§

BOXED WARNING
1 INDICATIONS AND USAGE 6
2 DOSAGE AND ADMINISTRATION @ 90374-0
Sk DUSHa ROnIS AL ARG IS _—"|| CLINICAL TRIALS EXPERIENCE SECTION
4 CONTRAINDICATIONS 7
5 WARNINGS AND PRECAUTIONS  _— o =
6 ADVERSE REACTIONS -~ 11888305
6.1 Clinical Trials Experience” IMMUNOGENICITY
6.2 Immunogenicity=— } Q
6.2 or 6.3 Postmarketing Experience — 90375-7
7 DRUG INTERACTIONS POSTMARKETING EXPERIENCE SECTION
| 8 USE IN SPECIFIC POPULATIONS U P
8.1 Pregnancy 0 88828-9
8.2 Lactation
8.3 Females and Males of Reproductive Potenti / ENAL Tt SAIRMIENT SUIZSIECTION
8.4 Pediatric Use / - 0
8.5 Geriatric Use / 88829-7
8.6 Renal Impairment—" —___—— || HEPATIC IMPAIRMENT SUBSECTION
8.7 Hepatic Impairment — v

Note: The Immunogenicity subsection is frequently subsection 6.2, the Renal Impairment subsection is typically subsection 8.6, and
the Hepatic Impairment subsection is typically subsection 8.7. 26



9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

9.2 Abuse

9.3 Dependence

10 OVERDOSAGE

11 DESCRIPTION

' 12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics

12.3 Pharmacokinetics

12.4 Microbiology

12.5 Pharmacogenomics

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

7

Recently Added LOINC for PLR Format PI (2 of 2) (B

LOINC code and name are being

developed

13.2 Animal Toxicology and/or Pharmacology /

14 CLINICAL STUDIES

15 REFERENCES /

16 HOW SUPPLIED/STORAGE AND HANDLING ©
17 PATIENT COUNSELING INFORMATION

|

T
J
G

©

88436-1
PATIENT COUNSELING
INFORMATION

C

27



Specific Considerations — LOINC Selection

oAl

Lrgre Swaerowrow meam Ae Aamen s Comme L JTHAL | - aomes
Prion Alw Sug el B et Pidal LKl o

Logical Observation Identifiers Names and Codes (LOINC) for Human Prescription Drug and Biological Product Labeling —

Select the most specific,
appropriate LOINC code to
allow SPL users to identify
content within each
section/subsection of the PI.

Use LOINC code for “SPL
UNCLASSIFIED SECTION” only
when no appropriate LOINC
code is available for the specific
section/subsection of the PI.

For questions about this document, please contact the Labeling Policy Team in the Office of New Drugs in CDER.

28


https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM611267.pdf
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/labeling-development-team

Specific Considerations — Renal Impairment
and Hepatic Impairment LOINC

cgem Zwee ”m.ms”..c.a.,:“.-
ﬁn\b '-. -ls.po -LI.A.A‘

BT i o e * |In PLR labeling, reserve LOINC
apence codes for “RENAL IMPAIRMENT

e o SUBSECTION” and “HEPATIC

e IMPAIRMENT SUBSECTION” for
e it the USE IN SPECIFIC
e POPULATIONS section (Section 8).

SRR * Avoid use of these LOINC codes
e e for subsections in other sections
of PLR labeling.

Logical Observation Identifiers Names and Codes (LOINC) for Human Prescription Drug and Biological Product Labeling —
For questions about this document, please contact the Labeling Policy Team in the Office of New Drugs in CDER.

29



https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM611267.pdf
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/labeling-development-team

Reserving Renal Impairment and Hepatic
Impairment LOINC for Section 8 — Example

FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage in Adults

2.2 Recommended Dosage for Renal Impairment
2.3 Recommended Dosage for Hepatic Impairment

3 DOSAGE FORMS AND STRENGTHS

4 CONTRAINDICATIONS

5 WARNINGS AND PRECAUTIONS
5.1 Diarrhea
5.2 Embryo-Fetal Toxicity

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Immunogenicity
6.3 Postmarketing Experience

7 DRUG INTERACTIONS

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.3 Females and Males of Repgafuctive Potential
8.4 Pediatric Use
8.5 Geriatric Use

8.6 Renal Impairment /
8.7 Hepatic Impairment

Use 42229-5 (SPL UNCLASSIFIED
SECTION) for these subsections

Use 88828-9 (RENAL

IMPAIRMENT SUBSECTION) for

this subsection

Use 88829-7 (HEPATIC

IMPAIRMENT SUBSECTION) for

this subsection

30




Specific Considerations — FDA-Approved

rgre Zwnirowror wmem Ae Samen s Comme 3 THL | - eomas
PrrnAle Sug el Bt Pl LCel

Patient Labeling

FOA

For FDA-approved Patient Information,
MG, and IFU, select only from one of
the three LOINC codes in Table 3.
Avoid use of other LOINC codes (e.g.,
“SPL UNCLASSIFIED SECTION”).

- - e . - -
- - =
— 55— Y

B0 GERRY 1 e, o v toe-dth
-

. A - S eyt
- .

-
-

Table 3: HUMAN PRESCRIPTION DRUG AND BIOLOGICAL PRODUCTS
FDA-APPROVED PATIENT LABELING

LOINC Code | LOINC Name Type of FDA-Approved Patient Labeling“
59845-3 INSTRUCTIONS FOR USE SECTION Instructions for Use

422311 SPL MEDGUIDE SECTION Medication Guide

429303 SPL PATIENT PACKAGE INSERT Patient Information

SECTION

(also called Patient Package Insert)

- Prescription drug labeling may include either a Meadication Guide (or Patient Information), or Instructions for Use, or bath.

Logical Observation Identifiers Names and Codes (LOINC) for Human Prescription Drug and Biological Product Labeling —

For questions about this document, please contact the Labeling Policy Team in the Office of New Drugs in CDER.
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https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM611267.pdf
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/labeling-development-team

Accessing the “LOINC Document”

1. Select
“Additional
Labeling
Resources”
from the Table
of Contents on
the
Prescription
Drug Labeling
Resources
website.!

1 Prescription Drug Labeling Resources website (previously called “PLR Requirements for Prescribing Information” website)

Prescription Drug Labeling Resources

Toee » [P L

Thes wabete poovides labelng rercesrces for the Proscring lsbeomation STIA-pproved
patiept Indelng, x0d cartoc and Gticn dregs
tezlading biclopical gzdarts - see Orvervien of Watstte

nadaey abekng for humnan pn

HMighlights of Frescriblng Information: Furmal Sample

T Bees 1

SN TFTTNY COAE

2. Click to open the

FOA

document.

\

Additional LabeNng Resources

Public Avatlubility of Rubeling Changes in "Changes Being Effected” Supplements

(draft guidance)

Medical Product CommuRgeations That Are Consistent With the FDA-Required

Labeling - Questions and Rpswers (final guidance)

Best Practices in DevelopingWroprietary Names for Drugs {draft guidance)

Safety Labeling Changes - ImiRementation of Section 505(0)(4) of the FDC Act (final

gmaance )
Preghancy and Lactation Labelin®( Drugs) Final Rule: Labeling for use of
preseription drugs, including biolo§cal products, during pregnancy, during lactation,

and in females and males of reprodiljtive potential
Structured Producet Labeling Resource: SPL is the standard format for electronic

submission of the content of labeling

Legical Observation Identifiers Names and Codes (LOINC) for Human Preseription
Drug and Biological Produet Labeling: For human prescription drugs, including
biological products, this document links LOINC codes and names to (1) sections and
subsections of PLR and “old” format labeling, (2) types of FDA-approved patient
labeling, and (3) the principal display panel

32



https://www.fda.gov/drugs/laws-acts-and-rules/plr-requirements-prescribing-information

Challenge Question

Use of the LOINC code and name “88828-9 (RENAL
IMPAIRMENT SUBSECTION)” is appropriate for which of
the following?

a) Any subsection in the Pl that contains information on
patients with renal impairment

b) The Renal Impairment subsection in the USE IN SPECIFIC
POPULATIONS section

c) A subsection on dosing in patients with renal impairment in
the DOSAGE AND ADMINISTRATION section

www.fda.gov 33



Summary

* SPL accuracy can be as important as the content of
labeling.

* Accurate assignment of LOINC codes to
sections/subsections of Pl is critical to SPL accuracy.

e Several new LOINC codes have recently become
available for sections/subsections of PLR format PI.
Appropriate use of these LOINC codes is encouraged!

www.fda.gov
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