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Disclaimer
• The views and opinions expressed in this presentation 

represent those of the presenter, and do not 
necessarily represent an official FDA position.

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

• Reference to any marketed products is for illustrative 
purposes only and does not constitute endorsement by 
the FDA.
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Objectives 

• Understand key regulations that impact clinical 
pharmacology content in prescription drug 
labeling (PDL)

• Identify alternative methods of communicating 
complex clinical pharmacology content

• Discuss strategies for presenting clinical 
pharmacology-related information in PDL for 
unique situations 
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Key PDL Regulations
• Must contain summary of essential scientific 

information needed for the safe and effective use of 
the druga

• Is written for health care practitioner (HCP) audienceb

• Must be informative and accuratea

• Must be updated when new information becomes 
availablea

• Must not be promotional in tone, false, or misleadinga

• Must be based whenever possible on data derived 
from human experiencea

a 21 CFR 201.56
b PLR FR 71 on 1/24/2006 
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Highlights

D&A

BW, CI, W&P, AR,
PCI, and others 

Drug Interactions

Specific Populations

Clinical Pharmacology

Clinical Pharmacology Footprint

5

D&A: Dosage and Administration
BW: Boxed Warning
CI: Contraindications
W&P: Warnings and Precautions
AR: Adverse Reactions
PCI: Patient Counseling 
Information

Highly 
Actionable,

Brief,
Limited 
Context 

Less 
Actionable,

Detailed,
Additional 

Context 



6

Guidance Highlights
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action  
12.2 Pharmacodynamics

Cardiac Electrophysiology
12.3 Pharmacokinetics

Absorption
Food Effect 

Distribution
Elimination

Metabolism
Excretion

Specific Populations
Geriatric Patients
Pediatric Patients
Male and Female Patients
Racial or Ethnic Groups 
Patients with Renal Impairment
Patients with Hepatic Impairment
Pregnant Women

Drug Interaction Studies

12.4 Microbiology  

12.5 Pharmacogenomics 

12.x Additional Subsections

12 Clinical Pharmacology Layout*

*Subsection; Heading; Subheading
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Alternative Displays
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12.3 Pharmacokinetics: Table
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Specific Populations: Figure
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Table X. Established Clinically Relevant Drugoxide Exposure Changes in Specific Populations

a Dashed vertical lines illustrate pharmacokinetic changes that were used to inform dosing recommendations [see DOSAGE 
AND ADMINISTRATION (2.1) and USE IN SPECIFIC POPULATIONS (8)].
b Degree of renal impairment was determined by Cockcroft-Gault calculated creatinine clearance (CLcr); normal (CLcr ≥ 90
mL/min), mild (CLcr 60-89 mL/min), moderate (CLcr 30-59 mL/min), and severe (CLcr 15-29 mL/min).
c End stage renal disease (CLcr < 15 mL/min) with or without hemodialysis was not studied.
d Log base 2 scale

No clinically significant changes in Drug X exposure were associated with the following population 
characteristics:  mild to severe hepatic impairment (Child-Pugh A to C), age (18-79 years), and race 
(Asian and Caucasian). The pharmacokinetics of Drug X in pediatric patients is unknown.
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Drug Interaction Studies: Table
Table X. Established Clinically Relevant Interactions Affecting Drugoxide

Concomitant Drug
(Dosage) Drugoxide Dosage

Ratio (90% CI) of Exposure Measures of Drugoxide
Combination/No Combination 

[minimum to maximum]a

Cmax AUC

Ketoconazole
(400 mg once daily)

60 mg single dose

1.2 (1.1, 1.4)
[0.9 to 1.9]

2.8 (2.3, 3.1)
[1.9 to 4.2]

Diltiazem
(240 mg once daily)

1.2 (1.1, 1.4)
[0.5 to 2.9]

2.1 (1.8, 2.3)
[0.9 to 3.8]

Rifampin
(600 mg once daily)

0.36 (0.31, 0.42)
[0.26 to 0.55]

0.12 (0.11, 0.14)
[0.08 to 0.16]

a [see Dosage and Administration (2.x) and Drug Interactions (7)]

No clinically significant changes in exposure were observed for drugoxide when 
coadministered with Drug A, Drug B, or Drug C.



17

Unique Situations
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Pop-PK Analysis & M/S in PDL
• The CLINICAL PHARMACOLOGY section (Section 12) 

includes the majority of quantitative information from 
Pop-PK & M/S approaches (e.g., PBPK)
– Include a concise description of the results of M/S 

approaches conducted to evaluate DDIs if they are clinically 
important and informativea

– Should also include model design information that may 
inform prescribing decisions, if necessarya

• Rationale for including additional contextual information should be 
cleara

– Generally, an explicit statement that information is based 
upon a specific analysis (e.g., Pop-PK, PBPK) is not necessary 
if deemed adequate to make a regulatory decision in place of 
a clinical study unless clinically important

a21 CFR 201.56 ; FR 71 (1/24/2006); Guidance: Clinical Pharmacology Section of Labeling for Human Prescription Drug and Biological Products — Content 
and Format; and Draft Guidance: Clinical Drug Interaction Studies — Study Design, Data Analysis, and Clinical Implications
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In Vitro DDI Information in PDL
• Establish the absence of a DDI effect
• Characterize protein binding, DDI potential, 

metabolic and transporter pathways in the absence 
of clinical information

• In vitro information may be included in addition to 
in vivo if essential to understanding the clinical 
results

• Generally in Pharmacokinetics subsection of 
CLINICAL PHARMACOLOGY section
– Rarely in DRUG INTERACTIONS section unless clinically 

important



20

Potential In Vitro DDI Formatting
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Conclusions

• Communicate essential and accurate
information for HCP to safely and effectively 
prescribe drugs

• Present clinical pharmacology information in a 
consistent manner that adheres to regulations 
and guidances

• Consider using alternative methods to enhance
readability and clarity
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How Are We Doing?
• YOU can help OCP achieve its 

goal of translating its 
regulatory reviews into 
understandable and 
actionable labeling language. 

• Provide feedback on the 
quality,  clarity, and utility of 
clinical pharmacology-
related information in the 
professional and consumer 
drug labeling you are using.

Email: ocp@fda.hhs.gov
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