
Nov 1-2, 2017

Cracking the Code for Clinical Pharmacology-
Related Prescription Drug Labeling

Industry Perspective 

Roya Behbahani, Pharm.D., MBA



Disclaimer

The opinions expressed in this presentation are solely those 
of the presenter and should not be construed to reflect the 

views of Pfizer or as official or unofficial FDA position.
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Agenda

• Provide industry perspective on interpretation of the  FDA’s 
Clinical Pharmacology guidance.

• Describe the internal and external challenges/issues in 
implementing the guidance. 
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Clinical Pharmacology Content

Clinical pharmacology information can be presented in several sections of 
the US PI based on the PLR reorganization:
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Highlights

Dosage and Administration (Section 2)

Contraindications (Section 4), Warnings and Precautions (Section 5), 
Adverse Reactions (Section 6), Patient Counseling Information (Section 17)

Drug Interactions (Section 7)

Specific Populations (Section 8)

Clinical Pharmacology (Section 12)



Clinical Pharmacology Section 12
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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



Where We Don’t Want To Go….
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FDA’s Guidance Documents
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FDA Guidance: Clinical Pharmacology: Format
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The approach that best ensures clarity and understanding for the 
healthcare provider should be used. 

For example, general PK (e.g., linearity, accumulation, exposure 
parameters), absorption, distribution, and elimination information may be 
organized into a tabular format in lieu of text. 

In addition, tables can be useful if it is important to highlight specific values 
or other data. Figures may be useful to show trends and presence or 
absence of specific phenomena, especially when absolute data values are 
not critical to interpretation (e.g., for some drug interactions), or to explain 
relationships between independent and dependent variables and time-
related phenomena (e.g., exposure-response relationships, concentration-
time profiles, PD endpoint dynamics). Tables and figures should be self-
explanatory, clearly labeled, nonrepetitive, and consistently formatted.



FDA Guidance: Drug Interactions: Format
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Challenges/Issues: Industry Perspective

10Illustrations from the FDA presentation

• Forest plots are being used more commonly in the labels and they can be very 
helpful in presenting complex Clinical Pharmacology data.

• It may be helpful to make an effort to ensure the numbers either in the form of 
point estimate and 90% CI for the geometric mean ratio or percent increase or 
decrease in Cmax and AUC being also presented in addition to the visual display. 



Challenges/Issues: Industry Perspective

Internal Implementation Challenges

1. Industry frequently needs to work on their core labeling (core datasheet), 
USPI and EU SmPC in parallel before a major submission in these 
countries

– Need to consider their company position and the FDA and EMA 
requirements for every section of the label. 

2. Subject Matter Experts (SMEs) within labeling teams, may miss-interpret 
what content goes to what section of the USPI.
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Core Labeling

USPI SmPC
Other Country 

Labels



Challenges/Issues: Industry Perspective

Internal Implementation Challenges

3. Same supportive studies being submitted as part of the package to HAs 
but different information will be presented in the US and EU.

– One example is as simple as defining the fasting state for interactions 
with food.
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USPI

Take Product X at least 
1 hour before or 2 
hours after a meal.

SmPC

This medicinal product 
should be taken without 
food. Food should not be 
consumed for at least 3 
hours before and at least 1 
hour after taking this 
medicinal product (see 
sections 4.5 and 5.2).



Challenges/Issues: Industry perspective
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Internal Implementation Challenges

Another example is with Cardiac Electrophysiology:

• USPI only presented increases from baseline from a clinical study, and 
SmPC presented both increases from baseline and PK exposure response

Cardiac Electrophysiology

In a randomized clinical study in patients with 
relapsed or refractory ALL, increases in QTcF of 
≥ 60 msec from baseline were measured in 4/162 
patients (3%) in the BESPONSA arm and 
3/124 patients (2%) in the Investigator’s choice of 
chemotherapy arm. Increases in QTcF of > 500 msec
were observed in none of the patients in the 
BESPONSA arm and 1/124 patients (1%) in the 
Investigator’s choice of chemotherapy arm. Central 
tendency analysis of the QTcF interval changes from 
baseline showed that the highest mean (upper 
bound of the 2-sided 90% CI) for QTcF was 15.3 
(21.1) msec, which was observed at 
Cycle 4/Day 1/1 hour in the BESPONSA arm [see 
Warnings and Precautions (5.5)].

USPI

Cardiac electrophysiology

Based on a pharmacokinetic exposure-response analysis 
in 250 patients with relapsed or refractory ALL or other 
haematological malignancies who received ……………., 
the median QTcF increased by 2.53 milliseconds (msec) 
from baseline (97.5th percentile: 4.92 msec) at the 
average Cmax estimated for patients with relapsed or 
refractory ALL (371 ng/mL) and by 3.87 msec from 
baseline (97.5th percentile: 7.54 msec) at a 1.5 times 
higher average Cmax (569 ng/mL).

In a randomised clinical study in patients with relapsed 
or refractory ALL (Study 1), increases in QTcF of 
≥ 60 msec from baseline were measured in 4/162 (3%) 
patients in the inotuzumab ozogamicin arm and 
3/124 (2%) in the Investigator’s choice of chemotherapy 
arm. 

SmPC



Challenges/Issues: Industry Perspective

External Implementation Challenges

1. Feedback from different review divisions of the FDA and between CDER 
and CBER may differ at times with regards to format and content of 
labeling.

2. The FDA rationale for the change or the data that the FDA uses to get the 
numbers in the label, may not be shared with sponsors consistently.

3. Not getting enough time during labeling negotiations to understand the 
FDA position. 
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Suggestions for Future Updates to the FDA Guidance

• Provide more clarity and direction for Cardiac Electrophysiology Section 
(Section 12.2).  

– The central tendency findings (Change from baseline during the treatment 
period) versus the exposure response analysis- which one is preferred for 
presenting in labeling?

• More consistent use of the similar format of tables in some recent 
Oncology labels for interactions which helps to identify “the Clinical 
Impact” and also provide guidance with regards to “Prevention and 
Management”. 
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Rydapt® (midostaurin) USPI
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FDA approved on 
April 28, 2017 for 
the treatment of  
adult patients 
with newly 
diagnosed AML.



Nerlynx (neratinib) USPI 
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FDA approved on 
July 17, 2017 for 
the extended 
adjuvant 
treatment of 
early stage HER2-
positive breast 
cancer.




