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Disclaimer

The views and opinions expressed in the following PowerPoint
slides are those of Christina Bucci-Rechtweg and should not be
attributed to Novartis Pharmaceuticals its directors, officers,
employees, volunteers, members, chapters, councils,
Communities or affiliates, or any organization with which the
presenter is employed or affiliated.

These PowerPoint slides are the intellectual property of Novartis
Pharmaceuticals and are protected under the copyright laws of
the United States of America and other countries. Used by
permission. All rights reserved. All other trademarks are the
property of their respective owners.
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The old USPI pregnancy classification system

Failed to advise prescribers and patients of the
potential harm from with-holding a medication in
pregnancy

Inaccurately thought of as a grading system where risk
Increased from lowest (Category A) to highest
(Category X)

Led to incorrect assumptions that drugs in a particular
category carry a similar risk

» Most approved drugs are old Category C

» Includes drugs with adverse animal data or no animal data at all
(significance of adverse animal data may vary)
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The PLLR narrative structure will allow for

Prominent listing of contact information for Pregnancy Exposure
Registries for the drug

Narrative presentation of information related to use of a drug during
& including:

* Risk Summary
» Clinical considerations for use

» Supporting data

A subsection that provides information about using the drug
while breastfeeding, including, the amount of drug in breast milk and
potential effects on the breastfed infant

A subsection on with
information about the need for (1) pregnancy testing, (2)
contraception, and (3) infertility
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Better addresses how to communicate important
Information

Source: Source: www.Wildbox.com Source:
http://www.sheknows.com/pregnancy- www.bryanterril.com
and-baby/day/271

Pregnant women and Developing fetuses Men with female

females of and nursing infants partners of

reproductive potential reproductive
potential
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Implementing the PLLR ‘Final Rule’

Within the Company

How best to implement the
US Pregnancy and
Lactation Labeling Rule
(PLLR) across the US
portfolio of products

Implications on the global
Core Data Sheet (CDS)

Implications for clinical
development programs
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Pregnancy. Lactation. and
Reproductive Potential:
Labeling for Human Prescription
Drug and Biological Products —
Content and Format

Guidance for Industry
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Assembling & maintaining a cross-functional
Implementation team

What expertise is needed?
Regionally focused (US only) +/- Global
Cross-portfolio considerations
Clinical Development (Maternal-Fetal, epidemiology)
Developmental & Reproductive Toxicology (DaRT)
Labelling (US and global), labelling sciences
Drug Regulatory Affairs, Policy
Legal, Compliance

What is the estimated contribution of time?

7 | PLLR Industry Perspective | Bucci-Rechtweg | 04 Nov | Business Use Only U NOVARTIS



Alignment of interpretation (1)

Expert review of key documents

» Final Rule (21 CFR Part 201)

» PLLR Draft Guidance for Industry (Gfl)
» USPIs utilizing new PLLR format

Consultation with program teams that have already been
requested to comply with PLLR Guidance (e.g., pending
applications)

Insights obtained through cross-industry discussions and
within the ILSI HESI DaRT Committee

ILSI = International life Sciences Institute; HESI = Health and Environmental Sciences Institute;
DaRT = Developmental & Reproductive Toxicology
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Alignment of implementation (2)

How to incorporate
iInformation not
necessarily required in
PLR format to inform
orescribing and risk-
nenefit counseling
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Prescription Drug Labeling Sections 8.1 - 8.3 USE IN SPECIFIC POPULATIONS

CURRENT LABELING NEW LABELING

(effective June 30, 2015)

Females and Males of
8.3 Reproductive Potential

Section 8.1 & 8.2
Narrative Risk Summary
Clinical Considerations

Section 8.3
Contraception
Pregnancy Testing
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Development of an Action Plan

Scope of work

* What part of the business (OTC not in scope)

« How many approved labels? Pending applications?
Upcoming submissions?

* USPI only? Core Data Sheet (CDS)?
« Ensuring governance endorsement at regional level

Evaluating in scope products to draft conversion
schedule as mandated within the Final Rule

Overlay of priority list based on understanding of
upcoming submissions
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Example
U.S. scope of work*
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* All marketed products, pending applications, and planned submission
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Building company efficiency into Implementation
process (1)

Feedback from teams preparing upcoming submissions

1. Draft Gfl is dense rendering it difficult to distinguish
how to incorporate information into new PLLR format

2. ‘Appendix A: Organization and Format for PLLR sub-
sections’ is a good overview but too simple to
understand key elements that are program specific

Discussed need for hybrid Internal PLLR guidance to
facilitate label revisions and governance activities

Developed internal template text with instructional
guidance taken from Final Rule and Draft Gfl
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Building company efficiency into Implementation
process (2)

Implemented a PLLR cross-functional awareness and
educational ‘Communication Plan’

Previewed all products that are in ‘old’ (pre-2001) format
to assess need for full PLR/PLLR conversion

Assessed resource need of key functions who will be
iInvolved in conversion to PLLR format

» Can work be done in-house OR will it need to be contracted out?

Incorporation of a refinement plan
» How to track feedback from across Divisions, CBER and CDER?

* How often and based on what insights will we refine the hybrid
internal PLLR guidance?
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Experience to date

1 NDA & 1 sBLA submitted in PLLR compliant format in
2015 - hybrid internal guidance appears to be providing
valuable guidance to teams

2 NDAs previously submitted did not receive a request for
PLLR conversion in labeling comments received from
Agency after 30 June 2015

2 program teams have received requests from the Agency
for PLLR conversion in midst of old PLR label conversion

2 program teams have received requests from the Agency
for PLLR conversion during review of non-efficacy
supplements (both due for PLLR conversion no later than
2018 - Appendix B PLLR Draft Gfl)
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Impact on internal PLLR Implementation activities

Implementation team reconsidering internal ‘prioritized’
timetable for PLLR conversion

« Key consideration is impact on resource capacity in
specific line functions

Utilizing feedback from Agency to date, minor revisions to
Instructional text provided via hybrid internal PLLR
guidance
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Final Thoughts
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The challenge of prescribing in pregnancy

“Prescribing in pregnancy can be challenging for
providers facing insufficient information about drug
safety, overestimation of the risk of medications by
both the patient and the care provider, and
increasing litigation costs.™

Pregnant women face the difficult choice between
taking untested drugs or foregoing necessary
treatment during pregnancy

IMehta et al. Prescribing for the pregnant patient. Cleveland Clinic J of Med. 2014. 81(6). 367-372.

17| PLLR Industry Perspective | Bucci-Rechtweg | 04 Nov | Business Use Only U NOVARTIS



The value of the ‘Final Rule’

It has laid the groundwork for more informed
communication between

v"Companies and prescribers
v'Prescribers and patients

when pregnancy is a consideration
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Thank You

Christina Bucci-Rechtweg
Global Head, Pediatric & Maternal Health Policy
Novartis Pharmaceuticals

Christina.buccirechtweg@novartis.com
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