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Agenda

This webinar will include:

-An overview of key changes to the AMCP Format v4.1 that impact
preapproval information exchange

-Payer perspective on current practices and how receiving earlier, more
robust information will enhance decision making

-Best practices for manufacturers, including consideration of preapproval
dossiers and use of payer and competitive insights from the
FormularyDecisions platform to inform strategy
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Speakers

Moderator:

Elizabeth Sampsel, PharmD, MBA, BCPS, Senior Director, Payer, Provider and
Partner Alliances, Xcenda

Speakers:

Lisa Cashman, PharmD, Director, Clinical Account Services, Medimpact Healthcare
Systems

Curtis Wander, PharmD, BCPS, Clinical Pharmacy Manager, SelectHealth

Evelyn Sarnes, PharmD, MPH, VP, Medical Communications, Xcenda
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FormularyDecisions

Central platform connecting
health care decision makers
to the evidence, resources,
and their peer community,
A

so they can work more
effectively and collaboratively.

Data collected on:

2400+ US
PAYERS/HCDMs

900+ organizations

Formulary
Decisions

86% of covered lives
(MCO)

Includes all top PBMs
520,000 + evidence links

3000 + products (including
400-500 preapproval

products)
1/30/2020 CONFIDENTIAL
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Active evidence review
and assessment to make
informed formulary and
reimbursement decisions.

A closed payer only
environment.

Relationships
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. M Xcenda
Opportunities to Address Payer needs Preapproval et

» Preapproval dossiers

» P&T Prep Kits — analyst-driven, Peer Opinions
Tufts Medical Center Reuters

pharmacist reviewed e - T s

Many in U.S. take more calcium supplements than necessary hat apply)

Mineral water can be calorie-free calcium source
BRIEF-Amphastar Pharmaceuticals Receives FDA Approval For Calcium Chloride Injection

» Product Pages — accessible as early
as 12, 18, 24 months on the platform
(updated daily)

= Manufacturer Resource Center —
manufacturers with pre-approval
subscriptions can place information
that does not require an unsolicited
request — disease information,
published clinical trials etc.) —

Fingertip Formulary® by DRG
Medicare Part D

» PIE Webinars (together with AMCP) R —,

Opioids for the Treatment of Chronic Pain Calcium channel blocking drugs for Duchenne muscular dystrophy

View All

= Global resources
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Updated Format Version 4.1

Lisa Cashman, Pharm.D.
Director, Clinical Account Services
Medlmpact




Development of Version 4.1

* June 2018, FDA Final Guidance on manufacturer communications with payers,
formulary, and similar entities was released?

FORMAT 4.1
* In Q3’18, the FEC decided to update V4.0 to V4.1 to build upon the Format’s guidance

on the communication of pre-approval information using dossiers as a communication ~.
mechanism \
AMCP Format for Formulary Submissions
* Format 4.1 was released on December 23, 2019 and is posted here: Guidance on Submission of Pre-approval
and Post-approval Clinical and

https://www.amcp.org/Resource-Center/format-formulary-submissions/AMCP- Economic Information and Evidence
Format-for-Formulary-Submissions-4.1

Challenges:

* Aligning with, referencing and interpreting the FDA * Opposing manufacturer and health care decision

Final Guidance maker’s (HCDM) perspectives, e.g., pricing
information '
* Update the Format or develop a separate Format- ’

like guidance document? * How to communicate pre-approval information,
e.g., proactive or reactive?

/

* Do we call the pre-approval information a dossier or B

something else?

1. Food & Drug Administration (FDA). Drug and device manufacturer communications with payors, formulary committees, and similar entities — questions and
answers: guidance for industry and review staff. June 2018; Available at:

https://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm537347.pdf. Accessed 1/31/19.

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact



https://www.amcp.org/Resource-Center/format-formulary-submissions/AMCP-Format-for-Formulary-Submissions-4.1

...
Dossier Information Before FDA Approval in Version 4.0

* Clinical trial information from Phase 1, Phase 2, * Disease state information, e.g., disease
and Phase 3 studies description, epidemiology, clinical
— Peer-reviewed publications presentation, currently available therapies,

, clinical practice guidelines, etc.
— Medical congress abstracts, posters, P & ’

presentations Pipeline product information, e.g., proposed

— Medical information or medical mechanism of action
communication departments’ response

Any other information that a manufacturer
letters

deems relevant to the request and allowable
« Information from clinicaltrials.gov according to the manufacturer’s policies and

o _ procedures
* Pre-clinical studies

_ . _ Some manufacturers may consider providing
* Data on file per manufacturer’s discretion certain information under a confidentiality

agreement

1.. Academy of Managed Care Pharmacy (AMCP) Format for Formulary Submissions, Version 4.0. April 2016. Available
at:http://www.amcp.org/sites/default/files/2019-03/AMCP-Format-V4.pdf. Accessed 9/12/19

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact




Types of Dossiers

Dossier ________|Description

Unapproved Product e Contains information about an unapproved product for which initial
FDA approval is being sought

Used to communicate information about an unapproved product

Approved Product Contains clinical and economic evidence about an approved product

Used to respond to unsolicited requests from HCDMs after FDA
approval of the product

Unapproved Use Contains information about an unapproved use of an approved
product for which FDA approval is being sought

Used to communicate information about an unapproved use of an
approved product for which FDA approval is being sought

Academy of Managed Care Pharmacy (AMCP). The AMCP Format for Formulary Submissions, Version 4.1. October

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact



...
AMCP Dossier Relative to Product Life Cycle

Figure 1. AMCP Dossier Relative to Major Milestone Events of a Product’s Life Cycle

Product Dossler is a
living document that
evolves over time

AY

Early MDA FDA Approval sMDA FDA Approval
Development Phase 1 Phase 2 Phase 3 Submission of Product Submission of New Use

Unapproved Use Dossier s
o separote docwment thot

Notes: . S may coexist with Product
For illustrative purposes only. Timeline is not toscale. Dossierwhile FDA approval
hilestone events shown may vary and may not be all inclusive of 3 product’s life cycle.

N ) ) - ) is being sought
hanufacturer has discretion on the development of dossiers at all stages of Iife cycle. 9 9

MDA = Mew Drug Application; sMDA = Supplemental Mew Drug Application

Academy of Managed Care Pharmacy (AMCP). The AMCP Format for Formulary Submissions, Version 4.1. October 2019

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact




. o s
Regardless of Dossier Type:

o Recipients of dossiers include HCDMs, payers, and
ReC|p|ents > entities that make or influence formulary, coverage,
policy, and reimbursement decisions

Updates to dossiers should occur when new information
becomes available; at the discretion of manufacturer

Updates =

m > The Format is a guidance, not a mandate
D | t Development of dossiers is at the discretion of the
evelopmen > manufacturer

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact
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Content of Dossiers

Approved Product Dossier Unapproved Product & Unapproved
Use Dossiers

Value Can communicate value that is grounded No characterizations/conclusions beyond factual
Proposition  ©n clinical and economic evidence and evidence should be made regarding the safety or
information effectiveness of the unapproved

product/unapproved use of approved product

Clinical Clinical evidence and information Factual presentation of clinical evidence for
Information resarding an approved product, including unapproved product/unapproved use that is
any off-label uses supported by evidence available at the time of communication

Economic Product price; health economic and AMCP Format Executive Committee recommends
Information ©utcomes research; economic models on providing anticipated product price or anticipated
budget impact and cost-effectiveness product price reflected as a range

Academy of Managed Care Pharmacy (AMCP). The AMCP Format for Formulary Submissions, Version 4.1. October 2019

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact



Communication of Dossiers

Approved Product Dossier Unapproved Product &
Unapproved Use Dossiers

How should manufacturer Upon unsolicited request only Manufacturers’ discretion
provide dossier to HCDMs?

Who from manufacturer Personnel with appropriate AMCP Format Executive

should communicate or medical/clinical/scientific Committee strongly recommends

credentials, expertise, and personnel with appropriate

responsibilities medical/clinical/scientific
credentials, expertise, and
responsibilities

provide dossier?

Academy of Managed Care Pharmacy (AMCP). The AMCP Format for Formulary Submissions, Version 4.1. October 2019

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact



...
Unapproved Product Dossier

How is it used?

Used by manufacturers to
communicate information to
HCDMs before FDA approval
of the product

Planning and budgeting

—

When should dossier
be ready for use? ’

Any time before FDA approval
of product; at the discretion of
manufacturer. Typically 6-12+
months prior to FDA approval




. o s
Evidence Recommendations for Unapproved Product Dossier

Section 1.0: Highlights and Overview

— Note: no executive summary (no value proposition due to
inability to draw conclusions regarding safety and effectiveness of
approved product)

— Single table of key information about an unapproved product

Manufacturer Name FDA Advisory Committee Product Pricing Information

M t' . . . . .
eeting Anticipated Distribution

PDUFA or FDA Approval Date Strategy

Unapproved Product Name

Drug Class
Product Launch Data Anticipated Patient Support

Disease or Anticipated Programs

Indication Phase 2/3 Trials Completed/In
Progress Anticipated Setting of

Special FDA Designations Administration

NDA/BLA Submission Date Anticipated Dosing/Routes of

Administration

Academy of Managed Care Pharmacy (AMCP). The AMCP Format for Formulary Submissions, Version 4.1. October 2019

Copyright © 2019 MedImp; r rights reserved.
C ential, cret of MedImpact



Evidence Recommendations for Unapproved Product Dossier

Section 2.0: Product Information and Disease Description

» Section 2.1A Product Description

— Statement that the unapproved product is not FDA approved, and that the safety or effectiveness of the unapproved
product has not been established

— Product Information (e.g., drug class, device description and features)

» Section 2.2A Disease Description

— Manufacturers are requested to provide as much information as possible about the medical condition or disease state
for which the unapproved product is being studied and FDA-approval being sought without making characterizations or
conclusions about the safety or effectiveness of the product

Section 3.0: Clinical Evidence
— All clinical studies that support the unapproved product

— Manufacturers may use discretion to provide information in the form of study summaries only or evidence tables only or
both

Section 4.0 Economic Information
— Manufacturers encouraged to provide as much product pricing information as possible.
— Cost-effectiveness models and budget impact models may not be feasible due to inability to draw conclusions about
product safety and efficacy

Academy of Managed Care Pharmacy (AMCP). The AMCP Format for Formulary Submissions, Version 4.1. October 2019

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact
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Unapproved Use Dossier

How is it used?

-

\_

Used by manufacturers to
communicate information to
HCDMs about an unapproved
use(s) of an approved product
for which the manufacturer is
seeking FDA approval

Planning and budgeting

When should it be
ready for use?

o )

Any time while manufacturer
Is seeking FDA-approval for
the unapproved use of
approved product

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact



Evidence Recommendations for Unapproved Use Dossier

Section 1.0: Highlights and Overview

— Note: no executive summary (no value proposition due to inability to draw
conclusions regarding safety and effectiveness of approved product)

— Single table of key information about an unapproved product

Manufacturer Name * PDUFA or FDA Approval Date ¢ Product Pricing Information

Unapproved Use e Approval Dates in Other * Anticipated Distribution

Approved Use and Indication Countries Strategy

Special FDA Designations Antlc.lp.ated_Settlng of Anticipated Patient Support
Administration Programs

sNDA/sBLA Submission Date Anticipated Dosing/Routes of Phase 2/3 Trials Completed/In

FDA Advisory Committee Administration Progress related to Unapproved

Meetin . Use
& Incidence/Prevalence of

Condition

Academy of Managed Care Pharmacy (AMCP). The AMCP Format for Formulary Submissions, Version 4.1. October 2019

Copyright © 2019 MedImp; r rights reserved.
C ential, cret of MedImpact



Evidence Recommendations for Unapproved Use Dossier

Section 2.0: Product Information and Disease Description
— Section 2.1A Product Description

» Statement that the unapproved use of an approved product is not FDA approved, and that the safety or
effectiveness of the unapproved use has not been established

* Product Information (e.g., drug class, device description and features)
— Section 2.2A Disease Description

* Manufacturers are requested to provide as much information as possible about the medical condition or disease
state for which the unapproved use is being studied and FDA-approval being sought without making
characterizations or conclusions about the safety or effectiveness of the unapproved use

Section 3.0: Clinical Evidence

All clinical studies that support the unapproved product

Manufacturers may use discretion to provide information in the form of study summaries only or evidence tables only or
both

Section 4.0 Economic Information

— The price of the product should be known for the approved product and should be included in the Unapproved Use
Dossier.

Cost-effectiveness models and budget impact models may not be feasible due to inability to draw conclusions about
product safety and efficacy

Academy of Managed Care Pharmacy (AMCP). The AMCP Format for Formulary Submissions, Version 4.1. October 2019

Copyright © 2019 Medimpact Healthcare Systems, Inc. All rights reserved.
Confidential, Proprietary and Possible Trade Secret of MedImpact



Payer Perspectives on
Pre-approval Information

Curtis Wander, PharmD, BCPS
Clinical Pharmacy Manager
SelectHealth



When do payers need information?

PRE-APPROVAL POST-FDA APPROVAL

Therapeutic Evaluate for
class review? Formulary

Formulary Planning Reimbursement and
Budget Forecasting Coverage Decisions

8, 12, 18, 24 Months Out Approval and Beyond

NEW INDICATION

Formulary Planning

Budget Forecasting




PRE-APPROVAL

Expected PDUFA Date
Proposed Indication
Incidence/Prevalence
Available Clinical Data*
Safety Data

Comparator products
Unmet Needs This
Product Would Fill
Expected Price or Price
Range

Payer Information Requirements

POST-FDA APPROVAL

AMCP Format for
Formulary Submissions
v4.1 Requirements
Market Penetration
Specialist or Generalist
Prescriber Needed?
Real-World Evidence

*With appropriate disclaimers for trials still in process.

NEW INDICATION

Same as Pre-approval




Challenges to Receiving Information

PRE-APPROVAL POST-FDA APPROVAL NEW INDICATION

* Manufacturer Unknown Financial
Compliance Impact Post-FDA
Department Concerns Approval
Fast Track or Patient Warehousing

Abbreviated Review Lag in Receiving RWE
Process Adherence Measuring
Budget Could Take up to 1
Impact/Financial Year

Impact Regionally Limited Network

Same as Pre-approval
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Embracing Format v4.1 for Early,
Effective Exchange of Information with
Payers

Best Practices for Manufacturers

Evelyn Sarnes, PharmD, MPH
VP, Medical Communications

Xcenda
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Ambiguity in the Format provides flexibility as the industry is still
evolving around preapproval information exchange

g : 7 \ . ] 5
0N .‘ ! : 5 : ) ) ! :
) \ N ) A
;’. : |\ \ | .v¢ $ . .
| ‘ . 1\ ‘ a d &
) I J \




@J Xcenda

AmerisourceBergen

Informed recommendations
Grounded in HCDM needs and understanding of the PIE guidance and history (FDAMA 114)

< 4 FormularyDecisions®

,/ 4 AmerisourceBergen
Managed Care Pharmacy (AMCP) Format Dossier:

Implications of Version 4.0 (v4.0)
Kimberty A. anud MD': Lorie B. Mody. PharmD'; Bethany L. Sawehyn. PhamD":
ek Pt Exyn San, P, "
R LGP st L U
I

1 Achioving Balance with the AMCP Format for Formulary | Version 40 also states that
o r u m S e N arS 0 n Submissions, Version 4.0: A Dossier Producer's Perspective | justification or rationale for the
We applaud the AMCP Format Executive - product comparators to clinical
H ing the AMCP Format for Formulary Submiss This is the first time that the ras
F DA M A 114 S e Ctl on 3 O 3 7 the evolving health care landscape. During our 20-year history | will be explicily described in tf
’ 1 of developing dossiers, the 1 consistency we have observed is | concerns raised by HCDMs reg

the struggle to achieve balance between efficacy and safety, evi- | of data.

d P I E dence and aspiration, and access and cost. As Lee et al. (2016) | Third, in addition to foster
an deseribes,! the primary stakeholders in the AMCP Format | manufacturers and HCDMs,
(manufacturers and health care decision makers [HCDMs])

often have different goals for using the Formar.

We feel that the new version of the Format makes great | We hopc\ha\ providing transp
strides towards achieving this balance, providing the neces | of the evidence presented will
sary elements for sound evidence-based formulary decisions | concerns. The vast majority of

provide the evidence that is ne

munication between manufact
producers, we often see the ch)
disparate We wel
| clini- | 10 cross this gap and look forwy

ERERET | g
E - . Jdated | Evelyn Sarnes, PharmD, MPH
S ——— Senior Director, Medical Commun}
| over. | Global Health Economics and Ouf
1 time | Xeenda, part of Amerisourceberge

fboth | Evely "
lossier

erage | Kimberly Boswell, MD
Director, Medical Communications
Global Health Economics and Outf
Xcenda, part of £ 2]
Kim_Boswell@xcenda.com
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Recommendations on the dossier development timeline

AMCP dossier development relative to major product lifecycle events

41% of HCDMs begin seeking information
12+ months before approval®

HCDM s requests for an unapproved
product dossier (UPD) are made
anywhere from 1 to 12+ months prior to
approval?

UMAPPROVED APPROVED
PRODUCT
DOSSIER

sNDA
SUBMISSION SUBMISSION

EARLY DEVELOPMENT

FDA
APPROVAL
of NEW USE

PATENT EXPIRY

Key: AMCP — Academy of Managed Care Pharmacy; FDA — Food and Drug Administration; HCDM — health care decision maker; mos — months; NDA — New Drug Application;

SNDA — Supplemental New Drug Application; UPD — unapproved product dossier

1. Dymaxium Internal Data: Survey; Average of 2016 and 2018 response. 2. Mody L, et al. Payer perspective on the AMCP Format v4.0 preapproval dossier in a Managed Care

Network [poster]. Presented at AMCP Annual Meeting; April 23-26, 2018: Boston, MA. 3. Xcenda internal data.
Figure adapted from the AMCP Format for Formulary Submissions v4.1. Copyright 2020 AMCP.

27 1/30/2020 CONFIDENTIAL
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How should an unapproved product dossier be delivered?

Our best practices recommendations to developing a unapproved product dossier (UPD)

PIE Deck

YES, develop a UPD 3-12+
months before approval:
No precedence (yet) for
proactive distribution
Manufacturer-specific processes '
may not exist A
|

Lack of legislative safe harbour .
Proactive use

-— e e o =l

Unsolicited
request

Precedence for development of
PIE in other formats (eg, slides)
Dual approach allows for
flexibility in response for HCDM
needs

Key: APD — approved product dossier; HCDM — health care decision maker; PIE — preapproval information exchange; UPD — unapproved product dossier

28 1/30/2020 CONFIDENTIAL
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How do | make sure the dossier is a living document?

Practical considerations for the unapproved, approved, and unapproved use dossier

i sNDA ===
Approval J submissio '2

n L/

A

Approved Product APD, a comprehensive

Dossier (APD) dossier of current indication

APD Update Triggers:
Additional clinical data (OLE, data cuts)
Evolving treatment landscape (guidelines, new
comparators)
Significant economic or RWE evidence becomes
available
Regulatory actions

Unapproved Use Dossier
(UUD) for the sSNDA usage

Key: APD — Approved Product Dossier; FDA — Food and Drug Administration; OLE — open-label extension; RWE — real-world evidence; SNDA — Supplemental New Drug
Application

29 1/30/2020 CONFIDENTIAL
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How do | make sure the dossier is a living document? (cont’d)

Practical considerations for the unapproved, approved, and unapproved use dossier

L4
Irrl.)l)A) APD, a comprehensive APD, a comprehensive

dossier of current indication dossier for all indications for
sNDA

o Product
submissio
n

Potential factors for evolution of
Unapproved Use of an Approved
Indication dossier
Separate UUD for the + Is the new usage an APD for a separate
SNDA usage extension? indication
Is the new usage a completely
new patient population?

N

AmernisourceBergen

Key: APD — Approved Product Dossier; FDA — Food and Drug Administration; SNDA — Supplemental New Drug Application

30 1/30/2020 CONFIDENTIAL
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Other Key Changes in the AMCP Format v4.1

= Significant emphasis on early and open dialogue between manufacturers
and HCDMs, including bidirectional feedback on the dossier itself

The AMCP Format Executive Committee updated the AMCP Format to
Version 4.1 to focus and modernize the bidirectional communication
between manufacturers and HCDMs specifically as it relates to
communication of preapproval information

Substantial ongoing and bidirectional, rather than unidirectional,
communication and feedback between the HCDM and manufacturer
throughout the product evaluation process is critical to manage
expectations and maximize the quality of available evidence

Key: AMCP — Academy of Managed Care Pharmacy; HCDM — health care decision maker m
AmernisourceBergen'
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Value and Impact of Bidirectional Feedback

Examples of feedback for an AMCP eDossier

» Feedback received from HCDMs on an Approved Product AMCP dossier
available on FormularyDecisions

» Received from the platform as survey responses and open-ended
comments/feedback

...an executive summary with
The economic model report was budget impact data would have
overly complex... been very helpful to try and
make comparisons to a complex
disease state with multiple
therapies already out there to
...any proposed future indications choose from...
that may impact formulary
placement of Product [in the
dossier] would be useful.

...l would also consider
PRODUCT X as a
comparison...the absence is

notable in the document...
Key: AMCP — Academy of Managed Care Pharmacy; HCDM — health care decision maker
32 1/30/2020 CONFIDENTIAL
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How to Encourage Early and Open Dialogue

= Many ways to solicit feedback exist and are used
- Advisory boards and focus groups
- Direct feedback during live meetings

- Surveys

= An electronic platform like FormularyDecisions supports the exchange of
information between manufacturers and active HCDMs

4 FormularyDecisions
AmerisourceBergen

_ e and evidence
(j’ s, including the
oing feedback via
0 comments

Manufacturers HCDM Community

Key: HCDM - health care decision maker

33 1/30/2020 CONFIDENTIAL
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Summary

Knowledge gaps on early product information exchange
between HCDMs and manufacturers remain even with the
updated AMCP Format v 4.1

It is up to each manufacturer to determine their own best
practice for the optimal information, timing, and delivery of the
dossier across a product’s lifecycle

Early engagement between HCDMs and manufacturers, with
ongoing bidirectional feedback, is critical to inform each
parties’ strategy

Key: AMCP — Academy of Managed Care Pharmacy; HCDM — health care decision maker m
AmernisourceBergen'
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Questions?
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For more information, please contact
FormularyDecisions.com
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Where knowledge,
reach and partnership
shape healthcare delivery.



