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Major Trends in Health Care:

A Life Sciences and Pharmaceutical Perspective

BIG
DATA

& ANALYTICS

DRIVING FORCES

Breakthrough Science,
“Moon Shot” Initiatives

Personalized Medicine

Technology, Big Data,
Bioinformatics, Analytics

Patient Centered Outcomeés
Clinical Trial Design

RESTRAINING FORCES

Affordability for Gov't,
Private Payers

Reputation Issues for
The Pharma Industry

Value-based Payment Models;
Bundled payment;

Impact of Consolidation
Health Plans + PBMs
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Discovery and Innovation

Statins reduce Anti-viral drugs Screening and drugs
cardiac deaths transform HIV improve cancer survival

United States - Acute Myocardial Infarction (Heart Attack): Mortality Cancer in the United States, 1990-2007
(Viewed by Gender) Survival Rising, Mortality Decreasing
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Affordability:

Rising Costs are Unsustainable

s

9,235 49,309
A
o B B
_
$24,671 $53,800

Milliman Medical Index (MMI) vs. Average Household Income
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And a view from consumers

Top Health Concerns for Voters

e People want full access to new . _
in the 2016 Elections

treatments
100%
* 50-70% of Consumers take drugs 90%
: 80%
on a regular basis 20%
0, i
e 27% did not fill an Rx because of 6558(2
costs 40%
30% +—
e There is no out of pocket limit for 20%
: 10%
Medicare part D 0% | |
<& & &
%Q& @Q& oﬁ\o &
74% believe drug companies place ,\&" Y Q&" K@‘(\ &
3 (o)
profits before people & & & &
QO QQ ((\ &Q
if\i\“b &;b L) ({‘.’\ 0‘0%
W N\ N\

Source: Kaiser Family Foundation



Rising Attention to the Impact of Drug Costs to the
government, employers, health plans and consumers

“We in the United States end
up paying the highest prices
for drugs in the entire world.
The drug companies are free
to charge us whatever they
choose to charge us”

“The drug companies probably
have the second or third most
powerful lobby in this country,
They get the politicians, and
every single one of them is
getting money from them....
When it comes to negotiate the
cost of drugs, we are going to
negotiate like crazy”



Medical Policy Transparency

- All policies available via
Plan websites

« Accessible by network
physicians

« Includes background,
coding, and definitions

e Detailed rationale
e References to:
« Peer-reviewed journals

e Other authoritative
publications

« Comprehensive revision
history

Anthem Medical Policy

Docunn[t #: DRUG.00041 Current Effective Date: 11/17/2014
Status: Revised Last Review Date: 11/13/2014

[Description/Scope

This document addresses the uses of Rituxinab (Rimxan@, Genentech, Inc., South San Francisco, CA), which is a genetically engin d lonal
antibody that targets a specific protein, known as CD20 found on the surface of normal and malignant B-lymphocytes.

NOTE: Please sce the following related documents for additional information:

¢ RAD.00031 Radioimmmotherapy and Somatostatin Receptor Targeted Radiotherapy
¢ DRUG.00002 Tumor Necrosis Factor Antagonists

+ DRUG.00040 Abatacept (Orencia®’

[Position Statement

Medically Necessary:

1. Chronic lymphocytic leukemia (CLL)
Rifiimab is considered medically necessary for either of the following indications:
A. Chromic lymphocytic leukemia; or
B. Hairy Cell Leukemia.

1I. Hodgkin and non-Hodgki lymphoma (NHL)

Ritwimab is considered medically necessary for any of the following indications:

Treatment of CD20™ lymphema (Hodgkin or non-Hodgkin); or

Treatment of Waldenstrdm's Macroglobulinena; or

Maintenance therapy of CD20” follieular B-cell NHL for up to two (2) ymm or

Mar therapy of symp ic relapsed or refractory lympt pr Hodgkin Iympl lowing second-line therapy

with ritiximab; or

E Zevaln® (Tbriumomab thxetan, Biogen Idec Inc., Cambridge, MA) regimen- as part of the Zevalin therapeutic regimen for NHL.
Note: See RAD.00031 Radio therapy and Somatostatin Receptor Tatgeted Radiott
NI Rheumatoid Arthritis
Rinwimab is considered medically necessary when all of the following are met:
A. Individualis 18 yeamufaganruldmwﬁh derately- to severely-active r} d arthritis; and
B. Rihwimab is glvmm conbmahon with methotrexate (MTX) unless intolerart or contramdicated; and
C. Individual had an nad, p to one or more tumor necrosis factor (TNF) antagonist therapies, or has a medical
contraindication to ]NF therapy.

IV. Wegener's Gramul: is (WG) and Mic pic Polyangiitis (MPA)
Rihwimab, in cormbmation with glucocorticoids, is idered me dically
eramlomatosis and microscopic polyangiitis.

V. Other Indications
Rihwimab is considered me dically ry for individuals with any of the following conditions:
A. Acute lymphoblastic levkenia (ALL), de novo, when all of the following are met:

o0 we

Py

-y for the treatment of mdividuals with Wegener's

Anthem




Evidence-Based Pharmaceutical Decisions

» Two-step process evaluates quality
and outcomes first...then cost

How Anthem Chooses Drugs

. e . . for the Drug List (Formulary)
 Clinical Review Committee

H H W At Antisa
e Evaluates research & FDA information ot o e S v
Far mraed Fealth prcblem s ees s several Asfiyerr galtenr upal e swetical resesecn
g optine Asthem's geal & kgrosicle Nl g ek i s the g o1 o
. . .« e Taer oS i e el il ok B dach ad i nag cuassl Th
* External expert physician decisions " e irscectroch e gy o oo o
duesrrt Aeithem walled s barrauliey. Uslsg dhum talwon
cvwrall tha driigs el ol &g pes n’:;u::a wamal * Effther e sesea o ooz it e el
. e . . approved by the FOAT mierpone's healn mre doir Lo ot
 Classifies into categories e on g S sl e e
Badminithratos) decides Why doss my drug coverage changa? ¥ Becugandl e vd chase
:ﬁ!ﬂﬁiﬁ*m Aslhem cranges tht erug istfarmatay) :’"“‘”'““"”' o
- s : e A up-tn-dats, New el + Some medic alreseandh compares 4 14
- FaVO ra ble - Tritkes sim 3 dreg does m: i&iummhmlﬁd‘i‘ b e, E7UES T the same condition. It corpae s
wihat s supposed it T g v oy o e S S o el e crugzwark and bredr sde
bodoandis syl Inak st how ity wark in somreing effects. Tris researchmay fied fhatsome
1 \ i ey #rugs work betier then oiner drugs. O thi
— Comparable ozl osspreciam e s ST R
s = o treart He savne Amadth condition,
Hulihe FI dpes nok compars
L. . qn;:in;:-iimm: Who decldes which drugs sre on  Trds resmsret 18 pubdlidied b rnsdiesd
— Insufficient Evidence et | e dewghetfamuiaeyy binliyiepicmeroekipoded’
‘candtlion. Bratzuty e The Faarrescy ead Thergpeu ties F&T) S MEMAE] W e e o
5 by v ewing the Cornmities deciiss whichdrgs ane Uyl oprtarrlla.
latrstresesrch. oo the dmg list Formuiang. « Anthemialon |ooks ot the dedal s about
— Unfavorable e iy e
[ P I’en:ukbmmheﬁmumm
ardspeilish wrefu | meteds and good mieme,
o4 ! These ding: ot T Wa il B mpar] del Be issea ol
e Value Assessment Committee i e it e
abouit e penefits and fsks af the digs reseanch fepdal 15 e mos L irgorlanl

beag o be FRT
Ser the charton the nestpage for detals
araut o tea FA T Committes mmkes changes
o e dreg list lormulag

e Conducts pharmacoeconomic review

Anthem starts with an independent

e Determines tier and formulary position to Eolgme of ok i Anthem. &9
support care and value

(-
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CER Promotes Value and Innovation

Collaboration amongst health care system stakeholders is central to
making CER work

Address unsustainable heal care costs

Limited resources threaten innovation

Help patients choose more effective treatments

Fewer unnecessary services = health system savings

Quality first, then affordability PERSONALIZED

Superior treatments deserve our nation’s investment

Comparable treatments should be chosen on value

Selectively effective personalized treatments should be managed by
physicians and patients INEFFECTIVE

Remove inappropriate/ineffective treatments




The Beginning of Payment Innovation
Code of Hammurabi: P4P in 1750 B.C.

Ancient Mesopotamian statutes
specified differential, outcome-based
physician compensation:

If a physician make a large incision with an
operating knife and cure it, or if he open a tumor
(over the eye) with an operating knife, and saves
the eye, he shall receive ten shekels in money.

If a physician make a large incision with the
operating knife, and kill him, or open a tumor with
the operating knife, and cut out the eye, his hands
shall be cut off.

— Code of Hammurabi, c. 1750 B.C.

12



Goals for HHS and LAN

Adoption of
Alternative Payment Models (APMs)

2016 In 2016, at least 30% of
300/ U.S. health care
0 payments are linked to
quality and value
through APMs

[»)
2018 In 2018, at least 50% of

U.S. health care payments
50% are so linked.

These payment reforms are expected to
demonstrate better outcomes and lower Better Care, Smarter Spending, Healthier People

costs for patients.
HCP#LAN

|




Alternative Payment Models Framework

0@Q0O

Category 1 Category 2 Category 3 Category 4
Fee for Service — Fee for Service — APMs Built on Population-Based
No Link to Link to Fee-for-Service Payment
Quality & Value Quality & Value Architecture
A A A
Foundational Payments for APMs with Condition-Specific
Infrastructure & Operations Upside Gainsharing Population-Based Payment
B B B
Pay for Reporting APMSs with Upside Comprehensive
Gainsharing/Downside Risk Population-Based
C Payment

Rewards for Performance

D

Rewards and Penalties
for Performance




Learning and Action Network’s Goals
for Payment Reform

Current State Future State

Impact of payments on cost and quality performance

Delivery system integration and coordination

Provider accountability and innovation

e (B

S LA

B °

@

—

c

s

z Category Category Category Category Category Category Category Category

E 1 2 3 4 1 2 3 4

& Fee for Service Fee for Service APMs Built on Population- Fee for Service Fee for Service APMs Built on Population-
- - Fee-for-Service Based - - Fee-for-Service Based

£ * * " No Link to Link to Architecture Payment No Link to Link to Architecture Payment

Quality & Quality &value Quality & Quality &

WValue WValue WValue




CMS support of health care Delivery System Reform will
result in better care, smarter spending, and healthier people

Historical state Evolving future state

Public and Private sectors

Key characteristics Key characteristics

= Producer-centered = Patient-centered

= |ncentives for volume " Incentives for outcomes

= Unsustainable = Sustainable

= Fragmented Care = Coordinated care

Systems and Policies Systems and Policies

= Fee-For-Service Payment " Value-based purchasing
Systems " Accountable Care Organizations

= Episode-based payments
= Medical Homes
= Quality/cost transparency



CMS alternative payment models

Major APM Categories 2014 2015 2016 2017 2018

Accountable Care Medicare Shared Savings Program ACO*
Organizations: Pioneer ACO*
Over 700 Medicare

and Commercial

8.9M people Next Generation ACO

Comprehensive ESRD Care Model

Bundled Payment for Care Improvement*

Bundled
Payments

Comprehensive Care for Joint Replacement

Oncology Care

Comprehensive Primary Care*

Multi-payer Advanced Primary Care Practice*

Maryland All-Payer Hospital Payments*

Other Models ESRD Prospective Payment System*

CMS will continue to test new models and will
Model completion or expansion identify opportunities to expand existing models

* MISSP started in 2012, Pioneer started in 2012, BPCl started in 2013, CPC started in 2012, MAPCP started in 2011, Maryland All Payer started in 2014 ESRD PPS started in 2011



The CMS Innovation Center was created by the Affordable Care Act to

develop, test, and implement new payment and delivery models
Section 3021 of

“The purpose of the [Center] is to test Affordable Care Act
innovative payment and service delivery models

to reduce program expenditures...while .
preserving or enhancing the quality of care A
furnished to individuals under such titles”

—~———

Three scenarios for success

1. Quality improves; cost neutral
2. Quality neutral; cost reduced

3. Quality improves; cost reduced (best case)

If a model meets one of these three criteria
and other statutory prerequisites, the statute
allows the Secretary to expand the duration
and scope of a model through rulemaking




Performance-Based Reimbursement: Drugs

TRADITIONAL DISCOUNTING

CONDITIONAL COVERAGE

VALUE-BASED ARRANGEMENTS

General
Description

Drug price is established prior to
coverage and fixed for the benefit year

Coverage contingent on certain
short-term health outcome or
evidence collection target

Reimbursement is tied to clinical or
process outcome at the individual patient
level

Key Inputs

Negotiated discount or rebate

Pre-determined goal for a
defined patient population (e.g.,
short-term treatment goal such
as persistence)

Pre-determined goal for a defined patient
population (e.g., 1% reduction in HbAlc,

performance versus competitor, delay in

disease progression)

Key
Outcomes

Varies (e.g., flat pricing, volume of
drug purchased)

Attainment of treatment goals or
collection of additional evidence
through research

Patient-level clinical or process outcome
(may occur after benefit year ends)

Example

» Market share-based rebating or
price-volume arrangements

« Utilization cap or manufacturer-
funded treatment initiation

Coverage with evidence
development or conditional
treatment continuation

Manufacturer provides rebate on products
purchased for patients who fail to achieve
desired outcome

JIFFICULTY AND RISK

Source: J Carlson, et al. “Linking payment to health outcomes: A taxonomy and examination of performance-based reimbursement schemes between healthcare health plans
and manufacturers.” Health Policy. 2010 Aug;96(3):179-90.

Anthem
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Beyond the Pill: Barriers to Collaboration

@© Can Stock Pholo

| |nformation

sharing

Unclear Goals from Payers and Providers in
collaboration with life sciences companies in moving
beyond traditional relationships. Historic cultures of
distrust amongst stakeholders

Complex Payer and Provider environments; in Europe a
single payer system is an easier (although less flexible)
landscape for pharmaceutical companies to navigate

Difficulty in measuring program impact and financial
reward with more challenging and complex clinical and
economic assessments with a significant demand for
data collection and monitoring. Longer timeframes are
problematic

Regulatory hurdles: Anti-kickback, communication
regarding off label use; proactive communication of
pharmacoeconomic claims; Medicaid best pricing

Source: NEHI, Tom Hubbard



THE JOURNEY OF A THOUSAMD MILES SOMETIMES ENDS VERY, VERY BADLY.




Value-Based Pharmaceutical Contracts
A Challenging Terrain and Evolving Landscape

What are the clinically relevant and measurable metric or outcome?

e Particularly challenging in oncology and long-tern chronic illnesses, such as multiple sclerosis or
rheumatoid arthritis.

* Personalized Medicine approach: molecular profiles guide therapy which include off-label use.

* Need to measure value appropriately; accommodate patient preferences and reward innovation : QALY,
NICE Threshold, DrugAbacus in Oncology, ICER

e Merck and Cigna: Januvia and Janumet discounts, formulary placements and co-pay, based on A1C values
¢ P&G/Sanofi-Aventis and Health Alliance: Risedronate, payment for non-spine fractures while on treatment
e Novartis’ heart failure drug Entresto and reduction of hospitalization with Cigna and Aetna

e Amgen and Harvard Pilgrim Health Care based on Repatha (PCSK-9) lowering cholesterol to levels seen in
clinical trials

e Consideration of Medicaid best pricing

e Misaligned approaches with physician payment for drugs administered by infusion: ASP +6% model
encourages more costly therapies; recent CMS drug payment demonstration

More frequent in Europe, particularly Sweden, Italy, UK, Netherlands and also Australia

22



California Technology Assessment Forum: Sovaldi ROI

(-

Model of Clinical and Economic Outcomes
of Treatment Options for Hepatitis C

CALIFORNIA TECHNDLOGY

$100M-200M BHEEE ;
if all patients infected with Hepatitis C

1-year cost per
1,000 patients

are treated with new regimens,
the cost offset will only cover

approximately
of initial drug cost.”




Cancer Care: Charting New Course for a System in
Crisis

Care often is not patient-centered, many patients do
DELIVERIMNG

HIGH.QUALITY not receive palliative care to manage their symptoms
CANCER CARE

and side effects from treatment, and decisions about
care often are not based on the latest scientific
evidence.

__ IOM Recommendations to improve
S the quality of cancer care

_ e A national quality reporting program with meaningful

Institute of Medicine

quality measures
2013

* Improve the affordability of cancer care by leveraging
existing efforts to reform payment and eliminate waste
Reimbursement aligned to reward affordable, patient-
centered high quality care

24



New cancer drugs are more expensive
... and producing less value

(-

o)

Monthly and Median Cost of Cancer Drugsat 13 €W cancer treatments

the Time of FDA Approval 1965-2014 approved by FDA in 2012
| - | 1 2
% ] .= Survival extended by Survival extended
= 30000 1 3 6 months by only 4-6 weeks
% 20000 * e = R
=
£ 10000 = z Ot
E “"'*“'—"“““ = : - w S 5 9 O O

1970 1960 19920 2000 2010 ’7

Year of FDA Approval

Average cost of treatment

—— Median Monthly Price (per 5 year pesiod) per month

® Indnidual Drugs

Peter B. Bach, MD, Memorial Sloan-Kettering Cancer Center

(-
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Patients Value Therapies That Provide Survival:
Study of Ipilimunab added to GP100 Vaccine

46% Melanoma Therapy

25%

| pi

0 mos
—=Gpl00\ 6.4 mos

12 24 36 48
Survival (months)

Source: Hodi et al, NEJM, 2010.



Reimbursement model: shift focus to cancer care
that is patient-centered and value based

(-

Oncology Practice Profitability Oncology Practice Revenue
Sources Sources

M Net drug, infusion

B Net drug, point-of-

care pharmacy
I Evaluation & Mgmt

W Drugs

I Evaluation & Mgmt

M Infusion M Infusion

B Imaging B Imaging

M Laboratory Radiation Therapy

Clinical trial M Laboratory

M Other medical B Nonmedical

B Nonmedical

Towle et al. J Oncol Pract 2014,;10:385-406 Barr et al. J Oncol Pract 2011;7: 2s-15s.

27



Anthem: Clinical Pathways for Cancer Care

-

Clinical
Evidence &
Compendia

Clinical
Guidelines &
Plan Medical

Policies

* A subset of regimens supported by
evidence and clinical guidelines

* Applicable for 80%-90% of patients and
selected based on:

1. Clinical benefit (efficacy)

2. Side effects/toxicities (especially those
leading to hospitalizations & impacting
quality of life)

3. Strength of national guideline
recommendations

4. Cost of regimens

* Developed through a rigorous evidence-
based medicine process involving
external advisors and publicly available

* Publicly available at
www.cancercarequalityprogram.com

28



Variation in outcomes across first line regimens
for non-small cell lung cancer*®

Treatment Regimen Estimated Grade 3-4 Adverse Any serious AE Deaths on Rx Cost (4 cycles)
g Survival (months) Events (Hospitalization) | (Deaths due to Rx) ¥

Carbo/Paclitaxel

Gem/Cis

Cis/Pemetrexed

Carbo/nab-Paclitaxel

Carbo/Paclitaxel/Bev

Carbo/Pemetrexed/Bev

* Non-squamous histology; first line platinum based chemotherapy indicated when no EGFR or ALK mutation present ** Not reported

13.0 (NR)

10.4 (9.6-11.2)

11.8 (10.4-13.2)

13.1 (NR)

13.4 (11.9-14.9)

12.6 (11.3- 14.0)

Socinski JCO 2012; Sandler NEJM 2006:355; Scagliotti JCO 2008:26; Reck Annals of Oncology 2010; Patel 2012

N/V risk: Moderate*

FN + infection:1%
Neuropathy: 11%
Debilitating fatigue: 6%

N/V risk: High

FN + infection:4%
Neuropathy: ND
Debilitating fatigue: 5%

N/V risk: High

FN + infection:1%
Neuropathy: ND
Debilitating fatigue: 7%

N/V risk: Moderate

FN + infection:1%
Neuropathy: 3%
Debilitating fatigue: 4%

N/V risk: Moderate

FN + infection:4%
Neuropathy: 4%
Debilitating fatigue: 5%
Bleeding 4%

N/V risk: Moderate

FN + infection:2%
Neuropathy:0%
Debilitating fatigue:11%

53% (**)

35% (**)

37% (**)

75% (19%)

** (20%)

<1% (<1%)

7% (1%)

7% (1%)

<1% (<1%)

5% (4%)

** (2%)

$452

$886

$25,619

$24,740

$39,770

$64,988



Anthem: Impact of enhanced reimbursement for Pathways

(-

$6,000 - 56,000
$5,000 - 55,000
$4,000 - $4,000
$3,000 - $3,000
$2,000 - $2,000
$1,000 - I I $1,000
5- $-
> v > > 2 K
.{@*‘ ((‘\(J Q;}-Q' .{@*' \\‘be' b\%‘z’
S & xS o) e &
> © 2 2 ¢ ¢
) 2 >
& (o \oo\(\ \oo\q \Qz@ (;8‘\0
(J’b

Mean Practice Revenue across regimens

without S code $ 3,010 (SD $1,488)

with S code $ 3,943 (SD $1,230)

S code reimbursement decreases
_ variation in revenue across regimens

N S S N ) :
el © l & \d oV
S & & N N 4
9 2 o 9 4@ 2
> G} & > % &
& & &
. v 2
< L <
&2 &2 P

E&M  m Chemo Admin B 6% of ASP of Drugs B S-Code for Pathway
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Sentinel Initiative: A model for collaboration
PCORnet «'sa®.NIH Distributed Research Network

e Congressionally mandated (2007 FDAAA), FDA funded active surveillance system

— Lead Harvard Pilgrim Health Care, in collaboration with over 30 data and scientific partners nationwide

* Including large health plans, academic institutions
e Distributed database held by 18 data partners in a standardized format
— 193 million members *
— 351 million patient years of observation time
— 39 million members currently accruing data
— 4.8 billion prescriptions

— 5.5 billion unique encounters

e 4 FDA drug safety communications * 70 peer-reviewed articles

— Tri-valent inactivated flu vaccine and febrile

seizures (no increased risk)

, _ _ » 48 methods reports / white papers
— Rotarix and intussusception (label change)

— Dabigatran and bleeding (no increased risk) ' ' .
* Thousands of unigque queries and comparisons

— Olmesartan and sprue-like enteropathy (label ) )
contributing to over 140 formal assessments

change)

*Double counting exists for individuals who change health plans

(-
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Considerations for the Path Forward

Bundled pricing for treatment of patient with a
specific illness

0 Value-based purchasing of drugs determined by

& clinical outcomes

Real world evidence development on outcomes
following FDA approval

Economic models to determine approaches to drug
pricing

Policy/regulatory opportunities to promote
transparency (timing of pricing, labeling indications
and dialogue with payers in advance of approval)



