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DRUG PIPELINE

Although 2011 proved to be a big year, with more than 11 new
injectables receiving approval by the FDA, only seven new enti-
ties were approved in the first half of 2012. Among the most
anticipated was Genentech’s Perjeta, which was approved to
treat HER2+ breast cancer. The FDA surprised many by making
a decision on Perjeta in six months rather than the standard 10
months. Perjeta, approved to work in combination with Her-
ceptin and Taxotere, appears to prolong the time before the
aggressive HER2+ cancer worsens compared with Herceptin

and chemotherapy alone. In the study upon which the FDA
based its approval, patients treated with Perjeta, Herceptin
and Taxotere exhibited an increase in median progression-free
survival time of 6.1 months compared with those treated with
just Herceptin and Taxotere. Overall survival rates are not yet
available, but those who received the combination with Perjeta
experienced a 38 percent reduction in the risk of their disease
worsening or death. See Figure 64, 2012 FDA-Approved Inject-
able Drugs/Indications - Specialty and Oncology.

m 2012 FDA-APPROVED INJECTABLE DRUGS

DRUG MANUFACTURER INDICATION APPROVAL
Voraxaze (glucarpidase) BTG International Treatment of toxic plasma methotrexate concentrations | January
Bydureon (exenatide) Amlin Type 2 diabetes mellitus January
Omontys (peginesatide) Affymax Anemia due to chronic kidney disease March
Elelyso (taliglucerase alfa) Pfizer Gaucher disease May
Perjeta (pertuzumab) Genentech Breast cancer June
Kyprolis (carfilzomib) Onyx Multiple myeloma July
Zaltrap (ziv-aflibercept) Sanofi Colorectal cancer August

Source: FDA-approved drugs. CenterWatch website. www.centerwatch.com/
drug-information/fda-approvals. Accessed August 31, 2012.
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Until recently, there has not been much movement by the  add clarity to the abbreviated pathway for biosimilar approv-
FDA since the Biologics Price Competition and Innovation Act  als, there remain considerable challenges and questions for
(BPCI Act) of 2009 was passed in 2010. However, in February ~ companies trying to bring biosimilars to market. See Figure
2012, the FDA issued three draft guidance documents for the 65, Biosimilar Pipeline.

approval of biosimilars. Although these guidance documents

FIG. 65 | BIOSIMILAR PIPELINE

PRODUCT NAME PROPOSED INDICATION COMPANY PHASE OF FDA STUDY  COMMENTS
Neutroval Reduction in the duration of severe Teva Phase 3 Follow-on biologic for Neupogen (Amgen)
neutropenia and the incidence of (completed)

febrile neutropenia in patients treated
with established myelosuppressive
chemotherapy for cancer

Lipegdfilgrastim Long-acting granulocyte colony- Teva Phase 3 Follow-on biologic for Neulasta (Amgen)
stimulating factors being evaluated (completed)
for their ability to reduce the duration
of severe neutropenia in breast cancer
patients undergoing chemotherapy

Balugrastim Long-acting granulocyte colony- Teva Phase 3 Follow-on biologic for Neulasta (Amgen)
stimulating factors being evaluated (completed)
for their ability to reduce the duration
of severe neutropenia in breast cancer
patients undergoing chemotherapy

TLOM Rheumatoid arthritis Teva Phase 2 Follow-on biologic for Rituxan (Roche)

Filgrastim Reduction in the duration of severe Sandoz Phase 3 Follow-on biologic for Neupogen (Amgen).
neutropenia and the incidence of Sandoz's filgrastim biosimilar is already
febrile neutropenia in patients treated marketed under the brand name Zarzio in
with established myelosuppressive more than 30 countries outside the United
chemotherapy for cancer States.

Pedfilgrastim Long-acting granulocyte colony- Sandoz Phase 3 Follow-on biologic for Neulasta (Amgen)

stimulating factors being evaluated
for their ability to reduce the duration
of severe neutropenia in breast cancer
patients undergoing chemotherapy

Rituximab Rheumatoid arthritis Sandoz Phase 2 Follow-on biologic for Rituxan (Roche)
PF-05280586 Rheumatoid arthritis Pfizer Phase 1/2 Follow-on biologic for Rituxan (Roche)
Erythropoietin Treatment of anemia associated with | Hospira Phase 3 Follow-on biologic for Epogen (Amgen)
chronic renal failure
Trastuzumab Breast cancer and gastric cancer Synthon Preparing for Follow-on biologic for Herceptin
phase 3 (Genentech). Synthon entered into a

global license agreement with Amgen and
Watson Pharmaceuticals.

Bl 695501 Rheumatoid arthritis Boehringer | Phase 1 Follow-on biologic for Humira (Abbott)
Ingelheim
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In 2012, non-small cell lung cancer (NSCLC) overtook
breast cancer in the clinical research field with close to 120
agents in either phase 2 or 3 trials. New agents, as well as
new indications, for existing drugs are being developed
across all indications and lines of therapy. There has also
been an increase in the number of clinical trials for agents
used to treat breast cancer and non-Hodgkin's lymphoma.
Personalized medicine has become an important focus in

the development of these new drugs used to treat can-
cer. Many of the targeted agents in the pipeline will require
accompanying genetic tests to ensure the medicine is tai-
lored to the patient’s specific genetic makeup. This will
result in greater efficacy with less toxicity to the patient.
See Figure 66, Pipeline Drugs in Various Phases of Study for
Key Cancer Types, and Figure 67, Selected Phase 3 Products
by Key Cancer Type.

m PIPELINE DRUGS IN VARIOUS PHASES OF STUDY FOR KEY CANCER TYPES

M Phase 2

Breast

Non-small cell lung cancer
Non-Hodgkin's lymphoma
Colorectal

Ovarian

Pancreatic

Melanoma

Prostate

Glioblastoma multiforme

Hepatocellular carcinoma

M Phase 3

Product Indications

Adapted with permission from Oncology Business Review.
Pipeline Online™. www.oncbiz.com. Accessed August 31, 2012.
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BREAST
PRODUCT NAME CLASS AREA(S) OF STUDY
Afinitor mTOR inhibitor first-line metastatic breast cancer
Aromasin aromatase inhibitor breast cancer
arzoxifene selective estrogen receptor modulator breast cancer
(SERM)
Avastin antivascular endothelial growth factor adjuvant breast cancer (HER2+); adjuvant breast
(anti-VEGF) monoclonal antibody cancer (HER2-); second-line metastatic breast
cancer; first-line metastatic breast cancer (HER2+);
first-line metastatic breast cancer (HER2-)
denosumab antireceptor activator of nuclear factor adjuvant breast cancer
kappa-B ligand (RANKL) antibody
Faslodex oestrogen receptor antagonist first-line metastatic breast cancer
Herceptin antibody drug conjugate adjuvant breast cancer (HER2+)
iniparib poly (ADP-ribose) polymerase (PARP) first-line metastatic breast cancer (triple negative)
inhibitor
Ixempra epothilone adjuvant breast cancer
Myocet nonpegylated liposomal doxorubicin first-line metastatic breast cancer (HER2+)
neratinib ErbB1and ErbB2 inhibitor first-line metastatic breast cancer (HER2+)
NeuVax immunotherapy (peptide-based) adjuvant breast cancer (HER2+)
Orazol bisphosphonate (oral) adjuvant breast cancer

ramucirumab

anti-VEGF monoclonal antibody

second-line metastatic breast cancer

Stimuvax immunotherapy second-line metastatic breast cancer
Tavocept chemoprotective agent first-line metastatic breast cancer
Tovok epidermal growth factor receptor (EGFR)/ | first-line metastatic breast cancer

HER2 inhibitor

trastuzumab emtansine

antibody drug conjugate

second-line metastatic breast cancer (HER2+)

Tykerb

ErbB2 and EGFR dual kinase inhibitor

adjuvant breast cancer; first-line metastatic breast
cancer

Votrient (+ Tykerb)

multiple tyrosine kinase inhibitor

inflammatory breast cancer

Xeloda

fluoropyrimidine (oral)

adjuvant breast cancer

Zometa

bisphosphonate

breast cancer
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NON-SMALL CELL LUNG CANCER (NSCLC)

PRODUCT NAME CLASS AREA(S) OF STUDY
Abraxane microtubule inhibitor second-line metastatic NSCLC
Alimta antimetabolite (a folic acid antagonist) NSCLC

ARQ 197 (+ erlotinib)

c-Met kinase inhibitor

second-line metastatic NSCLC

Avastin

anti-VEGF monoclonal antibody

adjuvant NSCLC; NSCLC with previously treated
central nervous system metastases

custirsen clusterin inhibitor first-line metastatic NSCLC

Erbitux anti-EGFR monoclonal antibody NSCLC; second-line metastatic NSCLC
erlotinib tablets HER1/EGFR tyrosine kinase inhibitor second-line metastatic NSCLC
GSK1572932A immunotherapy NSCLC

iniparib poly (ADP-ribose) polymerase inhibitor squamous NSCLC

Iressa EGFR tyrosine kinase inhibitor NSCLC

Lucanix immunotherapy NSCLC

MAGE-A3 antigen-specific cancer immunotherapeutic first-line metastatic NSCLC

motesanib diphosphate

anti-VEGF receptors 1, 2 and 3 (VEGFR 1-3) (oral)

first-line metastatic NSCLC

motesanib diphosphate

VEGFR 1-3, platelet-derived growth factor
receptor (PDGFR), c-Kit inhibitor (oral)

first-line metastatic NSCLC

necitumumab EGFR inhibitor NSCLC
Nexavar multiple tyrosine kinase inhibitor first-line metastatic NSCLC
Opaxio microtubule inhibitor NSCLC
Ostarine selective androgen receptor modulator (SARM) NSCLC
PF-00299804 pan-HER inhibitor first-line metastatic NSCLC
ramucirumab anti-VEGFR-2 monoclonal antibody NSCLC
Stimuvax immunotherapy NSCLC
Sutent multiple tyrosine kinase inhibitor NSCLC

talactoferrin

dendritic cell-mediated immunotherapy (DCMI)

third-line metastatic NSCLC; first-line metastatic
NSCLC

Tarceva HER1/EGFR inhibitor adjuvant NSCLC

Tavocept chemoprotective agent NSCLC

Telcyta glutathione S-transferase P1-1 (GST P1-1) agonist | NSCLC (platinum resistant)
tivantinib (+ erlotinib) c-Met inhibitor second-line metastatic NSCLC
Tovok EGFR/HER?2 inhibitor NSCLC

Vargatef multiple tyrosine kinase inhibitor (VEGFR; NSCLC

fibroblast growth factor receptor, FGFR; PDGFR)

Zaltrap

VEGF-A inhibitor

second-line metastatic NSCLC
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NON-HODGKIN'S LYMPHOMA (NHL)

PRODUCT CLASS AREA(S) OF STUDY
Adcetris antibody drug conjugate (anti-CD30) cutaneous T-cell lymphoma (CTCL)
Afinitor mTOR inhibitor diffuse large B-cell lymphoma (DLBCL)
afutuzumab (GA101/RG7159) | anti-CD20 monoclonal antibody (humanized) | NHL
Arzerra anti-CD20 monoclonal antibody (humanized) | second-line f-NHL
Avastin anti-VEGF monoclonal antibody DLBCL
belinostat histone deacetylase (HDAC) inhibitor second-line metastatic peripheral T-cell lymphoma

(PTCL)
BiovaxID immunotherapy follicular non-Hodgkin's lymphoma (f-NHL)
enzastaurin serine/therenine kinase inhibitor DLBCL
Folotyn antifolate PTCL; CTCL
Margibo liposomal vincristine NHL
pixantrone anthracycline second-line diffuse large B-cell NHL
Revlimid immune system modulator NHL
Treanda alkylating agent first-line metastatic PTCL
Velcade proteasome inhibitor second-line f-NHL
Zevalin CD20-directed radiotherapeutic antibody f-NHL

COLORECTAL

PRODUCT NAME CLASS AREA(S) OF STUDY
Aptocine light-activated drug treatment first-line metastatic colorectal cancer
axitinib g:\ﬂ%?ﬁggg;ﬂ?&:??se inhibitor (VEGFR 1, 2 | o ond-line metastatic colorectal cancer
brivanib VEGFR-2 inhibitor first-line metastatic colorectal cancer
Erbitux anti-EGFR monoclonal antibody first-line metastatic colorectal cancer; adjuvant

colorectal cancer

erlotinib tablets

HERT/EGFR tyrosine kinase inhibitor

colorectal cancer

Imprime PGG (+ cetuximab)

immunomodulator

second-line metastatic colorectal cancer; third-line
metastatic colorectal cancer

perifosine (+ capecitabine)

AKT inhibitor

second-line metastatic colorectal cancer

ramucirumab

anti-VEGFR-2 monoclonal antibody

first-line metastatic colorectal cancer

Recentin multiple tyrosine kinase inhibitor (VEGFR 1, 2 colorectal cancer
and 3)
S-1 fluoropyrimidine (oral) colorectal cancer
Tarceva HERI1/EGFR inhibitor colorectal cancer
TheraSphere yttrium-90 microspheres liver metastases in colorectal patients
Vectibix anti-EGFR monoclonal antibody (humanized) | first-line metastatic colorectal cancer
Xeloda fluoropyrimidine (oral) first-line metastatic colorectal cancer; second-line
metastatic colorectal cancer; adjuvant colorectal cancer
Zaltrap VEGF-A inhibitor second-line metastatic colorectal cancer
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PRODUCT

alkeran

OVARIAN
CLASS
alkylating agent

AREA(S) OF STUDY
ovarian cancer

AMG 386 (paclitaxel)

Fc-peptide fusion protein targeting
angiopoietins (peptibody)

second-line metastatic ovarian cancer

Avastin

anti-VEGF monoclonal antibody

first-line metastatic ovarian cancer; second-line
metastatic platinum-sensitive ovarian cancer

erlotinib tablets

HER1/EGFR tyrosine kinase inhibitor

ovarian cancer

farletuzumab

I9G1 monoclonal antibody (humanized)

second-line metastatic ovarian cancer

Hycamtin topoisomerase inhibitor first-line metastatic ovarian cancer
iniparib PARP inhibitor platinum-sensitive and platinum-resistant
ovarian cancer
Karenitecin highly lipophilic camptothecin ovarian cancer
Opaxio microtubule inhibitor ovarian cancer
patupilone epothilone ovarian cancer
phenoxodiol multiple signal transduction regulator ovarian cancer
Tarceva HERT/EGFR inhibitor ovarian cancer
Vargatef multiple tyrosine kinase inhibitor (VEGFR, FGFR, | ovarian cancer
PDGFR)
Yondelis marine-derived antitumoral agent second-line metastatic ovarian cancer
PANCREATIC
PRODUCT CLASS AREA(S) OF STUDY
ganitumab insulin-like growth factor-1 receptor (IGF-1R) pancreatic cancer
inhibitor (monoclonal antibody)
larotaxel taxane (semi-synthetic) pancreatic cancer
mastinib multiple tyrosine kinase inhibitor pancreatic cancer

PN401 (formerly vistonuridine)

uridine prodrug

pancreatic cancer

S-1

fluoropyrimidine (oral)

pancreatic cancer

MELANOMA
PRODUCT CLASS AREA(S) OF STUDY
Abraxane microtubule inhibitor first-line metastatic melanoma
Allovectin immunotherapy first-line metastatic melanoma
BRF113683 BRAF inhibitor first-line metastatic melanoma
Delcath system drug delivery platform first-line metastatic melanoma in the liver
GSK1120212 MEK inhibitor first-line metastatic melanoma
GSK2118436 BRAF inhibitor first-line metastatic melanoma
MAGE-A3 antigen-specific cancer immunotherapeutic first-line metastatic melanoma
Nexavar multiple tyrosine kinase inhibitor melanoma
Oncophage immunotherapy first-line metastatic melanoma
Pegintron PEG recombinant alpha-2b interferon melanoma

talimogene laherparepvec
(formerly OncoVEX GM-CSF)

modified herpes-simplex 1 virus injected directly
into tumor

first-line metastatic melanoma

Yervoy

anti-CTLA4 monoclonal antibody (humanized)

adjuvant melanoma; second-line metastatic
melanoma

Zedaxin

immune system modulator

melanoma
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PROSTATE
PRODUCT NAME CLASS AREA(S) OF STUDY
Alpharadin alpha-emitting radiopharmaceutical treatment of bone metastases in hormone
refractory prostate cancer (HRPC)
Avastin anti-VEGF monoclonal antibody HRPC
custirsen clusterin inhibitor first-line metastatic castration-resistant prostate

cancer (CRPC)

custirsen (+ cabazitaxel)

clusterin inhibitor

second-line metastatic CRPC

DCVax

immunotherapy

prostate cancer

enzalutamide (formerly MDV3100)

oral androgen receptor antagonist

first-line metastatic prostate cancer

Jevtana taxane first-line HRPC
MDV3100 SARM HRPC
0GX-427 Hsp27 inhibitor first-line metastatic prostate cancer
orteronel nonsteroidal androgen synthesis inhibitor (oral) | first-line metastatic CRPC
phenoxodiol multiple signal transduction regulator prostate cancer
Revlimid immune system modulator prostate cancer
Sutent multiple tyrosine kinase inhibitor HRPC
Zaltrap VEGF-A inhibitor first-line metastatic HRPC
Zytiga inhibitor of the steroidal enzyme 17 alpha- first-line metastatic HRPC
hydroxylase/C17,20 lyase (oral)
GLIOBLASTOMA MULTIFORME (GBM)
PRODUCT NAME CLASS AREA(S) OF STUDY
Avastin anti-VEGF monoclonal antibody GBM; second-line metastatic GBM

cintredekin besudotox IL-13

interleukin-13 (IL-13) and PE38 recombinant
protein

GBM

NovoTTF-100A System

tumor treating fields therapy

first-line metastatic GBM

Recentin multiple tyrosine kinase inhibitor (VEGF 1, 2 | second-line metastatic GBM
and 3)
Temodar alkylating agent first-line metastatic GBM
SARCOMA
PRODUCT NAME CLASS AREA(S) OF STUDY
AVEB062 vascular disrupting agent sarcoma
Mepact macrophage activator osteosarcoma

ridaforolimus

mTOR inhibitor

soft tissue or bone sarcoma

TH-30 hypoxia-activated prodrug first-line metastatic soft tissue sarcoma

Yondelis marine-derived antitumoral agent second- and third-line metastatic soft tissue
sarcoma; first-line metastatic soft tissue sarcoma

Zymafos ifosfamide metabolite first-line metastatic soft tissue sarcoma
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2012 ONCOLOGY POLICY UPDATES

Legislative, regulatory and marketplace changes continue
to affect oncology care and practice management. At the
eleventh hour, Congress once again prevented the double-
digit sustainable growth rate (SGR) reductions. The Ameri-
can Tax Relief Act (ATRA) held the 2012 conversion factor
the same in 2013 and for the short term avoided the 2
percent across-the-board cut that would affect physician
payments required by sequestration. Congress must act to
prevent the 2 percent across-the-board cuts in March 2013.

As in years past, Congress avoided the significant physician
fee schedule cuts for the short term, one year, but did noth-
ing to address the longer term problems with the sustain-
able growth rate formula. However, some Congressional
members continue to pursue a longer term fix.

While states scramble to make critical decisions related
to health care reform, federal issues, such as the physi-
cian payment fix and sequestration, further the uncertainty
under which oncologists must practice. Uncertainty will
continue throughout 2013 and 2014 as states prepare for
health care reform and/or expand state Medicaid eligibil-
ity. The following is a review of significant policy and mar-
ketplace trends facing oncology providers today, including
health care reform, molecular diagnostics and biosimilars,
and experimental payment models.

HEALTH CARE REFORM STATUS: 2012

SUPREME COURT DECISION

On June 28, 2012, the Supreme Court upheld the Afford-
able Care Act (ACA), with the exception of the mandated
Medicaid expansion. The court found that 1) the individual
mandate is constitutional under Congress’s taxing author-
ity and 2) Medicaid expansion is constitutional only if states
are not penalized or do not have existing Medicaid funding
threatened if they choose not to comply with the expan-
sion requirements. This converts the mandated health care
reform Medicaid expansion (to 133 percent of the fed-
eral poverty level [FPL] for all individuals, including able-
bodied adults) to an optional state expansion.

Since the Court generally upheld the ACA, attention turns
to the states for key decisions regarding Medicaid expan-
sion and implementation of the health benefit exchanges.
Late in 2012, the Department of Health and Human Ser-
vices finally issued proposed rules related to the essen-
tial health benefits and other operating details for the
health exchanges. Final regulations are expected early in
2013. As open enrollment in October of 2013 draws near,
states are scrambling to implement plans for health ben-
efit exchanges. For the initial years of the state exchanges,
more than half of states are anticipated to rely on feder-
ally run state health exchanges. While the exchanges will
be run federally, the benchmarks which guide the essential
health benefits in the state will be based on state-selected
benchmarks.

MEDICAID EXPANSION

In August 2012, HHS announced that there is no dead-
line for states to make a decision regarding the Medicaid
expansion — states may expand Medicaid eligibility at any
time. Further, states may drop the expansion population at
any time, providing flexibility for states and uncertainty for
providers.

Late in 2012, HHS clarified the statute does not allow for the
enhanced Federal Medical Assistance Percentage (FMAP),
not offered to states for the newly eligible population, will
not be available if a state expands its Medicaid program to
a level below the 133 percent threshold. Depending on the
federal policies and state action, the end result could be a
scenario in which a group of the most vulnerable patients
could fall in a gap between state Medicaid eligibility and
federal subsidies through the exchange.

Governors from conservative Southern states (Florida, Lou-
isiana, Mississippi, South Carolina and Texas) have publicly
announced they do not intend to participate in the expan-
sion. However, these announcements are largely political in
nature. Medicaid expansion will likely be debated in state
legislatures throughout the end of 2012 and 2013.
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EXCHANGE IMPLEMENTATION

Exchange Structure and Requirements

Under the ACA, as upheld by the Supreme Court, all
states must have a Health Insurance Exchange (Exchange)
operating by January 1, 2014. There are three options for
states: 1) state-based Exchange, 2) federal-state partner-
ship Exchange or 3) federally facilitated Exchange. Each
Exchange will offer coverage to two separate groups — indi-
viduals and employees of qualifying small businesses.

States must submit an Exchange blueprint to HHS by
November 16, 2012, if they intend to operate a state-based
Exchange or enter into a partnership Exchange with the fed-
eral government. HHS will then provide states with approval
if the Exchange meets the requirements and will be ready
for enrollment starting in October 2013. If states do not sub-
mit a blueprint, HHS will begin preparations for a federally
facilitated Exchange.

For HHS to provide approval, an Exchange must be able to
do the following:

* Provide consumer support for coverage decisions
 Facilitate eligibility determinations for individuals

» Provide for enrollment in qualified health plans (QHPs)
 Certify health plans as QHPs

* Operate a Small Business Health Options Program (SHOP)

Benchmarks and Essential Health Benefits

In order for a health plan to be a QHP, it must meet or

exceed the state essential health benefit (EHB) benchmark.

States have the following four options in choosing a cover-

age benchmark:*

1. The largest plan by enrollment in any of the three largest
small group insurance products in the state’s small group
market

2. Any of the largest three state employee health benefit
plans by enrollment

3. Any of the largest three national federal employee health
benefits programs by enroliment

4.The largest insured commercial non-Medicaid HMO
operating in the state

*Note: If a state does not choose a benchmark, the benchmark will default to the largest small
group insurance product by enrollment. There will be no federal benchmark; each state will
have its own based on choice or default.

Given this model outlined by HHS, providers are likely to be
familiar with the benefits of the state exchange QHPs as they
will be similar to a plan with significant enroliment in the state.

HEALTH CARE REFORM AND ANTICANCER
COMPENDIA IMPLICATIONS

As they stand, existing federal statute and current Cen-
ters for Medicare & Medicaid Services (CMS) guidelines on
the Exchanges and the EHB benchmarks do not explicitly

STATE-BASED
EXCHANGE

State operates all Exchange
activities; however, the state
may use federal government

services for the following:
Premium tax credit and
cost-sharing reduction
determination
Exemptions
Risk-adjustment program
Reinsurance program

STATE PARTNERSHIP
EXCHANGE

State operates activities for:
* Plan management

» Consumer assistance

* Both

State may elect to perform or can

use federal government services

for the following activities:

* Reinsurance program

» Medicaid and CHIP eligibility:
assessment or determination

FEDERALLY FACILITATED

EXCHANGE

HHS operates; however, state

may elect to perform or

can use federal government

services for the following

activities:

* Reinsurance program

* Medicaid and CHIP
eligibility: assessment or
determination
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address compendia protections in oncology. The lack of
clarity regarding compendia coverage could put access to
compendia-listed oncology care at risk for the health
exchange benefit population.

Federal Medicare/Medicaid Compendia Standard: At this
time, no policy at the federal level, as currently defined,
compels the plans in the Exchanges to apply the Medicare/
Medicaid anticancer compendia coverage standards to
the EHB package in the qualified health plans. It is unclear
at this time the extent to which CMS has the authority to
require the state exchange plans to extend coverage for
compendia-listed therapeutics if they are not included in
the selected state benchmark plan.

State Mandates for Anticancer Compendia Coverage:
States operating a state-based Exchange could follow two
paths to cover compendia-listed oncolytics. The first and
most expedient would be for the state to select a bench-
mark plan that currently includes mandated coverage
for compendia-listed anticancer uses. CMS could further
address this issue in the context of state mandates in sub-
sequent guidance.

The second path would be for the state legislature to apply
existing or new compendia language to the state bench-
mark. State legislatures could apply the same language to
state health benefit exchange laws during the upcoming
legislative session in January 2013. Through this route, the
legislative mandates may not apply in the initial 2014/2015
plan years based on the existing HHS direction regarding
state mandates. However, it is unclear whether compen-
dia coverage considerations are considered a mandate in
this sense. Further clarification regarding state mandates is
expected in subsequent CMS guidance late in 2012 or 2013.

NEW FRONTIERS:

MOLECULAR DIAGNOSTICS AND BIOSIMILARS
EVOLUTION OF PAYOR POLICIES

IN MOLECULAR DIAGNOSTICS

Given the continued advancements in molecular diagnos-
tics and the explosion of new targeted therapeutics, pol-
icy making related to molecular diagnostics continues to
evolve. Companion diagnostics are molecular laboratory
tests that typically screen certain patient types as candi-
dates for targeted therapeutics. Increased knowledge of
the human genome is one main reason for the growth in
this area. As knowledge of the human genome is translated
into clinical applications — identifying patients who have
a clinically significant genetic marker or mutation — ther-

apy can be effectively targeted, resulting in more efficient
treatment practices and an increase in the significance of
molecular diagnostics.

Use of genetic/genomic testing has rapidly increased in
recent years, and consequently, payors and providers have
begun to question the coding, coverage and reimburse-
ment of genetic testing, as well as the overall management
of molecular diagnostics and the related companion ther-
apeutics. Over the past two years, the American Medical
Association (AMA) created a new section of current proce-
dural terminology (CPT) codes to better identify molecular
diagnostic tests. The AMA will implement the new specific
code section in 2013, but it is unclear how reimbursement
of molecular diagnostics will change. Due to the coding
changes, payors, including CMS, have begun to reevaluate
how they cover and pay for these tests.

Further clarification of the CMS plan regarding molecu-
lar diagnostics is expected toward the end of 2012. The
decisions by CMS regarding these tests could affect
provider reimbursement as well as patient coinsurance
obligations. Furthermore, as these tests are more clearly
identified by payors, payors will likely begin to specify
more management of the molecular testing, as well as
the related therapeutics.

In 2013, providers should look for more payor manage-
ment regarding molecular diagnostics. Likewise, treatment
guidelines and recommendations regarding molecular test-
ing are expected in 2013.

BIOSIMILARS POLICY DEVELOPMENT

The Biologics Price Competition and Innovation Act of 2009
amended the Public Health Service Act to create an abbre-
viated licensure pathway for products that are biosimilar
to a biological reference product licensed by the FDA. Bio-
similars are also referred to as follow-on biologics. In early
2012, the FDA released three draft guidance documents on
the regulation of biosimilars and the interchangeability of
follow-on biologics. The guidance documents begin to
define terms such as “biosimilar” and “interchangeabil-
ity.” These terms will be important as stakeholders look
to develop policies for management of follow-on biolog-
ics and their reference products. To date, the FDA has not
finalized these draft guidance documents.

On a related note, CMS does not make distinctions between
biosimilars and biosimilars that are interchangeable in its
policies to date. CMS policies to date indicate that the pay-
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ment amount for physician-administered biosimilar prod-
ucts will be determined based on the average sales price
(ASP) of all the national drug codes (NDCs) assigned to the
Healthcare Common Procedure Coding System (HCPCS)
code for the reference product (original product) and the
new biosimilar product, regardless of interchangeability.

MARKETPLACE: EXPERIMENTAL PAYMENT SYSTEMS

Commercial payors, most notably United Health Care (UHC)
in oncology, have been experimenting for a number of years
with payment reform concepts to manage costs such as gain
sharing, risk sharing, shared savings, bundled payments,
global capitation and newer arrangements like care coordina-
tion through medical homes. In 2012, under authority granted
through the Affordable Care Act, CMS has gotten into the
game as well. Such initiatives are directed through the CMS
Center for Medicare & Medicaid Innovation (CMMI).

CMMI is engaged in a number of different types of pay-
ment reform programs and demonstrations, including, but
not limited to, accountable care organizations (ACOs) with
shared savings, bundled payments currently focusing on
post-acute care and other financial alignment initiatives
(e.g., state demonstrations to integrate care for the dual
eligible population), care coordination and Medicaid incen-
tives for the prevention of chronic diseases. Under each type
of program or demonstration, there are various stakehold-
ers engaged in ongoing activities to improve quality of care
and health outcomes, while controlling increasing costs.
Among the numerous CMMI demonstrations, pilots and
grants, CMMI has awarded only one oncology-related grant.
While Medicare has not focused on oncology initially, CMS is
sure to expand in oncology in the coming years.

The initial oncology grant was awarded for a national oncol-
ogy medical home pilot project, the first of many such
projects in Medicare, and continued experimentation com-
mercially. Payment experimentation across the health care
system and specifically in oncology continues to evolve
and move beyond chemotherapeutics. In August 2012, 21st
Century Oncology announced a radiation oncology bundled
payment agreement with one of the nation’s largest oncol-
ogy group practices and Humana Inc., one of the nation’s
largest payors.

ONCOLOGY MEDICAL HOME GRANT

CMMI awarded a $19.7 million grant to a group of oncology
practices organized as Innovative Oncology Business Solu-
tions. The practices are some of the largest in the country,
including Florida Infusion, Tennessee Oncology and prac-

tices in Georgia, Maine, New Mexico and Pennsylvania. The
goal of the project is to test a model of care delivery focused
on the medical home, or gatekeeper, for newly diagnosed or
relapsed Medicare and Medicaid beneficiaries and commer-
cially insured patients with breast, lung or colorectal cancer.
The idea of the medical home has been studied by John
Sprandio in Pennsylvania and modeled in demonstration
in commercial plans, such as Blue Cross and Blue Shield of
Michigan and United. The goal is to reduce unnecessary and
avoidable hospitalizations and emergency room visits, seek
a reduction in unnecessary diagnostic or radiation/imaging
testing, and provide patient education on treatment proto-
cols, treatment plan choices and end of life. Interestingly, the
project is seen as a business driver in that the demonstration
aims to hire 115 new positions across the seven practices.

RADIATION ONCOLOGY DEMONSTRATION

Recently, 21st Century Oncology, a Florida-based radia-
tion group, reached an agreement with Humana Inc. to
provide the first bundled payment methodology for radia-
tion oncology treatments. The contract covers more than
130 employed radiation oncologists in 16 states and uses
the same methodology the Radiation Therapy Alliance is
proposing to CMS. Bundled payments will be used for 13
cancer types, including prostate, breast and lung, with an
ultimate goal of having episode-based payments in place
for all major cancer types. The bundles are based on diag-
nosis codes for ICD-9 (International Statistical Classification
of Diseases and Related Health Problems), and the payment
encompasses patient consultation, computed tomography
scans and other imaging needed to plan the patient’s radia-
tion therapy, radiation dosimetry, treatment delivery and
follow-up for 90 days.

As one of the nation’s leading authorities in the manage-
ment of specialty pharmaceuticals, including high-cost
oral and infused/injected anticancer therapies, Magellan
Pharmacy Solution has been closely following these dem-
onstrations, as well as several high-profile commercial path-
way projects, including those focused on the bundling of
cancer care products and services. All these initiatives occur
at a time when ACOs continue to evolve with public and
private payors alike. All the payment experimentation may
lead to significant changes in the payment and structure of
payor-provider relationships across payment settings. This
payor experimentation is context for Medicare debates set
to begin following the November elections, given the physi-
cian fee fix and sequestration; some stakeholders are argu-
ing that bigger changes than a temporary “physician fix” to
the Medicare physician-fee schedule is needed.
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GLOSSARY

ACA . Affordable Care Act
ACO ............. . ... ... . ... accountable care organization
AMA . American Medical Association
ASP. . average sales price
AWP. average wholesale price
BCA . breast cancer
BPCI Act ... .. Biologics Price Competition and Innovation Act
BRCA.................. ... breast cancer susceptibility gene
BRM ... biologic response modifier
CA. cancer
CHIP................... Children's Health Insurance Program
CINV........... chemotherapy-induced nausea and vomiting
CMMI . ... ... Center for Medicare & Medicaid Innovation
CMS ... .. Centers for Medicare & Medicaid Services
COA ... . . Community Oncology Alliance
CPT... . . current procedural terminology
CRC ... colorectal cancer
CRPC .......... ... .. .... castrate-resistant prostate cancer
CSF. . colony-stimulating factor
CTCL............... . ........... cutaneous T-cell lymphoma
CTLA4 ... . ... ... . .. ... cytotoxic T-lymphocyte antigen 4
DCMI ........... ..., dendritic cell mediated immunotherapy
DLBCL....................... diffuse large B-cell lymphoma
EGFR .......... ... ... .. .. epidermal growth factor receptor
EHB .. .. essential health benefit
ESA. ... ... erythropoiesis-stimulating agent
ESRD ... ... . end-stage renal disease

FDA .............. ... ... U.S. Food and Drug Administration

FGFR ..................... fibroblast growth factor receptor
FMAP................ Federal Medical Assistance Percentage
f-NHL. ..o follicular non-Hodgkin's lymphoma
FPL. ... Federal Poverty Level
GBM ... glioblastoma multiforme
G-CSF ... granulocyte colony-stimulating agent
or colony-stimulating factor

GM-CSF. ... ... ... .. . granulocyte-macrophage
colony-stimulating factor

GST. .. glutathione S-transferase
HCPCS..... .. Healthcare Common Procedure Coding System
HDAC. ... histone deacetylase
HEC ... ... ... ........ highly emetogenic chemotherapy
HEDIS. . ... Healthcare Effectiveness Data and Information Set
HER .. human EGF receptor
HHS ............. Department of Health and Human Services
HMO................... ... health maintenance organization
HRPC................... hormone refractory prostate cancer
ICD.......... International Classification of Diseases
IGF-IR ... ... .. ... insulin-like growth factor-1 receptor
IL-13 interleukin-13
IV intravenous
IVIG. ... intravenous immune globulin
KRAS ... .. Kirsten RNA associated rat sarcoma 2 virus gene
LEC. ... low emetogenic chemotherapy
LOB. ... lines of business
mBC.. ... metastatic breast cancer
MEC .................. moderate emetogenic chemotherapy
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MMA. . Medicare Modernization Act
NCCN............. National Comprehensive Cancer Network
NDC ... national drug code
NHL ... non-Hodgkin's lymphoma
NSCLC ... ... ... . . . . .. ... ... non-small cell lung cancer
PA prior authorization
PARP ............. ... ... ... .. poly (ADP-ribose) polymerase
PBM ... . pharmacy benefit manager
PDGFR.............. platelet-derived growth factor receptor
PPO ............ ... . ... preferred provider organization
PSA. .. prostate-specific antigen
PTCL. ... .. . . peripheral T-cell lymphoma
QHP ... qualified health plans
RANKL. . . receptor activator of nuclear factor kappa-B ligand
SARM............... selective androgen receptor modulator
SERM ... ... ... ..... .. selective estrogen receptor modulator
SGR .. sustainable growth rate
SHOP................ small business health options program
SOS. site of service
SPP. . specialty pharmacy provider
UM utilization management
VEGF ... ... ... ..... ... vascular endothelial growth factor
VES. . variable fee schedule
WAC . ... wholesale acquisition price

GLOSSARY
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