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Clinical Lab Cuts Have Reached
a Tipping Point

Additional Medicare cuts will take away jobs, stifle innovation,
and put patient access 1o vital lab tests at risk,

Clisioal Labw™ Leanding Advocate 5 e e ot o
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Life-Saving Medicine Starts
Here

Clinical lab tests guide more than 70% of medical decisions. Lab
lests save time, money, and lives by enabling early detection
and prevention of disease.

NAVIGATING THE
REIMBURSEMENT MAZE

Challenges & Opportunities ACLA 2014 Annual Meeting

Facing Laboratories in the
21t Century

ACLA's 15th Annual Meaeting will be held March 18-19 at
the Grand Hyatt Hotel.




2013’s Top Ten Lab Stories
Point to Tougher Times Ahead
l. Across All Payers: Labs Were Paid Less in 2013
2. Cost-Cutting and Productivity Essential Themes for Labs............ Pagg
CMS Unprepared to Administer Molecular CPT Codes............ Page

Economics of Private Practice Pathology Unraveling Page
Hospitals See Decline in Inpatient Admissions, Revenue Page
Hospital Lab Outreach Runs into Tough Market Challenges....Page
Medical Homes Producing Significant Savings ... Page
Strong Growth in Number of ACOs and Patient Enrollment.......Page
Human Genome Sequencing Poised to Support Clinical Care....Page
Affordable Care Act: Little Change for Lab Industry-Yet! ........ Page

Study Reveals Medicare Still Pays
Low Rates for Clinical Ldb()latm\ Fests o Page 10

Blue Cross of Tennessee Cuts
[.ab Test Fees to 52% of Medicare
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Payors and HHS:
Vision FDA and CMS
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* Personalized Medicine:

FDA issues 60-page cross

agency report on efforts to
improve and advance
Personalized Medicine

OCTOBER 2013

Paving the Way for
Personalized Medicine

FDA’s Role in a New Era of Medical Product Development

’ﬁ .
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* Personalized Medicine: * Personalized Medicine:

FDA issues 60-page cross CMS proposes 5 new
agency report on efforts to policies to cut pricing for
improve and advance personalized medicine
Personalized Medicine diagnostics

OCTORER 2013

PaVing the Way fOl’ FEDERAL REGISTER

Personalized Medicine

FDA’s Role in a New Era of Medical Product Development

Department of Health and Human Services
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FDA: The Talker

Bloomberg

FDA Tells Google-Backed 23andMe to Halt
DNA Test Service

By Anna Edney - Nov 25, 2013 5:33 PM ET
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FDA: The Talker

Bloomberg

FDA Tells Google-Backed 23andMe to Halt
DNA Test Service

s . w LT 2533 P ET
By Anna Edney - Nov 25, 2013 5:33 PM E ) www.fda.gov/ICECI/EnforcementActions/WarmningLetters/2

LLOMKT 0| EMAlL [ Google & NYTIMES [ WS) I3 UMICHPUBMED [ GenomeWeb <P FEEDLY
-

Health & Haman Services

Mov 22, 2013

Ann Wojcicki

CEO EA U.S. Food and Drug Administration
23andMe, Inc. r Protecting and Promoting Your Health

13480 Shoreline Way
Mountain View, CA 94043

Document Number: GEN1300666
Re: Personal Genome Senvice (PGS)

VWARNING LETTER
Dear Ms. Wojcicki,
The Food and Drug Administration (FDA) is sending you this letter because you are marketing the 23andie
Zaliva Collection Kit and Personal Genome Service (PG3S) without marketing clearance or approval in viclation
ofthe Federal Food, Drug and Cosmetic Act (the FD&C Act).
This product is a device within the meaning of section 201(h) of the FD&C Act, 21 LU5.C. 321(h), because itis

intended for use in the diagnosis of disease or other conditions or in the cure, mitigation, treatment, ar
prevention of disease, oris intended to affect the structure or function of the body. For example, your
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Analyst Blog »

MY GN Battles Odds, Shares Fall

A by Zacks Equity Research Published on December 04, 2013 | Mo Comments
ALIOF [AMAG! IMYGN| HSKA)
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Shares of Myriad Genetics Inc. {MYGHN -

) reqistered a steep decline of
9.3%, closing the session at $26.98 on
Dec 2, 2013. The downfall continued the
following day with a fall of 5.3% and
closed at $25.55. The two heavy setbacks

pulled down  the

stock price of the

company that is presently trading way

S 2,795.09 | $) 2,795.09
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There is a century-old

bias that diagnostic tests are over-used.

MEDICINE AND THE REIGN
OF TECHNOLOGY

STANLEY JOEL REISER

Bruce Quinn MD Foley Hoag LLP © 2014

A Parisian physician touring American
hospitals in 1912 reported his surprise at
the number of laboratory tests routinely
requested...they seemed, “Like the Lord’s
rain, to descend from heaven on the just
and the unjust in the most impartial
fashion...”

In the 1940s, Harrison noted “the present
day tendency towards a five-minute
history followed by a five-day barrage of
special tests in the hope that the
diagnostic rabbit may emerge from the
laboratory hat.”

Studies in the 1970s found that many
laboratory tests ordered by doctors
yielded little information that was new or
useful.

13



{%} The NEW ENGLAND
%’ JOURNALoMEDICINE

The Path to Personalized Medicine

Margaret A. Hamburg, M.D., and Francis 5. Collins, M.D., Ph.D.

SHATTUCK LECTURE

Innovation, Regulation, and the FDA

Margaret A, Hamburg, M.D,

Bruce Quinn MD Foley Hoag LLP © 2014
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The N EW E N G L A N D DEPARTMENT OF HEALTH AND HUMAN SERVICES
IOURNAL OfMEDICINE OFFICE OF INSPECTOR GENERAL
The Path to Personalized Medicine Memorandum Report: Coverage and Payment
Margaret A. Hamburg, M.D., and Francis 5. Collins, M.D., Ph.D. for Genetic L&bﬂj’&fﬂ}y TEStS, OEI-07-11-00011
SHATTUCK LECTURE COMPARING LAB TEST
PAYMENT RATES: MEDICARE
Innovation, Regulation, and the FDA COULD ACHIEVE
Margaret A, Hamburg, M.D, SUBSTANTIAL SAVINGS
15
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The NEW EJJGLAND
]OURNA of MEDICINE

The Path to Perd jnalized Medicine

Margaret A. Hamburg, M.D., | bd Francis S. Collins, M.D., Ph.D.

SHATTUC) LECTURE

Innovation, Regul{}ion, and the FDA

Margaret A, H§mburg, M.D,

N7

DEPARTMENT OF HEALJH AND HUMAN SERVICES

OFFICE OF INSHECTOR GENERAL

Memorandum Report:{Coverage and Payment
for Genetic Laborato ests, OEI-07-11-00011
COMPARI} G LAB TEST
PAYMENT RAFES: MEDICARE
COULDPACHIEVE
SUBSTANT AL SAVINGS

Fiscal Year 2015

Budget in Brief

Strengthening Health and Opportunity

for All Americans

FOA

Fow' arw Uy oy dabe i s e
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Fiscal Year 2015

Budget in Brief

Strengthening Health and Opportunity
for All Americans
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Example

* Prostate cancer is #2 killer among cancers in men
 #1 killer among men who don’t smoke

* Yet: Great concern about overdiagnosis, overtreatment

e PSA test is decades old = $23

e CMS gave clear examples it would price any new PSA-like
test at $23

* CMS seems willing to spend BILLIONS on unnecessary
surgeries and biopsies

v’ Stakeholders working together should be able to do better

Bruce Quinn MD Foley Hoag LLP © 2014



Payors and
Vision
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Lack of
Foresight

Bruce Quinn MD Foley Hoag LLP © 2014

Appeals
“Solution”

Gapfill
“Process”

New Policies

19



HHS Delays AL) Hearing Scheduling by Two Years:
Continues to Fail to Adhere to Its Own

Regulations
By Peter W. Thomas, D, and Christina Hughes, JD, MPH

1

DGE

=

1

Content provided by The O&F

Bruce Quinn MD Foley Hoag LLP © 2014

20



HHS Delays AL) Hearing Scheduling by Two Years:
Continues to Fail to Adhere to Its Own
Regulations

By Peter W. Thomas, D, and Christina Hughes, JD, MPH

Fiscal Year 2015 . 2012 2013 2014 2015
- - Claims 313,000 600,000 700,000 850,000
B"dget |n Brlef Staff 466 492 514 629
Maoney 72,000,000 69,000,000 82,000,000 100,000,000

Strengthening Health and Opportunity
for All Americans Claims /Staff 572 1220 1362 1351
Cost/Claim 5 230] 5 115 | & 117 | & 118

Current Backlog: 460,000 cases

Growth 2012-2013 (two years): From 92,000 to 460,000

Fell behind 370,000 cases while adjucating 600,000 cases

OMHA throughput is about 300-350,000 per year

Will take at about one year to clear current backload while 700,000 new cases arrive.
v'During CY2015: 1,500,000 cases to be in backlog or arriving

* Ahh...But... staff will increase 15%; and a filing e-system will be implemented...umm...

21
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HHS Delays AL) Hearing Scheduling by Two Years:
Continues to Fail to Adhere to Its Own
Regulations

By Peter W. Thomas, D, and Christina Hughes, JD, MPH

2012 2013 2014 2015

Fiscal Year 2015 _ Claims 313,000 600,000  —706,600] —> 1,500,000

BUdget in B|’|ef Staff 466 492 514 629
Money 72,000,000] 69,000,000 82,000,000 100,000,000

Strengthening Health and Opportunity

for All Americans Claims/Staff 672 1220 1362 2385
Cost/Claim S 230| S 115 | $ 117 | $ 67

Current Backlog: 460,000 cases

Growth 2012-2013 (two years): From 92,000 to 460,000

Fell behind 370,000 cases while adjucating 600,000 cases

OMHA throughput is about 300-350,000 per year

Will take at about one year to clear current backload while 700,000 new cases arrive.
v'During CY2015: 1,500,000 cases to be in backlog or arriving

* Ahh...But... staff will increase 15%; and a filing e-system will be implemented...umm...

“We majored in poli sci and went to law school, we didn’t major in math.”
22
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Standard Deviation of Proposed
MAC Prices for MoPath tests
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Standard Deviation of Proposed Prices as Percent of Average Price (May 2013)

* Some tests had almost no Std. Dev., others had 100% Std. Deuv.
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How Many MACs priced the test?
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How Many MAC Prices The Code (By Code #)

=

(Note: Codes are sequential, but also alphabetical by gene name)
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There seemed to be
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four categories:
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Lessons Learned?
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Activity

2013
Concern

2014
Outlook

Gapfill for genetic
test pricing

Reprice the CLFS

Bundle CLFS Tests
and Pathology Tests
(e.g. to hospital
outpatient office
visits)

Cap Pathology Tests
at “OPPS-APC”
prices

Bruce Quinn MD Foley Hoag LLP © 2014

- Payments were
dropping below costs,
especially for validated
FDA kits for combination

diagnostics

- CMS gave thin guidance
as to methodology

- “Technology” costs are
only part of the price

- Does control
overutilization

- But penalizes
appropriate utilization too
- Hard to enforce (patient
crosses street)

Didn’t make sense based
on arithmetic (each APC
contains wide range of
prices, pays the average,
half are above average)

Coalitions, Hill letters
Some changes

CMS will move forward
year by year

CMS could not display
“an example”

CMS will move forward
for CLFS

CMS declined to move
forward for Pathology
tests and Imaging tests

CMS will not do this
for 2014...

Very poor policy
environment for tests
that require R&D and
.P.

Price to cost + 30%

Process problems and
concerns raised by
stakeholders will still
have to be faced

Likely will soon face
the “patient goes
across the street”
problem for lab tests

SGR S$.2000 lets CMS
price PFS/RVUs with a
free hand

CCl edits acted as price
cuts



Bruce

Foresight

Diagnostics
Value is Hard
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Limited
Background

Dx Concepts
are Hard

Utility is Key to

Value
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Limited

Background

Diagnostics .
Value is Hard CMS policy/coverage staff are

not laboratorians
* Very, very few pathologists

* Physicians and pathologists may
have trained 20-40 years ago

* Non clinicians do not have
industry based perspective

Bruce Quinn MD Foley Hoag LLP © 2014



Limited
Background

Gapfill

Diagnostics .
Value is Hard CMS policy/coverage staff are

not laboratorians
* Very, very few pathologists

* Physicians and pathologists may
have trained 20-40 years ago

* Non clinicians do not have
industry based perspective
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Lack of
Foresight

Diagnostics

Limited
Background

Value is Hard

Bruce Quinn MD Foley Hoag LLP © 2014

Dx Concepts
are Hard

32



The “Framework” To Date is a Mess

Meta-Analysis
Multiple RCTs
RCT
Other Two-Arm Designs {cohorts)

Single-Arm Designs
Retrospective Data
Case Studies
Expert Opinion

33
Bruce Quinn MD Foley Hoag LLP © 2014

Clinical Utility
Clinical Validity

Analytical Validity

DATAAND
KNOWLEDGE

HOWDOI
MAKE A
DECISIONT?

HOW DOES
HE MAKE A
DECISIONT?

Societal Impact (Cost/Effective)
Patient Outcomes (health)
Therapeutic Impact (Decisions)
Diagnostic Impact (Clinically Correct)
Diagnostic Accuracy (Sens/Spec)

Technical /

we

Nonlinear
Overlapping Concepts
No clear path through

Does not facilitate
identification of
disagreements



* Test Value & Coverage
Negotiations Today

34
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* How we wish they




3nimal The test should have analytical

. validity, clinical validity, and clinical
Evaluation tilit
Guidance UtRRy.

Bruce Quinn MD Foley Hoag LLP © 2014



0 The test should have analytical
Minimal The movie should have a beginning . e . . . 4. . .
" | validity, clinical validity, and clinical

Evaluation | middle, and end. utilit
Guidance Uy

Bruce Quinn MD Foley Hoag LLP © 2014



0 The test should have analytical
Minimal The movie should have a beginning . e . . . 4. . .
" | validity, clinical validity, and clinical

Evaluation | middle, and end.

. utility.
Guidance iy
*  Whois the protagonist?
* Is the protagonist sympathetic or
unsympathetic?
*  How are the setting and lead
9 characters introduced?
Modular
Evaluation *  What main challenge does the
Guidance protagonist face?

*  What character development does
the protagonist undergo?

. What raises tension between the
second and third act?

Bruce Quinn MD Foley Hoag LLP © 2014



o. . . .. The test should have analytical
Minimal The movie should have a beginning, . 1 . . . 1 . .

) ) validity, clinical validity, and clinical
Evaluation | middle, and end. utilit -
Guidance -

*  Who s the protagonist? *  Who should be tested and under what
) ) circumstances?
* Is the protagonist sympathetic or
unsympathetic? *  What does the test tell us?
*  How are the setting and lead * Can we act on the information
9 characters introduced? provided by the test?
Modular
Evaluation *  What main challenge does the *  Will we act on the information
Guidance protagonist face? provided by the test?
*  What character development does *  Does the outcome change, in a way
the protagonist undergo? we find value in?
*  What raises tension between the  Can we affordit? (Isitareasonable
second and third act? value?)

Bruce Quinn MD Foley Hoag LLP © 2014



. ‘ .
“Frueh Questions” == 3

V

e Who should be tested and under what
circumstances?

e What does the test tell us?

 Can we act on the information provided by the
test?

* Will we act on the information provided by the
test?

* Does the outcome change, in a way we find value
in?

 Can we afford it? (Isit areasonable value?)

http://www.thirdrockventures.com/team_entrepreneur.ph
Bruce Quinn MD Foley Hoag LLP © 2014 ttp // thirdroc / B p php



Definitions of Clinical Utility

* The concept is so basic that definitions tend to
be tautological

— “Clinical utility is incremental value in medical
care”

Bruce Quinn MD Foley Hoag LLP © 2014



Definitions of Clinical Utility

* The concept is so basic that definitions tend to
be tautological

.. M . . v .V :
— “Clinical utility is incremental value in medical

care”
— “Thanks.”

Bruce Quinn MD Foley Hoag LLP © 2014



Bruce

Foresight

Diagnostics
Value is Hard
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Limited
Background

Dx Concepts
are Hard

Utility is Key to
Value

42



The Fundamental Theorem of
Clinical Utility

Clinical Utility is Always Comparative

43
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The Fundamental Theorem of
Clinical Utility

Clinical Utility is Always Comparative

Against what comparator(s)

< L
< L

With what uncertainty?

44
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Clinical Utility is Always Comparative

Recurrent Issues

l * Developer wants most impressive and easiest
] comparator that’s acceptable

Agamst What compa rato r(S) Payers wants most realistic comparators, often seeing
multiple scenarios, with the most extensive data
(population, duration)

* Comparisons always have direct or implied units,

. even qualitative ones

Clinical utility units are diverse: survival, less pain,
|n What unitS? less adverse events, faster diagnosis, same impact at

less cost

* Some units invoke controversy: greater sensitivity
(finding tumors that needn’t be found?)

» Statistical uncertainty: 50% longer survival, plus
minus 10%

. . Pragmatic_uncertainty: will it work outside the trial,
Wlth What uncertalnty? { in rural areas, with family MDs (external validity)

*  Conceptual uncertainty: it’s probably predictive, but
may be only prognostic. This biomarker should still
be important, although today drugs are different.

45
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All tests will have clinical validity that is better, in some way,
(information we did not have before the test)

Which causes clinical utility to be better, in some way.
(something happens after the new information)

46
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All tests will have clinical validity that is better, in some way,
(information we did not have before the test)

Which causes clinical utility to be better, in some way.
(something happens after the new information)

Old Test New Test old New
Outcome Outcome

Gain in Clinical Gain in Clinical

Va 'd'ty Eﬂect on management
47
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All tests will have clinical validity that is better, in some way,
(information we did not have before the test)

Which causes clinical utility to be better, in some way.
(something happens after the new information)

Old Test New Test old New
Outcome Outcome

Gain in Clinical
Validity

Effect on management Gain in Clinical

-

Does Your Data and Story Convince
a Reasonable Skeptic
of the Three Features
Shown in Red?

. [
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All tests will have clinical validity that is better, in some way,
(information we did not have before the test)

Which causes clinical utility to be better, in some way.
(something happens after the new information)

I CLINICAL VALIDITY IS BETTER

Against what comparator(s)

 CLINICAL VALIDITY 1 BETTER
.
| Against what comparator(s)
N
| inwhatunis?
et
| With what uncertainty? _

In what units?
CLINICAL UTILITY IS BETTER

!

With what uncertainty?

Against what comparator(s)

In what units?

With what uncertainty?

I‘I«I‘I
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There are a finite number of basic
ways to do “innovation....”

TYPES OF

INNOVATION

iEreces) Offering ~ Delivery | Finance
Process  Process  Performance System  Service

Alar Kolk

All slides of this presentation is from the book:
10 Types of Innovation. Larry Keeley, Ryan Pikkel Brian Quinn, Helen Walters

http://www.doblin.com/tentypes/
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Companies Classified by
Type(s) of innovation

10 types of innovation: move beyond products to win

1. Business mode! D@ALL 8. Product performance INtel” Pentium™ 4
how the enterprise makes monay basic features, performance and functonalty
T
2. Networking 6. Product system

enterpnse’s structure/ extended system that surmounds an offering
value chain

WAL*MART 7. Service Fed:x.

ho'w YOU Service your Cusiomers

8. Channel|

how you connect your offerings
3. Ensbling process e e o Bl
S'EBEL 9 ’0 Bmﬂdl
how You express your offerng's
4, Core process | it
proprietary processes that acd vakue REREN 10 CORpeS
T GE Copital
@' rlrbw‘:’v Servrcos 10. Customer experience _
how you create an overall (£ EDALS
expenence for customens
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There are a Finite Number of Ways to
Improve Clinical Validity

Do exactly | Better Measure | More Reflexto | Diagnosis | “RULE
Sens & Target Accurate Resolve Where All | OUT”
Spec that is Prognosis | an Ambig- | Other some

(Better Entirely uous Methods | patients

Accuracy) | New Test Fail for
(No gold something

std)
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There are a Finite Number of Ways to
Improve Clinical Validity

Do exactly | Better Measure | More Reflexto | Diagnosis | “RULE
Sens & Target Accurate | Resolve Where All | OUT”
Spec that is Prognosis | an Ambig- | Other some
(Better Entirely uous Methods | patients
Accuracy) | New Test Fail for
(No gold something
std)
Her2Neu, Old test,  First ER Onco Veracyte CUP/ Lilly
Now as 90% test DX Afirma TOO AMYVID;
cheaper accurate, First EGFR XDX
ASR new test, test Allomap;
95% CTC tests CardioDx
accurate CorusCAD
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There are a Finite Number of Ways to
Improve Clinical Validity

More Diagnosis
Accurate Where All
Prognosis Other
Methods
Fail
(No gold
std)
Her2Neu, Old test, First ER Onco Veracyte CUP/ Lilly
Now as 90% test DX Afirma TOO AMYVID;
cheaper accurate, First EGFR XDX
ASR new test, test Allomap;
o .
gic/:rate CTC tests Hard to quantify this!!! gz:cljj;oc[;x[)
An R value; A P Value; a
Reclassification 5 it el i
s same thing?
And the “delta” has :

what clinical impact?
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There are a Finite Number of Ways to
Improve Clinical Validity

Do exactly More “RULE
the same Accurate ouT”
thing Prognosis some
patients
‘ for
‘ something
Her2Neu, Old test, First ER Onco Veracyte CUP/ Lill
Now as 90% test DX Afirma TOO AMYVID;
cheaper accurate, First EGFR XDX
ASR new test, test Allomap;
95% CTC tests CardioDx
accurate CorusCAD
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There are a Finite Number of Ways to
Improve Clinical Validity

Her2Neu,
Now as

cheaper
ASR

56

Old test,
90%
accurate,
new test,
95%
accurate

Bruce Quinn MD Foley Hoag LLP © 2014

First ER
test

First EGFR
test

CTC tests

Reflex to “RULE
Resolve ouTt”
an Ambig- some
uous patients
Test ‘ for
something
Veracyte CUP/ Lill
Afirma TOO AMYVID;
XDX
Allomap;
CardioDx
CorusCAD



There are a Finite Number of Ways to
Improve Clinical Validity

Do exactly | Better Diagnosis

Sens & Where All

Spec Other

(Better Methods

Accuracy) Fail

‘ (No gold‘
std)

Her2Neu, Old test, First ER Onco Veracyte CUP/ Lilly
Nowjas 90% test DX Afirma TOO AMYVID;
cheaper accurate,  First EGFR I XDX
ASR new test, test Allomap;

95% CTC tests CardioDx

accurate CorusCAD
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There are a Finite Number of Ways to
Improve Clinical Validity

Do exactly | Better Diagnosis

Sens & Where All

Spec Other

(Better Methods

Accuracy) Fail

‘ (No gold‘
std)

Her2Neu, Old test, First ER Onco Veracyte CUP/ Lilly
Nowjas 90% test DX Afirma TOO AMYVID;
cheaper accurate,  First EGFR I XDX
ASR new test, test Allomap;

95% CTC tests CardioDx

accurate CorusCAD
Proponents:
We’re doing exactly the same thing we were Opponents:
already trying to do, but doing it faster, There’s no gold standard,
better, more accurately and we have no idea what

you are doing
58
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There are a Finite Number of Ways to
Improve Clinical Validity

Do exactly | Better Measure | More Reflexto | Diagnosis | “RULE
Sens & Target Accurate | Resolve Where All | OUT”
Spec that is Prognosis | an Ambig- | Other some
(Better Entirely uous Methods | patients
Accuracy) | New Test Fail for
(No gold something
std)
Her2Neu, Old test, First ER Onco Veracyte CUP/ Lilly
Now as 90% test DX Afirma TOO AMYVID;
cheaper accurate, First EGFR . XDX
ASR new test, test ;'?/::J: ?Duant'fy sitreally | Allomap;
95% CTC tests | value: :Ee same | CardioDx
v accurate Do We Need? S CorusCAD
Corresponding Clinical Utility Questions
“Same Easiest if Drug Mgt Same as Is it Really?
Thing, similar Combi Pathway? if prior right? How
Cheaper”  price Dx Risk? test had What do often?
- here worked you s it safe?
Bruce Quinn MD Foley Hoag LLP © 2014 ”d O"?



There are a Finite Number of Ways to
Improve Clinical Validity

Do exactly | Better Measure | More Reflexto | Diagnosis | “RULE
Sens & Target Accurate | Resolve Where All | OUT”
Spec that is Prognosis | an Ambig- | Other some
(Better Entirely uous Methods | patients

Accuracy) | New Test Fail for
Hard to quantify (No gold something

R value, P Value; SG)N Is it really
Do We Need? the same
thing?

60
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Her2Neu, Old test, First ER Onco Veracyte C
Now as 90% test DX Afirma TOO AMYVID;
cheaper accurate, First EGFR XDX
ASR new test, test Allomap;
95% CTC tests CardioDx
accurate CorusCAD
Corresponding Clinical Utility Questions Is it
“Same Easiest if Drug Mgt Same as right?? Really?
Thing, similar Combi Pathway?? | if prior What do | | HowW often?
Cheaper” price Dx Risk?? test had you Is it safe??
here worked “do”??




But walit.

 What people probably mean when they
actually talk about “defining clinical utility”

 Where the border areas or gray areas of the
concept are...
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Survival

Unnecessary surgery avoided
More effective drug chosen
Ineffective drug avoided

Less pain

Faster recovery

62
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e Biomarkers Survival * Diagnosis (per se)

* Imaging * Unnecessary surgery avoided * Value of knowing
* More effective drug chosen * Ability to plan
* Ineffective drug avoided  Caregiver has
* Less pain better grasp of
* Faster recovery prognosis
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Survival

Unnecessary surgery avoided
More effective drug chosen
Ineffective drug avoided

Less pain

Faster recovery

Physical or Objective

* Biomarkers
* Imaging

64
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* Diagnosis (per se)

* Value of knowing

* Ability to plan

* Caregiver has
better grasp of
prognosis



e Biomarkers Survival * Diagnosis (per se)

* Imaging * Unnecessary surgery avoided * Value of knowing
* More effective drug chosen * Ability to plan
* Ineffective drug avoided * Caregiver has
* Less pain better grasp of
* Faster recovery prognosis

Physical or Objective
Perceived by Patient
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e Biomarkers Survival * Diagnosis (per se)

* Imaging * Unnecessary surgery avoided * Value of knowing
* More effective drug chosen * Ability to plan
* Ineffective drug avoided * Caregiver has
* Less pain better grasp of
* Faster recovery prognosis

Physical or Objective
Perceived by Patient

)
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In fact, there are gray areas.

* Biomarkers <:I

Survival |:> * Diagnosis (per se)
Unnecessary surgery avoided * Value of knowing

* Imagin
ok * More effective drug chosen * Ability to plan
* Ineffective drug avoided » Caregiver has
* Less pain better grasp of
* Faster recovery prognosis
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In fact, there are gray areas.

Full work up for A.L.S. (no treatment

foriit)
- Breast implants post mastectomy
(CMS NCD) — what medical

- HIV viral load is an accepted “function of the organ” is being
surrogate biomarker. restored?
- Complete pathological response - Cataract surgery (is being able to
= no further ChemoTx read or watch tv a “medical
benefit?” )
- Psychotherapy for mental illness
(anxiety)

* Biomarkers :

 Survival * Diagnosis (per se)
* Imaging * Unnecessary surgery avoided * Value of knowing

* More effective drug chosen * Ability to plan

* Ineffective drug avoided * Caregiver has

* Less pain better grasp of

Faster recovery prognosis
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A word on RCTs for Outcomes
in Diagnostics

1. Generally VERY inefficient when pivoted on the diagnostic

— E.g. 100 patients with conventional care, 100 patients get Herceptist.

e 20 patients are Her2neu positive, 10 respond to Herceptin, and 90
patients in both arms have the SAME outcome, washing out effect

e Similarly: Warfarin genetics, only top and bottom 10% impact outcomes

2. Ethics
— Pre-RCT data may be 80% or 85% convincing

3. Can’t do “ideal” study — no double blind trial (ridiculous)
4. Poor intellectual property boundaries (re-use of IP)
— Say: Four companies make allergen IgE tests

— Payors say not enough data - One company spends $20M on trials
— Probably will be extended to all four companies

or more like a “PET scanner”?
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* Test Value & Coverage * How we wish they
Negotiations Today were

70
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Playing the Right Game

Your test lacks
sufficient clinical
utility.

So...

So you need
more clinical
utility.

uinn MD Foley Hoag LLP © 2014
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Playing the Right Game

Your test lacks
sufficient clinical
utility.

So...

So you need
more clinical
utility.
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* | understand the value
proposition of your test (30% of
surgeries will be safely avoided),
but I’'m not convinced it will
happen.
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Playing the Right Game

 Your test lacks
sufficient clinical
utility.

* So...

* So you need
more clinical
utility.
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* | understand the value
proposition of your test (30% of
surgeries will be safely avoided),
but I’'m not convinced it will
happen.

* I’'m uncertain because of A,B,C.

* This could be addressed by
A,B,C. oo

DDDIiIi




Payors and
Vision

Lack of

Foresight

Diagnostics
Value is Hard

Messaging

Pricing:
Indirect Costs

Better
Tech. Assess.
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|.P. versus

Commodities




Payors and

Vision 2% of costs drive

70% of decisions

Lack of Messaging

Foresight

Pricing:
Indirect Costs

Diagnostics
Value is Hard

Better
Tech. Assess.

|.P. versus

Commodities

75

Bruce Quinn MD Foley Hoag LLP © 2014



Payors and
Vision

Lack of
Foresight

Diagnostics
Value is Hard
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Messaging

Pricing:
Indirect Costs

Better
Tech. Assess.

|.P. versus

Commodities

2% of costs drive
70% of decisions

Uh, yes, but?

Could still be over
priced
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Payors and
Vision

Lack of
Foresight

Diagnostics
Value is Hard
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Messaging

Pricing:
Indirect Costs

Better
Tech. Assess.

|.P. versus
Commodities

2% of costs drive
70% of decisions

Llh, yes, but?

Ccluld still be over
priced

World without
diagnostics
collapses

Can’t see what you
kill in the cradle




Payors and

Vision 2% of costs drive
70% of decisions

Lack of Messaging
Foresight

o Ccjuld still be over
Diagnostics Pricing: priced

Value is Hard Indirect Costs

World without
diagnostics collapses

Better c " "
an’t see what you ki
Tech. Assess. in the cradle

Prostate cancer is a S10B
|.P. versus problem. 90% of the problem

Commodities would be fixed by better Dx.
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Payors and
Vision

Foresight

Diagnostics Pricing: Not 30% for
Value is Hard Indirect Costs MDX!!

Avalere studies
for us?

Better

|.P. versus

Commodities
79
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Payors and
Vision

Lack of Messaging

Foresight

Diagnostics
Value is Hard

Pricing:

Indirect Costs

Better PMC/BIO work
Tech. Assess. going on

|.P. versus
Commodities
80

Bruce Quinn MD Foley Hoag LLP © 2014



Payors and
Vision

Lack of
Foresight

Messaging No margin
Nno mMission

Pricing:
Indirect Costs

Diagnostics
Value is Hard

Better
Tech. Assess.

|.P. versus

Commodities

81

Bruce Quinn MD Foley Hoag LLP © 2014



Payors and
Vision

Lack of

Foresight

Diagnostics
Value is Hard

Messaging

Pricing:
Indirect Costs

Better
Tech. Assess.
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|.P. versus

Commodities

No margin
Nno mMission

No R&D
without ROI
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Bruce

Payors and
Vision

Lack of

Foresight

Diagnostics
Value is Hard

Messaging

Pricing:
Indirect Costs

Better
Tech. Assess.

Quinn MD Foley Hoag LLP © 2014

|.P. versus

Commodities

No margin
Nno mMission

No R&D
without ROI

CLIA-Plus
vs FDA Lite
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Bottom Line

* Payors can learn to encourage innovation in
the right ways
* |f we assessed clinical utility better, we could

argue valuation better

— We have to get better valuation, ergo, we have to
assess clinical utility better

* The stakeholder system has to encompass
commercial payers, Medicare, Medicaid in a
more rational way
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THANK YOU

FOLEY
HOAG ..

Driving Business Advantage
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ACLA
American

-
< Clinical Laborato
(ll] Ginical Laboratory

Bruce Quinn MD PhD
Foley Hoag LLP

bquinn@foleyhoag.com
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The Ascent of Reimbursement

We have to We have to write a
document clinical validity. dossier.
Clinical Utility is
If we have a code, We have to have demonstrated to
They have to pay it. KOLs send letters.

impact patient care.
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