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== Clinical Practice Guidelines

Quality Health Care

Quality of health care is the degree to
which health services for individuals and
populations increase the likelihood of
desired outcomes and are consistent with
current professional knowledge.

Institute of Medicine, 1990



Clinical Practice Guidelines

Systematically developed statements to assist
practitioner and patient decisions about
appropriate health care for specific clinical

circumstances.

Institute of Medicine, 1990
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Rationale for Guidelines

* Evidence evaluated and recommendations made
by experts

* Objective, explicit decision making process

* Minimize variation in care

* Provide standard of care for quality of care
assessment

* Payers can assess appropriateness of care

e Educational instruments

© NCCN All rights reserved.
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Characteristics of high quality guideline
development process

* Explicit process

* Evidence-based when possible

* Level of evidence identified for each recommendation
* Multidisciplinary panel

* Expert panelists

* Conflicts of interest managed

* Updated frequently

* Logical and follow though processes of users

* Supporting documentation provided

© NCCN All rights reserved.



Evidence-based Consensus Allows

Comprehensive Guidelines

Evidence-based guideline

—

Continuum of disease and patient care

Evidence-based consensus guideline

High-level evidence exists

Gaps in evidence filled with expert consensus

© NCCN All rights reserved.



NCCN Guidelines®

Standard for clinical care and policy in oncology in United
States

48 multidisciplinary panels with 25-30 experts per panel

Estimated 21,000+ hours volunteered by Guidelines Panel
Members in 2013

59 NCCN Clinical Practice Guidelines in Oncology (NCCN
Guidelines®) with 163 algorithms updated continuously

Widely available free of charge on the Internet
Basis for insurance coverage policy and quality evaluation

© NCCN All rights reserved.
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NCCN Process: Identification of
Discussion ltems

e Staff literature search for clinical trials reports
* NCCN institutional review

* Panel member review

 Patient advocacy review

* Pharmaceutical industry and payor requests

« Community oncology requests

* Individual recommendations

© NCCN All rights reserved.



«o &z Panel Member Responsibilities

 Manage institutional reviews of guidelines

* Prepare for and participate in panel meetings

e Review draft guidelines

* Participate in development of derivative products
* Respond to availability polls

e Complete COIl disclosures semi-annually

— Clinical trials participation disclosed but not counted
against SS thresholds

— Limits for panel participation: $20,000 from one source,
$50,000 aggregate from all sources

— Panel member, spouse, domestic partner, dependents

© NCCN All rights reserved.
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National
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NCCN Guidelines™
About the NCCH Guidelines™

HCCH Guidelines User System
(GUS™)

Recent Updates to NCCN
Guidelines™

HCCH Categories of Evidence
and Consensus

HCCH Guidelines™ Steering
Committee

Submission Request to the
NCCN Guidelines Panels

Submission Request History

HCCH Guidelines Panels -
Meeting Schedule

Permissions Requests

End User License Agreement
NCCN Compendium™

NCCN Templates™

NCCN Mobile Applications

International Adaptations and
Translations.

NCCH Flash Updates™

On-line Catalog

JNCCN — The Journal of the
National Comprehensive Cancer
Network

NCCN Disclosure Policies &
Potential Confiicts of Interest

Upcoming Events

CME/CE Programs.

s™ & | Educati

ional Events & | NCCN Research & Business
Programs Resourc

NCCN Guidelines™ & Clinical Resources

Submission Request to the NCCN
Guidelines Panels

Please the

Name:
Company/Crganization,
Address:

FPhone:

E-mail:

Date of request.

NCCN Guidelines Panel:

Guidelines for Submissions:

+ A panel will consider scientific data including, but not limited to, reports of
published trials that would be useful in evaluating therapies for inclusion in a
quideline. These data may refer to either FDA approved or off label
indications for drugs, biologics, diagnostics, procedures, or devices used
for cancer prevention, detection, treatment, or supportive care.

* A cover letter 2 pages) should v the
and include the ing inf ion:

o

Request for NCCN Guidelines Panel to consider review of data for a
specific indication

o

Specific changes recommended within the NCCN Guidelines. (one
sentence)

o

Statement of whether the submitted use is or is not FDA approved for
that indication

o

Rationale for recommended change. (one sentence)

o

Citation of terature support and complste articles supporting
recommended change.

Information must be submitted electronically.
Downlioad a PDF of a sample submission

Please e-mail one copy of the material to the submissions@nccn.org with
“Submission Requsst” in the subject line.

About NCCN | Subscriptions & Products

Network®

For Patients

EdE-mail Eprint YrMark A A Size

£ sHAre B EE=

Quick Links

|Climc\ans j
NCCH Guidslines™ - FREE

NCCN Compendium™

NCCHN Templates™

Educational Events

CME/CE Programs

Upcoming Events

NCCH 2011 Congress Series: Breast
Cancer and 2010 San Antonio Breast
Cancer Symposium Review - Chicago, TL
(2/5/2011)

NCCN Guidelines Update Webinar
Series™: Prostate Cancer - On-line
(2/15/2011)

2011 NCCN Pharmacy Program: Best
Practices in Oncology Pharmacy
Management™ - Hollywood, FL
(3/0/2011)

more

[ A B T~

Institutional Review: Each
panel member is responsible
for submitting guideline to the
disease team at his/her
institution

Submissions from community
sites, industry, payers, and the
advocacy community:

— Data submitted to the NCCN

(not to individual panel
members)

— Quality of data very important
Panels review and interpret

the data using their expert
judgment

© NCCN All rights reserved.



NCCN Guidelines®

Annual Meeting and Update Process

PRE-MEETING

*|dentification of new issues
- Panel chair and members, institutional review, staff, industry, others

*Assignment of issue to specific panelist(s) in advance
*Agenda is circulated in advance of the meeting

AT MEETING

*Disclosure of conflicts of interest

*Formal presentation of evidence by panelist(s) and recommendation
*Discussion by panel

*Decision regarding potential modification

POST-MEETING
*Generation of modified Guideline and supporting documentation
*Dissemination of Guideline

© NCCN All rights reserved.
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Network
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Review, $ l
including
relevant. Panel Meeting/ __ gg\(,:ierS;?g —p Panel Chair __ Panel
supporting teleconference Update Review Review
data
¢ Qutside T
Submissions
4 o« FDA Approval
e Significant scientific
publication or 4
presentation Publication

Monitoring and Review of literature <

Concurrent development and production of Discussion, Compendium and
Chemotherapy Order Templates



Critical Analysis of Data

NCCN Categories of Evidence
— 1, 2A, 2B, 3
* Quality of evidence

— Meta analysis/systematic review, RCTs, nonRCTs,
clinical experience

* Extent of evidence

— Extensive, less extensive, little, clinical experience
* Consistency of evidence

— Highly consistent, single trial, variable data

© NCCN All rights reserved.
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Categories of Evidence and Consensus

e (Category 1: Based upon high-level evidence, there is uniform
NCCN consensus (>85%) that the intervention is appropriate.

e Category 2A: Based upon lower-level evidence, there is
uniform NCCN consensus (>85%) that the intervention is
appropriate.

 Category 2B: Based upon lower-level evidence, there is
NCCN consensus (50-85%) that the intervention is
appropriate.

* (Category 3: Based upon any level of evidence, there is major
NCCN disagreement (at least 3 institutions on each side) that
the intervention is appropriate.

All recommendations are category 2A unless otherwise noted.

© NCCN All rights reserved.
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Preliminary Data
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Minimization of Bias

Large number of panel members

Multidisciplinary (e.g., med onc, radiation, surgery,
nursing, others) membership

Geographic diversity
Different philosophical views represented
Institutional review

External review and input: submissions,
conferences/symposia, international

Formal declaration of potential conflicts: verbal/written

© NCCN All rights reserved.



B NCCN Guidelines

NCCN Clinical Practice Guidelines
Multidisciplinary Panels

Medical oncology
Surgery/Surgical oncology
Radiation oncology
Hematology/Hematology oncology
Bone Marrow Transplantation
Urology
Neurology/neuro-oncology
Gynecologic oncology
Otolaryngology
Orthopedics/orthopedic oncology
Pathology

Dermatology

Internal medicine
Gastroenterology

Endocrinology

Diagnostic Radiology
Interventional Radiology

© NCCN All rights reserved.

Nursing

Cancer genetics
Psychiatry, psychology
Pulmonary medicine
Pharmacology/Pharmacy
Infectious diseases
Allergy/immunology
Anesthesiology
Cardiology

Geriatric medicine
Epidemiology

Patient advocacy
Palliative, Pain management
Pastoral care

Oncology social work



3 | NCCN Guidelines®

Conflict of Interest Disclosure

No industry or any other interest group funds are used to
support panel meetings

No industry representatives allowed at meetings

Individual panel members disclose conflicts of interest at
semi-annually

Financial conflicts of interest published for individuals on
NCCN.org

Members are excused from deliberations when degree of
conflict warrants

Members with substantial COIl are excluded from panels

© NCCN All rights reserved.
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National

EC" NCCN Transparency Procedures

Networ

— Requests for changes in recommendations for drugs and
biologics to a guideline are available to the public for a
period of not less than 5 years

— Alisting of all evidence reviewed or considered

— Alisting of all individuals who have substantively
participated in the review

— Minutes and voting records of meetings for the review and
disposition

— Direct or indirect financial relationships that exist between
individuals or the spouse or minor child of individuals who
have substantively participated

© NCCN All rights reserved.
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Transparency Documents
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Danpsumab - Submitted by Amgen on 12721/2010
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Capecitabine (Colon Cancer) - SUDMItt=d by Gensntech an 672011
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Dissemination of Guidelines

 Algorithms always published with supporting
documentation (manuscript)

« Available free of charge via internet
(www.nccn.org)

« Released on flash drives

« Published in INCCN periodically

« Have been translated into multiple languages,
including Japanese, Chinese, Spanish

« Selectively available in patient-oriented
versions.

© NCCN All rights reserved.
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2013 Top 10 Guideline Views

500,000 480,017
400,000
292,335 286,816
100,000 285,792
207,059
200,000 165,607
129,235 118,195 116,461 114,216
100,000
0 | |
é’ \/
K @
& © (’o ob
o
D
‘z\Q/

© NCCN All rights reserved.



Ql;l!

IEJI

c\_—

Virtual Library of NCCN Guidelines®

Access the Complete Library, including
International Editions and Translations

Commnensive  Virtual Library of the NCCN Clinical Practice
NN Guidelines in Oncology (NCCN Guidelines®)
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Virtual Library of NCCN Guidelines®

On December 13, 2013, NCCN launched the Virtual Library of NCCN
Guidelines® Free App formatted for iPhone and Android Smartphone in
addition to the already existing tablet applications, which was launched in

September, 2012 Lo . . *
More Than One Million Guideline Downloads
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719,198
700,000

600,000

500,000

435,514

400,000

300,000

200,000

100,000

0

Smartphone Tablet Computer  «via mobile device

since the App was
launched in
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TOP TEN COUNTRIES: 2013

United States
Spain

Italy

Japan

Brazil

China

India

Canada
South Korea
Mexico

© NCCN All rights reserve
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78,304



I NCCN Drugs & Biologics

Compendium i
NCCN Chemotherapy. (NCCN Compendium®) !
Order Templates N%CN Blogark%rs
(NCCN Templates®) ompendium

A
CONGRESS SERIE

NCCN Clinical
Practice Guidelines R ——
in Oncology
(NCCN Guidelines®)

education.nccn.org

Virtual Library
of NCCN
Guidelines®

Cancer de Mama

ANNUAL CONFERENCE:

New Cermury Hesits

CareCore ,  DNAdirect

© NCCN Al rights reserved.




3 | NCCN Guidelines

Guideline Value Leveraged for
Derivative Products

NCCN Drugs and Biologics Compendium®

NCCN Biomarkers Compendium®

Licensed to multiple IT organizations for use in
computer-based systems

NCCN Guidelines for Patients®



“=% NCCN Compendiume

« Based directly on NCCN Guidelines
« 228 agents used in cancer care

« NCCN Compendium lists both FDA-
approved uses and appropriate uses beyond
the FDA-approved label

« Recognized as an authoritative reference for
oncology coverage policy

« Used by health care professionals to
determine coverage of drugs
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NCCN Drugs & Biologics Compendium (NCCN

Compendium®)
Click here 1o subecribs &3 the NCCH Compsndlum*

Based directly on the MCCN Clinlcal Practice Guldelings In Oncology (MCCH Guldelines®), the NCCN
Drugs & Blologhes Compendium (NCCN Compendium®) contains authoriathve, sclentifcally darved
Information deskgned o suppart deciskon-making about e appropriate wse of drugs and bhalogics In
patlents with cancer.

The NCCH Comgandiume Is recognized by public and private Insurers allke, Including, but not imiied t
he Centars for Medicare and Madicald Sarvices (CMS) and UnedHealthcars a5 an authariative
referance for ancology coverage pollcy. Managed care medical direciors, phammacy benefie direciors, and
ather health care professlonals aleo reference the NCCN Compendium when making deslslans that Impact
patient accaes 1o approprate therapy. The uses Identified are based upon evaluation of evidence fram
sClantific Marature Integrated with exper jJudgment In an avidence-basad process. Indicated uses ara
categorized In a sysiematic approach that describes the type of evidence avallable for and the degres of
CONEENEUE Underying each recommendation. All recommendations (at all category levels) In the
HCCH Compendium constifute appropriate, medically-necessary care. The MCCH Compendium lists
both FOA-approved useE and appropriale uses beyond the FDA-approved labal.

The NCCH Drugs & Blalogice Compandium [NCCH Compendum®) s copyrightad by the MCCH. Al fights
resenvad. MCCN canient may not be rapraducad In any farm for any purposs without the express written
penmission of the NCCN. P2rmissions Reguests Section

Follow us on: Biiﬁlﬂ
§ scanc

2aarch The Compendium
CCH Compendium Chapters for Treatment of Cancer by St
CCH Compendium Chapters for Detection, Prevention, & Risk Reduction of Cancer

CCH Compendium Chapters for Supportive Care

Table of Contents
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NCCN Compendiume
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NCCN Templates®

Helps clinicians administer
regimens and agents in the
NCCN Guidelines and
Compendium safely and
effectively

References NCCN
Guidelines and relevant
studies

Includes emetic risk and FN
risk from NCCN Guidelines,
monitoring and cautions etc

NCCN currently has 1041
posted templates

NCCN is developing
electronic-facing interface

- - Pr— - Jr— ramor PR —
b BRE8ID
:.‘lllll.l'lrl,'lli.'lhl'.'l‘ NCCN Templa‘te-sw
m—p Breast Cancer
i Dose-Dense AC (DOXOrubicin/Cyclophosphamide)
followed by Dose-Dense PACLItaxel + Trastuzumab

Dose-Dense PACLItaxe! + Trastuzumab Course

page1a0r3
INDHCATION: REFERENCES: HCCH SUPPORTIVE CARE:
HERZ positve, Menaduvant or 1. MOCH Guideines® for Brepst 1. Emesic Risk: Day 1 Low, Trshoumab
Corcer. V1008 Mdlinimai
% DargC etal J OO Oncol J008;0¢ | 2 Pever Newtronends Srskc High (o
ezt FACLT only]
S~y CyOiE for & CyTies
= PACU| 175 mgisl’ IV over 3 ours on Day
Wiy fo compiste § wesks of frestzumal

mgikg I ower S0 minuies on Day 107 Week 1 folowed by
mgkg K over 3 minuies weekly beginning with Wees 2

Fodowed by
Z4-gay qpie o complefe 52 weeks fofal of rashoumab

= Trashmamab & mgig I over 30— 50 minuies every 21 days beginning wih Week 5
This course ko 4 oyoles of Doce-Dencs FACLEane] and 52 weels of ieehoumab.
This oouse ks mmmummmmmmmmm
Finaca won Crder Tempiate ER:2E1a for the docs-denca AL (DK
SUPPORTIVE CARE
Eramedications

. PACL s nequires preedication for hypersansthiy

= H; antsgonict

Farmotidine 20 mg PO 30 — 60 minubes pre-FAC e
oR

Ranidine 50 mg Vor 150 mg PO 30 — 80 minubes pre-SAC )
oR

Cimesdine 300 mg RFC 30—50 minutes pre-PACL s

ANDY

Diphenhydramine 125 — 50 mg MPO 30— 60 mirubes pre-PACLRzes
AND

o

Dexamethasone 20 mg PO y 12 and & hours pre-PACL Eaed
oR

Dexymethasone 20 mg IV 30 minutes pre-SACL e

Template confinued on page 2
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NCCN Biomarkers Compendium™

Launched December 1, 2012

Goal: To ensure access to appropriate testing as recommended
by NCCN Guidelines

|dentify the utility of a biomarker to screen, diagnose, monitor,
or provide predictive or prognostic information

Use broad definition

|dentify biomarkers that affect treatment decisions and can
divide patients into clinically relevant subgroups

Consider the biologic activity not the specific test
Widespread availability of reliable testing

© NCCN All rights reserved.



NCCN Biomarkers Compendium™

Test Detects Number of Number of unique

Recommendations | entities (gene
symbols,
rearrangements,
translocations, etc

Protein/Protein Expression 558 112
(includes flow/IHC)

Translocation 105 64
Mutation 87 36
Chromosome deletion, 50

abnormality, trisomy, inversion,
complex alteration, etc.!

Gene rearrangements 40 10
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Network®

Print=d by Joan MeClure on 5/25/2014 2:26:47 PM. For personal us only. Mat approy
Mational Comprehensive Canoer

Watioral
Comprehensive 5 i ® The NOCN BIOMETKErs COMpenaiumE IE copyright=d by tha Netw]
Cance NCCN Biomarkers Compendium _ _
Bletwork® About the NCCN Biomarkers Compendium®
OPTIO
Use the drop-down menus fo search the database: Select fields to display:
Guidaline- |Non-SmaII Cell Lung Cancer (NSCLC) v.1.2014 [w] [ specific Indication [ Test Furpoze
Dicease: I_ Please choose one — [ Test [J when to Test
[ chromasome [ Guideline Page with Recommendation
Molecular Abnermality: |— Flease cheose one — [+] O Test Detects O Motes
Gene Symbol: |AL|{ [ O methodology [ Display All Columns

O Specimen Types
Show All Records Reset Filters = Print g ready for print

Search: | [+]

I -~ S - | -
Description Abnormality Of Evidence Climical Decision

Bystemic therapy for metasiatic disease: Adenocarcinoma, Large Cell, NSCLC not othenwise specified (NOS)

= ALK testing (category 1)
Mon-Small Cell Lung C: SC ALK | ALK 1
u on-=me ng Cancer (NSELC) HE0S RarEngEman EGFR #/- ALK testing should be conducted as part of muliiplex’ next generation sequencing

Systemic therapy for metastatic disease: Squamous cell carcinoma.
O Man-Small Cell Lung Cancer (MSCLC) ALK gens rearrangemsant ALK 24 =Consider EGFR mutation and ALK testing especially in never smokers or small biopsy specimens, or mixed histology
-EGFR+/- ALK testing should be conducted as part of multipless'nest-generation sequencing

iCancer Neswark, Inc. Pllnqrhlsu'\md.ellﬂd.ﬂlemﬂmnummﬁmm:llmm herein may not b= reproduced I any form without the express weiten permission of NCCAL mzmmmﬁmﬁumdemummmm
I.rrFBapachdhlﬂthd:mﬂdmtnndtd_lmrmrthmeommtmlrummn]dhuldmjmmsbdﬂrmwpc&mmmnrl-nuh'nu't_

[Tha NODA Bamarksrs Compandiums Iy the Mstionsl Dompr
j=imied use and indication for blormarker t=sting. Any dinlcian se=king f= apply or consult the NOCN Blomearksss, Compend|




NCCN Informatics Collaborations

Active Health

Advocate Healthcare
CareCore National, LLC
Computer Sciences Corporation
Corporate Care Management
DK Pierce & Associates, Inc.
DNA Direct

Epocrates

eviti

Equicare Health

Genospace

Hines

IBM Watson

Interlink

inVentiv

Ion

Magellan Health

McKesson Health Solutions
McKesson Specialty Health
New Century Health
Oncology Analytics

On Q Health

Optum

Patients with Power

Prime Therapeutics
Presence Health

Rush University Medical Center
Skyscape
UnitedHealthCare

Zynx Health Inc.
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NATIONAL COMPREHENSIVE CANCER NETWORK

NFOUNDATION® -

NCCN Guidelines for Patients®

NCCN Guidelines for Patients® - Multiple Cancer Types Available




NATIONAL COMPREHENSIVE CANCER NETWORK

o FOUNDATION® NCCN Guidelines for Patients®

2013 Total Page Views on NCCN.org/.com
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3 | NCCN Guidelines

NCCN Process: Identification of
Discussion ltems

e Staff literature search for clinical trials reports
* NCCN institutional review

* Panel member review

 Patient advocacy review

* Pharmaceutical industry and payor requests

« Community oncology requests

* Individual recommendations

© NCCN All rights reserved.



3 | NCCN Guidelines

Evidence-based consensus process for development
Multidisciplinary panels

Multiple sources of input of information to be
considered

Conflicts of interest tightly managed
Make recommendations across the continuum of care
Continuously updated

Define the standard of cancer care and coverage within
the USA

Basis of multiple NCCN programs and initiatives

© NCCN All rights reserved.



