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National Comprehensive Cancer Network, Inc.

End User License Agreement for the NCCN Clinical Practice Guidelines
in Oncology™

This End User License Agreement (the "Agreement") is an agreement between you and
the National Comprehensive Cancer Network, Inc. ("NCCN") for access to and use of the
electronic version of the Complete Library of NCCN Clinical Practice Guidelines in
Oncology™, which, together with any updates, are referred to collectively as the
“Guidelines”, the NCCN Drugs and Biologics Compendium™, which together with any
updates, are referred to collectively as the “Compendium”, and the NCCN Chemotherapy
Order Templates™, which, together with any updates, are referred to collectively as the
"Templates" and provided to you on the NCCN website (the “website"), through which
you have accessed this document. BY CLICKING ON THE "I AGREE" BUTTON BELOW,
YOU AGREE TO BE BOUND BY THE TERMS AND CONDITIONS OF THIS LICENSE
AGREEMENT. IF YOU DO NOT AGREE WITH THE TERMS OF THIS LICENSE AGREEMENT,
DO NOT VIEW, ACCESS, OR USE THE TEMPLATES.

1. Grant of License. NCCN hereby grants to you a non-transferable, non-exclusive, limited
license to access and use the Guidelines, the Compendium, and/or the Templates subject to the
terms set forth in this License Agreement.

2. Proprietary Rights. You acknowledge that, as between you and NCCN, NCCN is the owner
of all right, title and interest in and to the Guidelines, the Compendium, and/or the Templates,
including, without limitation, all copyrights, trademarks, goodwill, derivative works, and other
intellectual property and proprietary rights related thereto. Except for the limited rights expressly
enumerated herein, you are not granted any rights relating to copyrights, trade names,
trademarks (whether registered or unregistered) or any other rights, franchises or licenses with
respect to the Guidelines, the Compendium, and/or the Templates or NCCN. You hereby agree
that you shall not at any time dispute, challenge, or contest, directly or indirectly, NCCN's right,
title and interest in and to the Templates, or assist or aid others to do so.

3. Restrictions on Use. A) Complete Library of NCCN Clinical Practice Guidelines in
Oncology™ and NCCN Drugs and Biologics Compendium™.

You may not copy, transfer, reproduce, or create derivative works from, any part of the
Guidelines or the Compendium for any reason. You may make and retain file copies of
“Insubstantial Portions” of the Guidelines or the Compendium solely for your internal purposes.
“Insubstantial Portions” means a quantity of data from the Guidelines or the Compendium that
would not reasonably substitute for a comprehensive copy of the Guidelines or the Compendium
and would not prejudice or diminish NCCN's advantage in licensing the Guidelines or the
Compendium for commercial gain. Notwithstanding the foregoing, you may include Insubstantial
Portions of the Guidelines or the Compendium in materials prepared in the ordinary course of
your business for re-distribution in connection with the delivery of your principal services. Any
such materials shall cite NCCN as the source of the Guidelines or the Compendium and provide
notice of NCCN's copyrights and other proprietary rights, as follows: © National Comprehensive
Cancer Network, Inc. 2009. NCCN and NATIONAL COMPREHENSIVE CANCER NETWORK
are registered trademarks of National Comprehensive Cancer Network, Inc. You shall provide
NCCN with examples of re-distributed materials including any portion of the Guidelines or the
Compendium upon NCCN's reasonable request, but shall not be required to provide confidential
information to NCCN. You agree to immediately cease any such re-distribution on receipt of

notice from NCCN that, in NCCN's reasonable judgment, such re-distribution involves more than
an Insubstantial Portion of the Compendium or Guidelines or is otherwise in violation of this
Agreement.

B) NCCN Chemotherapy Order Templates™

You may use the Templates to guide your treatment decisions if you are a clinician. You may
reproduce the Templates in paper media only, to use verbatim in your institution to facilitate
others in making treatment decisions. At all times and for all purposes, the Templates may only
be used in the context of clinicians exercising independent medical or professional judgment and
may not be relied upon as an order. You are expected to use the Templates in making treatment
choices and decisions within the scope of your professional license. Except as explicitly
provided for in this provision, you may not copy, transfer, reproduce, edit or create derivative
works from the Templates. You may not at any time claim, assert, represent, state or imply that
any Template which you have altered in any way, without limitation, is derived from, based on,
related to or arises out of the NCCN Templates. You shall provide NCCN with examples of re-
distributed materials of any kind including any portion of the Templates upon NCCN's reasonable
request. You agree to immediately cease any such re-distribution on receipt of notice from
NCCN that, in NCCN's reasonable judgment, such re-distribution is otherwise in violation of this
Agreement.

4. Limited Warranty; Disclaimers; Limitation of Damages.

A) The Guidelines are a statement of consensus of the authors regarding their views of currently
accepted approaches to treatment. Any clinician seeking to apply or consult the Guidelines is
expected to use independent medical judgment in the context of individual clinical circumstances
to determine any patient's care or treatment.

The recommendations regarding the uses and indications in the Compendium have been
derived directly from the Guidelines. The Compendium neither represents an all-inclusive listing
of every drug and biologic nor every appropriate use and indication for drugs and biologics. The
listing of drugs and biologics in the Compendium is limited in consideration to a discussion of the
uses of drugs and biologics in cancer care. NCCN considers clinical trials participation to be
appropriate care. Any clinician seeking to apply or consult the Compendium is expected to use
independent medical judgment in the context of individual clinical circumstances to determine
any patient's care or treatment.

B) The Templates are peer reviewed statements of consensus of their authors derived from the
Guidelines for the conditions the Templates address. A template does not constitute an order.
Any clinician seeking to treat a patient using any template is expected to use independent
medical judgment in the context of individual clinical circumstances of a specific patient's care or
treatment. NCCN makes no representations or warranties and explicitly disclaims the
appropriateness or applicability of the Template to any specific patient's care or treatment. The
Templates are an adjunct to the Guidelines and the Compendium. The Templates should be
used in conjunction with the Guidelines and the Compendium. This collection of Templates is not
exhaustive and does not necessarily represent the full spectrum of care or treatment options
described in the Guidelines or the Compendium. The Templates do not necessarily include all
appropriate combinations of drugs or biologics for the treatment of cancer. The Templates are
updated at NCCN's discretion to reflect updates and changes in the Guidelines and the
Compendium. The most updated versions of the Templates are available through the NCCN
website. NCCN has no obligation to advise you of any updates nor does NCCN have any
obligation to update the Templates at any time for any reason.

Continued on next page
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C) NCCN MAKES NO WARRANTIES CONCERNING THE GUIDELINES, THE COMPENDIUM,
AND/OR THE TEMPLATES OR ANY ELECTRONIC DELIVERY MEDIA SUPPLIED BY NCCN,
WHICH ARE PROVIDED "AS IS." NCCN DISCLAIMS ALL WARRANTIES, EXPRESS OR
IMPLIED INCLUDING, WITHOUT LIMITATION, THE IMPLIED WARRANTIES OF
MERCHANTABILITY AND FITNESS FOR A PARTICULAR PURPOSE. NCCN DOES NOT
WARRANT THE ACCURACY, CURRENCY APPROPRIATENESS, APPLICABILITY OR
COMPLETENESS OF THE TEMPLATES OR OF ANY PARTICULAR TEMPLATE OR MAKE ANY
REPRESENTATION REGARDING THE USE OR THE RESULTS OF THE USE OF ANY
TEMPLATE IN TREATMENT. NCCN DOES NOT WARRANT THE ACCURACY, CURRENCY
APPROPRIATENESS, APPLICABILITY OR COMPLETENESS OF THE GUIDELINES, THE
COMPENDIUM, AND/OR THE TEMPLATES, NOR OF ANY PARTICULAR GUIDELINE OR
TEMPLATE, NOR DOES NCCN MAKE ANY REPRESENTATION REGARDING THE USE OR
THE RESULTS OF THE USE OF ANY GUIDELINE OR THE COMPENDIUM, OR ANY
TEMPLATE IN TREATMENT.

IN NO EVENT SHALL NCCN OR ITS MEMBERS BE LIABLE FOR ANY DAMAGES OF ANY
KIND INCLUDING INCIDENTAL, INDIRECT, SPECIAL, PUNITIVE OR CONSEQUENTIAL
DAMAGES ARISING OUT OF OR IN CONNECTION WITH THE LICENSE GRANTED UNDER
THIS AGREEMENT OR USE OF THE GUIDELINES, THE COMPENDIUM, AND/OR THE
TEMPLATES INCLUDING, WITHOUT LIMITATION, LOSS OF LIFE, LOSS OF DATA, LOSS OF
INCOME OR PROFIT, OR OTHER LOSSES SUSTAINED AS A RESULT OF INJURY TO ANY
PERSON, OR LOSS OR DAMAGE TO PROPERTY, OR CLAIMS OF THIRD PARTIES, EVEN IF
NCCN HAS BEEN ADVISED OF THE POSSIBILITY OF SUCH DAMAGES.

SOME JURISDICTIONS DO NOT ALLOW THE LIMITATION OF IMPLIED WARRANTIES OR
LIABILITY FOR INCIDENTAL, INDIRECT, SPECIAL, PUNITIVE OR CONSEQUENTIAL
DAMAGES, SO THE ABOVE LIMITATIONS MAY NOT APPLY.

FOR ANY CLAIM YOU MAY HAVE AGAINST NCCN UNDER THIS AGREEMENT, YOUR
EXCLUSIVE REMEDY AND NCCN'S ENTIRE LIABILITY SHALL BE TO PROVIDE
REPLACEMENT TEMPLATES TO YOU.

5. Trademarks. NCCN and the NATIONAL COMPREHENSIVE CANCER NETWORK are
trademarks (the "Marks") of the National Comprehensive Cancer Network, Inc. and nothing in this
Agreement shall constitute a license with respect to such trademarks. You shall not use the Marks
or any confusingly similar Marks for any purpose, including, without limitation, for purposes of
marketing or promoting your services, without the prior written approval of NCCN, which approval
may be withheld in NCCN's sole discretion. Each approved use of the Marks shall require the
independent written approval of NCCN.

6. Registration. To access the website version of the Guidelines, the Compendium, and/or the
Templates, you are required to register. If registration is requested, you agree to provide NCCN
with accurate, complete registration information. It is your responsibility to inform NCCN of any
changes to that information. Each registration is for a single person only, unless specifically
designated otherwise on the registration page. You agree not to permit (a) any other person to use
the registered sections under your name; or (b) multiple users of a network access through a
single name. You are responsible for preventing such unauthorized use.

7. Updates and Corrections. NCCN has no obligation to notify you of updates to the Guidelines,
the Compendium, and/or the Templates, amendments or corrections to them, nor does NCCN
represent or warrant that the website, the Guidelines, the Compendium, or the Templates are or
will be error-free, free of viruses or other harmful components, or that errors or defects will be
corrected. NCCN hereby reserves the right make improvements and/or changes to the website, its
content, features, functionality and/or to the Guidelines, the Compendium, and/or the Templates at
any time without notice.

8. Modification of License Agreement. NCCN reserves the right to change the terms of this
Agreement at any time. Updated versions of this Agreement will appear on this website or that
portion of the website containing the web version of the Guidelines, the Compendium, and/or the
Templates, and are effective immediately. You are responsible for regularly reviewing this
Agreement. Continued use of any updated version of the Guidelines, the Compendium, and/or the
Templates after any such changes constitutes your agreement to be bound by such changes.

9. Remedies for Violation. NCCN reserves the right to seek all remedies available at law and in
equity for violations of this License Agreement, including but not limited to the right to block access
from updated electronic versions of the Guidelines, the Compendium, and/or the Templates.

10. General. This Agreement contains the entire agreement between NCCN and you relating to its
subject matter. Except as otherwise explicitly provided for in section 8, no amendment, change, or
modification of this Agreement shall be binding on either party unless mutually agreed to by the
parties in writing. If any provision of this Agreement is held to be invalid or unenforceable by a
court of competent jurisdiction, the validity and enforceability of the remaining provisions shall not
be affected thereby. This Agreement will be governed by and construed in accordance with the
laws of the Commonwealth of Pennsylvania without giving any effect to the conflict of law
provisions thereof, and each party agrees to submit to personal jurisdiction in the federal and state
courts of Pennsylvania and waives any objection to venues in said courts. This Agreement will not
be governed by the United Nations Conventions of Contracts for the International Sale of goods,
the application of which is expressly excluded. You agree that the Guidelines, the Compendium,
and/or the Templates will not be shipped, transferred or exported into any country or used in any
manner prohibited by the United States Export Administration Act, or any other export laws,
restrictions. This Agreement will terminate automatically upon failure by you to comply with its
terms.

BY ACCESSING THE DATA CONTAINED IN THIS PDF, YOU ACKNOWLEDGE THAT YOU

HAVE READ THIS AGREEMENT, UNDERSTAND IT, AND AGREE TO BE BOUND BY ITS
TERMS AND CONDITIONS.

Click Here to Continue
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Clinical Practice Guidelines in
Oncology, please click here

Staging

Clinical Trials: The NCCN
believes that the best management
for any cancer patient is in a clinical
trial. Participation in clinical trials is
especially encouraged.

NCCN Categories of Evidence and
Consensus: All recommendations
are Category 2A unless otherwise
specified. See NCCN Categories of
Evidence and Consensus

Click here to find a clinical
trial at an NCCN Center

These guidelines are a statement of evidence and consensus of the authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult these guidelines is expected to use independent medical judgment in the context of individual clinical circumstances
to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no representations or warranties of any kind,
regarding their content use or application and disclaims any responsibility for their application or use in any way. These guidelines are copyrighted by
National Comprehensive Cancer Network. All rights reserved. These guidelines and the illustrations herein may not be reproduced in any form without
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Life expectancy?
<5yand
asymptomatic

*DRE

e PSA

¢ Gleason
primary and
secondary
grade

Life expectancy?
>5yor
symptomatic

Preferred treatment for any therapy
is approved clinical trial.

INITIAL PROSTATE INITIAL CLINICAL
CANCER DIAGNOSIS ASSESSMENT

@See Principles of Life Expectancy (PROS-A).

STAGING WORKUP RECURRENCE RISK

(TNM staging refers to 2002 Classification)

No further workup
or treatment until
symptoms except
for high risk patient?

Bone scan if T1-T2
and PSA > 20 ng/mL
or

Gleason score > 8
or

T3, T4 or symptomatic

Pelvic CT or MRI if T3,
T4 or T1-T2 and
nomogram indicated
probability of lymph

node involvement > 20%

All others; no

Clinically Localized:

Very low:

eT1a

e Gleason score <6

—> | e PSA <10 ng/mL

e Fewer than 3 biopsy
cores positive, < 50%

v

cancer in each core See Initial
e PSA density — [Therapy
<0.15 ng/mL PROS-2
Low:
¢T1-T2a

e Gleason score 2-6

¢ PSA <10 ng/mL

Intermediate: €

v

additional imaging

bIn selected patients where complications such as hydronephrosis or metastasis can be expected within 5y,
androgen deprivation therapy (ADT) or radiation therapy (RT) may be considered. High risk factors include E: Any T, N1
bulky T3-T4 disease or Gleason score 8-10.

CPatients with multiple adverse factors may be shifted into the next higher risk group.

e T2b-T2c or See Initial
| e Gleason score 7 or |~ |Therapy
e PSA 10-20 ng/mL PROS-3
—, Suspicious __, Consider__ High:¢
nodes biopsy eT3aor
L, | e Gleason score 8-10
or
* PSA > 20 ng/mL See Initial
> Locally Advanced: — | Therapy
|, [ Very high: PROS-4
T3b-T4
Metastatic:

Any T, Any N, M1

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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RECURRENCE RISK

Clinically Localized:

Very low:d

¢T1-T2a

e Gleason score <6

e PSA <10 ng/mL

e Fewer than 3 biopsy
cores positive, < 50%
cancer in each core

¢ PSA density
<0.15 ng/mL/g

Low:

¢T1-T2a

e Gleason score 2-6
¢ PSA <10 ng/mL

Practice Guidelines

in Oncology — v.1.2010 PrOState Cancer Prostate Cancer Table of Contents
EXPECTED INITIAL THERAPY
PATIENT
SURVIVAL?2

—> <20y—>

<10y—

>10y

aSee Principles of Life Expectancy (PROS-A).

dThe Panel remains concerned about the problems of over-treatment related to the

Active surveillance (category 2B)¢®
« PSA as often as every 6 mo
« DRE as often as every 12 mo

Active surveillance®
« PSA as often as every 6 mo
« DRE as often as every 12 mo

v

Active surveillance®

« PSA as often as every 6 mo

« DRE as often as every 12 mo

« Repeat prostate biopsy as often as every 12 mo

v

RTf(3D-CRT/IMRT with daily IGRT or brachytherapy)

Progressive diseaseh
See Initial Clinical
Assessment (PROS-1)

Observe
Radical prostatectomy9

or
* pelvic lymph node dissection if predicted RTf
probability of lymph node metastasis > 2%

Lymph node metastasis:
Observe
or

Androgen deprivation therapy!

fSee Principles of Radiation Therapy (PROS-C).

increased diagnosis of early prostate cancer from PSA testing (see NCCN 9See Principles of Surgery (PROS-D).

Prostate Early Detection Guidelines v1.2010). Active surveillance is preferred for "Criteria for progression are not well defined and require physician judgement;
however, a change in risk group strongly implies disease progression.

this subset of patients.

€Active surveillance involves actively monitoring the course of disease with the

expectation to intervene if the cancer progresses See Principles of Active _extracapsular extension or detectable PSA.
JSee Principles of Androgen Deprivation Therapy (PROS-E).

Surveillance (PROS-B).

Adverse pathologic features:|

»
»

See

Monitoring
(PROS-5)

i Adverse pathologic features include: positive margins, seminal vesicle invasion,

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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® . . .
NCCN m%c;f&?g‘;;ole\l,'qezsm 0 PrOState Cancer Prostate Cancer Table of Contents

RECURRENCE RISK EXPECTED INITIAL THERAPY

PATIENT
Clinically Localized: SURVIVAL?2

Active surveillance®
« PSA as often as every 6 mo
+ DRE as often every 12 mo

, Progressive disease
See Initial Clinical Assessment (PROS-1)

RTf(3D-CRT/IMRT with daily IGRT)  short-term

<10y neoadjuvant/concomitant/adjuvant ADT (4-6 mo)] — > See Monitoring (PROS-5)
* brachytherapy)
Adverse pathologic features:!
Intermediate: ¥ Observe
¢ T2b-T2c or or .
¢ Gleason score 7 or Radical prostatectomy9 + pelvic lymph RT o
« PSA 10-20 ng/mL node dissection if predicted probability —» See Monitoring
of lymph node metastasis > 2% Lymph node metastasis: (PROS-5)
Observe
or )
>10 yk Androgen deprivation therapy!

RTf(3D-CRT/IMRT with daily IGRT % short-term
neoadjuvant/concomitant/adjuvant ADT (4-6 mo)

— > See Monitoring (PROS-5)
* brachytherapy)

aSee Principles of Life Expectancy (PROS-A).

CPatients with multiple adverse factors may be shifted into the next higher risk group.

€Active surveillance involves actively monitoring the course of disease with the expectation to iAdverse pathologic features include: positive margins, seminal vesicle
intervene if the cancer progresses. See Principles of Active Surveillance (PROS-B). invasion, extracapsular extension or detectable PSA.

fSee Principles of Radiation Therapy (PROS-C). iSee Principles of Androgen Deprivation Therapy (PROS-E).

9See Principles of Surgery (PROS-D). kKActive surveillance of intermediate and high risk clinically localized
hCriteria for progression are not well defined and require physician judgement; however, a cancers is not recommended in patients with life expectancy > 10
change in risk group strongly implies disease progression. years (category 1).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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RECURRENCE INITIAL THERAPY ADJUVANT THERAPY
RISK
High: ¢ RTf(3D-CRTIIMR_T with IGRT) (c_ategory_ 1) + _, See Monitoring (PROS-5)
gh: long-term neoadjuvant/concomitant/adjuvant . .
e T3a or ADT (2-3 y)i Adverse pathologic features:! See
i Undetectable P
) Séi?:%ljm or >|or * oO:oservatlon PSA — | Monitoring
(PROS-5)
*«PSA>20 . . *RTf
ng/mL Radical prostatectomy9 + pelvic lymph node
dissection (selected patients with no fixation) Lymph node metastasis: See Salvage
e ADTI Detectable PSA™ | Therapy
or (PROS-6)
¢ Observation
RTf(3D-CRT/IMRT with IGRT) + long-term ) _» See Monitoring (PROS-5)
neoadjuvant/concomitant/adjuvant ADT (2-3y)/ )
(category 1) Adverse pathologic features:!
¢ Ob ti See
servation Undetectable .
Locally or or PSA — | Monitoring
(PROS-5)
Advanced| | |Radical prostatectomy9+ pelvic lymph node *RTf
igh: dissection (selected patients: with no fixation
¥§E{-&'gh' ! fon ( patl W ixation) Lymph node metastasis:
or ¢ ':PTJ Detectable PSA—
ADTI -+ See Monitoring (PROS-5) . See Salvage
¢ Observation Thera
) _ (PROS-6)
Metastatic: ADTI
]
Any T, N1 RTf(3D-CRT/IMRT with IGRT) + short-term _ o
neoadjuvant/concomitant/adjuvant ADT (4-6 mo)} —+ See Monitoring (PROS-5)

Any T, .
AnyN,M1 —_* ADT!

cPatients with multiple adverse factors may be shifted into the next higher risk group  Adverse pathologic features include: positive margins, seminal vesicle
fSee Principles of Radiation Therapy (PROS-C). _invasion, extracapsular extension or detectable PSA.

9See Principles of Surgery (PROS-D). ISee Principles of Androgen Deprivation Therapy (PROS-E).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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INITIAL MANAGEMENT MONITORING RECURRENCE
OR PATHOLOGY
Failure of PSA to fall to > .
undectable levels See Primary
Post-radical —, | Salvage
prostatectomy Therapy
Detectable PSA that increases (PROS-6)
on 2 subsequent measurements

e PSA every 6-12 mo for 5y,
Initial-definitive therapy — | then every year

* DRE every year See Primary

Salvage
Therapy
(PROS-7)

Rising PSA!
Post-RT —— |or —>
Positive DRE

_ Physical exam (including
" DRE) + PSA every 3-6 mo

N1 or M1

See
Disseminated » | Systemic

Therapy

(PROS-8)

IRTOG-ASTRO (Radiation Therapy Oncology Group - American Society for Therapeutic Radiology and Oncology) Phoenix Consensus - (1) PSA rise by 2 ng/ml or more
above the nadir PSA is the standard definition for biochemical failure after EBRT with or without HT; (2) the date of failure is determined "at call" (not backdated). They
recommended that investigators be allowed to use the ASTRO Consensus Definition after EBRT alone (with no hormonal therapy) with strict adherence to guidelines as
to "adequate follow-up" to avoid the artifacts resulting from short follow-up. For example, if the median follow-up is 5 years, control rates at 3 years should be cited.
Retaining a strict version of the ASTRO definition allows comparison with a large existing body of literature.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 1.2010, 12/23/09 © 2009 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN. PROS-5
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POST-RADICAL PROSTATECTOMY RECURRENCE

PRIMARY SALVAGE THERAPY

SALVAGE WORKUP
RTf+
; djuvant/concomitant/
Failure of PSA Studies negative neoa -
to fall to for metastagses —> |adjuvant ADT!
undetectable or .
* Bone Scan Observation
* CT/MRI ]
> |+ . See Systemic
+ Erscgltj:Scint Progression Therapy (PROS-8)
PSA detectable * Biopsy .
i . i ADT!
and rising on 2 or Studies positive ___, or .
more subsequent for metastases - .
determinations Observation

fSee Principles of Radiation Therapy (PROS-C).
JSee Principles of Androgen Deprivation Therapy (PROS-E).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

PROS-6
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Candidate for local

therapy:

¢ Original clinical stage
T1-T2, NX or NO

o Life expectancy > 10y

¢ PSA now <10 ng/mL

Not a candidate
for local therapy

SALVAGE WORKUP

Biopsy

Bone scan

+ Abd/pelvic CT/MRI
+ Endorectal MRI

* ProstaScint

+ PSADT

Biopsy positive,
studies negative
for metastases

Biopsy negative,
studies negative |—>
for metastases

Studies positive

PRIMARY SALVAGE THERAPY

Observation

or

Radical prostatectomy9
or

Cryosurgery

or

Brachytherapyf

Observation

or

ADT!

or

Clinical trial

or

More aggressive workup
for local recurrence (eg,
repeat biopsy, MR
spectroscopy,
endorectal MRI)

— Progression

for metastases

v

fSee Principles of Radiation Therapy (PROS-C).
9See Principles of Surgery (PROS-D).

iSee Principles of Androgen Deprivation Therapy (PROS-E).

Observation
or
ADTI

»

See

Systemic
Therapy
(PROS-8)

IRTOG-ASTRO (Radiation Therapy Oncology Group - American Society for Therapeutic Radiology and Oncology) Phoenix Consensus - (1) PSA rise by 2 ng/ml or
more above the nadir PSA is the standard definition for biochemical failure after EBRT with or without HT; (2) the date of failure is determined "at call" (not backdated).
They recommended that investigators be allowed to use the ASTRO Consensus Definition after EBRT alone (with no hormonal therapy) with strict adherence to
guidelines as to "adequate follow-up" to avoid the artifacts resulting from short follow-up. For example, if the median follow-up is 5 years, control rates at 3 years
should be cited. Retaining a strict version of the ASTRO definition allows comparison with a large existing body of literature.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 1.2010, 12/23/09 © 2009 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN.
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SYSTEMIC THERAPY SYSTEMIC SALVAGE THERAPY
St“di‘?s See Systemic Salvage Therapy
negative for | __, | f5; Castration-Recurrent
metastases Prostate Cancer (PROS-9)
Orchiectomy —— Relapse™ ——
or
ADT nai LHRH agonist
naive alone
(MO or M1) > | antiand > -
antiandrogen > |, pojohgem > See Systemic
7 d to prevent Not neuroendocrine Salvage Therapy for
]Efasr?Stem"e (with or without small | —» |Castration-
cell features) Recurrent Prostate
or Cancer (PROS-9)
Studies c id
LHRH agonist - positive for |—> RSl
+ antiandrogen—> Relapse™ ——| | ctases opsy
Neuroendocrine g:splatinletoposide“
(with or without |, Carboplatin/etoposide"
small cell or
features) Docetaxel-based regimen"

MAssure castrate level of testosterone.
N See Principles of Chemotherapy (PROS-F).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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SYSTEMIC SALVAGE THERAPY FOR CASTRATION-RECURRENT PROSTATE CANCER

e Clinical trial (preferred)
¢ Observation

¢ Antiandrogen withdrawal (if on combination
androgen blockade) , PSArelapse or Follow

Studies negative
for metastases

v

» Antiandrogen
» Adrenal enzyme inhibitor
» Estrogen therapy

e Docetaxel every 3 week and steroids (category 1)
¢ Other docetaxel regimen

e Secondary ADT o _
» Antiandrogen Clinical trial
Studies positive ,| > Adenal enzyme inhibitor or
for metaztases » Estrogen therapy — | Salvage chemotherapy

or

Mitoxantrone + steroids (category 1, for quality of .
* ( gory 9 y Best supportive care

life but not survival)®

¢ Palliative RT or radionucleide for symptomatic bone
metastases

¢ Bisphosphonates for patients with bone metastases

OFor patients who cannot tolerate docetaxel-based regimens.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 1.2010, 12/23/09 © 2009 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN.
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PRINCIPLES OF LIFE EXPECTANCY ESTIMATION

e Life expectancy estimation is critical to informed decision-making in prostate cancer early detection and treatment.
o Estimation of life expectancy is possible for groups of men but challenging for individuals.

e Life expectancy can be estimated using the Social Security Administration tables (www.ssa.gov/OACT/STATS/table4c6.html)

o Life expectancy can then be adjusted using the clinicians assessment of overall health as follows:
» Best quartile of health - add 50%
» Worst quartile of health - subtract 50%
» Middle two quartiles of health - no adjustment

e Example of 5-year increments of age are reproduced from NCCN Senior Adult Oncology Guidelines for life expectacy
estimation.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 1.2010, 12/23/09 © 2009 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN.
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PRINCIPLES OF ACTIVE SURVEILLANCE

e The NCCN Prostate Cancer Guideline Panel and the NCCN Prostate Cancer Early Detection Panel (see NCCN Prostate Early Detection
Guidelines v1.2010) remains concerned about over-diagnosis and over-treatment of prostate cancer. The Panel recommends that
patients and their physicians consider active surveillance based on careful consideration of the patient’s prostate cancer risk profile,
age and health by the patient and all his physicians (urologist, radiation oncologist, medical oncologist, primary care physician).

¢ Active surveillance is usually appropriate for men with very low risk prostate when life expectancy < 20 y or men with low risk
prostate cancer when life expectancy < 10 y. See Recurrence Risk Criteria (PROS-2)

¢ Active surveillance involves actively monitoring the course of disease with the expectation to intervene if the cancer progresses

¢ Patients with clinically localized cancers who are candidates for definitive treatment and choose active surveillance should have
regular follow up. Follow up should be more rigorous in younger men than older men. Follow up should include:

» PSA as often as every 3 mo but at least every 6 mo
» DRE as often as every 6 mo but at least every 12 mo
» Needle biopsy of the prostate may be repeated within 6 mo of diagnosis if initial biopsy was < 10 cores or assessment discordant
(eg, palpable tumor contralateral to side of positive biopsy)
» Needle biopsy may be performed within 18 mo if initial biopsy > 10 cores
e Cancer progression may have occurred if:
» Primary Gleason grade 4 or 5 cancer is found upon repeat prostate biopsy
» Prostate cancer is found in a greater number of prostate biopsies or occupies a greater extent of prostate biopsies
» PSA doubling time <3y
¢ A repeat prostate biopsy is indicated for signs of disease progression by exam or PSA
¢ Advantages of active surveillance:
» Avoid possible side effects of definitive therapy that may be unnecessary
» Quality of life/normal activities retained
» Risk of unnecessary treatment of small, indolent cancers reduced
¢ Disadvantages of active surveillance:
» Chance of missed opportunity for cure
» Risk of progression and/or metastases

Subsequent treatment may be more complex with increased side effects

Nerve sparing may be more difficult, which may reduce chance of potency preservation after surgery

Increased anxiety

Requires frequent medical exams and periodic biopsies

Uncertain long-term natural history of prostate cancer

v

vyVYyVvYyy

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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PRINCIPLES OF RADIATION THERAPY

External Beam Radiotherapy:

¢ 3D conformal and IMRT (intensity modulated radiation therapy) techniques should be employed. Image guided radiation therapy (IGRT) is
required if dose > 78 Gy.

e Doses of 75.6-79 Gy in conventional 36-41 fractions to the prostate (* seminal vesicles for part of the therapy) are appropriate for patients
with low-risk cancers. For patients with intermediate- or high-risk disease, doses between 78-80+ Gy provide improved PSA-assessed
disease control.

e Patients with high-risk cancers are candidates for pelvic lymph node irradiation and the addition of neoadjuvant/concomitant/adjuvant ADT
for a total of 2-3 y (category 1).

¢ Patients with intermediate risk cancer may be considered for pelvic lymph node irradiation and 4-6 mo-neoadjuvant/concomitant/adjuvant
ADT.

e Patients with low risk cancer should not receive pelvic lymph node irradiation or ADT.

e The accuracy of treatment should be improved by attention to daily prostate localization, with techniques such as IGRT using CT, ultrasound
implanted fiducials, electromagnetic targeting/tracking, or an endorectal balloon to improve oncologic cure rates and reduce side effects.

¢ Evidence supports offering adjuvant/salvage RT in all men with adverse pathologic features or detectable PSA and no evidence of
disseminated disease.

Brachytherapy:

e Permanent brachytherapy as monotherapy is indicated for patients with low-risk cancers. For intermediate-risk cancers consider combining
brachytherapy with EBRT (40-50 Gy) * 4-6 mo neoadjuvant/comcomittant/adjuvant ADT. Patients with high-risk cancers are generally
considered poor candidates for permanent brachytherapy; however, with the addition of EBRT and ADT, it may be effective in some patients.

¢ Patients with a very large prostate or very small prostate, symptoms of bladder outlet obstruction (high IPSS), or a previous transurethral
resection of the prostate (TURP) are more difficult to implant and may suffer increased risk of side effects. Neoadjuvant androgen
deprivation therapy may be used to shrink the prostate to an acceptable size.

e Post-implant dosimetry should be performed to document the quality of the implant.

e The recommended prescribed doses for monotherapy are 145 Gy for 125-lodine and 125 Gy for 103-Palladium. The corresponding boost
dose after 40-50 Gy EBRT are 110 Gy and 100 Gy, respectively. In addition, high dose rate (HDR) brachytherapy can be used in combination
instead of lower dose.

Palliative Radiotherapy:
¢ 800 cGy as a single dose should be used instead of 3000 cGy in 10 fractions for non-vertebral metastases.
e Widespread bone metastases can be palliated using strontium 89 or samarium 153.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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PRINCIPLES OF SURGERY

Pelvic Lymph Node Dissection (PLND):

¢ An extended PLND will discover metastases approximately twice as often as a limited PLND. Extended PLND provides more complete
staging and may cure some men with microscopic metastases therefore, an extended PLND is preferred when PLND is performed.

¢ An extended PLND includes removal of all node-bearing tissue from an area bounded by the external iliac vein anteriorly, the pelvic sidewall
laterally, the bladder wall medially, the floor of the pelvis posteriorly, Cooper's ligament distally, and the internal iliac artery proximally.

¢ A PLND can be excluded in patients with < 2% predicated probability of nodal metastases by nomograms, although some patients with
lymph node metastases will be missed.

¢ PLND can be performed using an open, laparoscopic or robotic technique.

Radical Prostatectomy:

¢ RP is appropriate therapy for any patient with clinically localized prostate cancer that can be completely excised surgically, who has a life
expectancy of 10 years or more and no serious co-morbid conditions that would contraindicate an elective operation.

¢ High volume surgeons in high volume centers generally provide better outcomes.

e Laparoscopic and robot-assisted radical prostatectomy are used commonly. In experienced hands, the results of these approaches appear
comparable to open surgical approaches.

e Blood loss can be substantial with radical prostatectomy but can be reduced by careful control of periprostatic vessels.

e Urinary incontinence can be reduced by preservation of urethral length beyond the apex of the prostate and avoiding damage to the distal
sphincter mechanism. Bladder neck preservation may decrease the risk of incontinence. Anastomotic strictures increase the risk of long-
term incontinence.

e Recovery of erectile function is directly related to age at radical prostatectomy, preoperative erectile function and the degree of preservation
of the cavernous nerves. Replacement of resected nerves with nerve grafts has not been shown beneficial. Early restoration of erections
may improve late recovery.

e Salvage radical prostatectomy is an option for highly selected patients with local recurrence after EBRT, brachytherapy, or cryotherapy in the
absence of metastases, but the morbidity (incontinence, loss of erection, anastomotic stricture) is high.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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PRINCIPLES OF ANDROGEN DEPRIVATION THERAPY ADT (page 1 of 2)
ADT for Clinically Localized Disease

e Neoadjuvant ADT for radical prostatectomy is strongly discouraged.

¢ Giving ADT before, during and/or after radiation prolongs survival in selected radiation managed patients.

¢ Studies of short-term (4-6 mo) and long-term (2-3 y) neoadjuvant ADT all have used complete androgen blockade. Whether the addition of an
antiandrogen is necessary will require further studies.

e Adjuvant ADT given after completion of primary treatment is not a standard treatment at this time with the exception of selected high risk
patients treated with radiation therapy (See PROS-3). Low volume, high grade prostate cancer may warrant adjuvant ADT for 4-6 mo but 2-3 y
may be considered.

¢ In the largest randomized trial to date using antiandrogen bicalutamide alone at high dose (150 mgs), there were indications of a delay in
recurrence of disease but no improvement in survival. Longer follow-up is needed

¢ In one randomized trial, immediate and continuous use of ADT in men with positive nodes following radical prostatectomy resulted in
significantly improved overall survival compared to men who received delayed ADT. Therefore, such patients should be considered for
immediate ADT.

e The side effects of continuous ADT increase with the duration of treatment.

Timing of ADT for Advanced Disease (PSA recurrence or metastatic disease)

¢ The timing of ADT for patients whose only evidence of cancer is a rising PSA is influenced by PSA velocity, patient anxiety, and the short
and long-term side effects of ADT.

¢ A significant proportion of these patients will ultimately die of their disease; their prognosis is best approximated by the absolute level of
PSA, the rate of change in the PSA level (PSA “doubling time”), and the initial stage, grade, and PSA level at the time of definitive therapy.

e Earlier ADT may be better than delayed ADT, although the definitions of early and late (what level of PSA) are controversial. Since the benefit
of early ADT is not clear, treatment should be individualized until definitive studies are done. Patients with an elevated PSA (> 50 ng/mL)
and/or a shorter PSA doubling time (or a rapid PSA velocity) and an otherwise long life expectancy should be encouraged to consider ADT
earlier.

¢ Treatment should begin immediately in the presence of tumor-related symptoms or overt metastases (category 1). Earlier ADT will delay the
appearance of symptoms and of metastases, but it is not clear whether earlier ADT will prolong survival. The complications of long-term
ADT have not been adequately documented.

Optimal ADT

¢ LHRH agonist (medical castration) and bilateral orchiectomy (surgical castration) are equally effective.

e Combined androgen blockade (medical or surgical castration combined with an antiandrogen) provides no proven benefit over castration
alone in patients with metastatic disease.

¢ Antiandrogen therapy should precede or be co-administered with LHRH agonist and be continued in combination for at least 7 days for
patients with overt metastases who are at risk of developing symptoms associated with the flare in testosterone with initial LHRH agonist

alone. Continued on next page

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

PROS-E
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PRINCIPLES OF ANDROGEN DEPRIVATION THERAPY ADT (page 2 of 2)

o Antiandrogen monotherapy appears to be less effective than medical or surgical castration and should not be recommended. The side
effects are different but overall less tolerable.

¢ No clinical data support the use of triple androgen blockade (finasteride or dutasteride with combined androgen blockade).

¢ Intermittent ADT may reduce side effects without altering survival compared to continuous ADT but the long term efficacy of intermittent
ADT remains unproven.

¢ Patients who do not achieve adequate suppression of serum testosterone (less than 50 ng/mL) with medical or surgical castration can be
considered for additional hormonal manipulations (with estrogen, antiandrogens, or steroids), although the clinical benefit is not clear.

Secondary Hormonal Therapy

e The androgen receptor remains active in patients whose prostate cancer has recurred during ADT (castration-recurrent prostate cancer);
thus, ADT should be continued.

¢ A variety of strategies can be employed if initial ADT has failed which may afford clinical benefit, including antiandrogen withdrawal, and
administration of antiandrogens, ketoconazole, or estrogens; however, none of these has yet been demonstrated to prolong survival in
randomized clinical trials.

Monitor/Surveillance

¢ ADT has a variety of adverse effects including osteoporosis, greater incidence of clinical fractures, obesity, insulin resistance, alterations in
lipids, and greater risk for diabetes and cardiovascular disease. Patients and their medical providers should be advised about these risks
prior to treatment.

¢ Screening and treatment for osteoporosis are advised according to guidelines for the general population from the National Osteoporosis
Foundation (www.nof.org). The National Osteoporosis Foundation guidelines include recommendations for (1) supplemental calcium (1200
mg daily) and vitamin D3 (800-1000 IU daily) for all men over age 50 y and (2) additional treatment for men when the 10 y probability of hip
fracture is > 3% or the 10 y probability of a major osteoporosis-related fracture is > 20%. Fracture risk can be assessed using the recently
released algorithm called FRAX® by the World Health Organization (www.shef.ac.uk/FRAX/index.htm). ADT should be considered
“secondary osteoporosis” using the FRAX® algorithm.

e Zoledronic acid (4 mg IV annually) and alendronate (70 mg PO weekly) increase bone mineral density, a surrogate for fracture risk, during
ADT for prostate cancer. Treatment with either zoledronic acid or alendronate is recommended when the absolute fracture risk warrants
drug therapy.

¢ Screening for and intervention to prevent/treat diabetes and cardiovascular disease are recommended in men receiving ADT. These medical
conditions are common in older men and it remains uncertain whether strategies for screening, prevention, and treatment of diabetes and
cardiovascular disease in men receiving ADT should differ from the general population.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

PROS-E
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PRINCIPLES OF CHEMOTHERAPY

¢ Patients with advanced prostate cancer should be encouraged to participate in clinical trials and referred early to a medical oncologist.

¢ Systemic chemotherapy should be reserved for patients with castration-recurrent metastatic prostate cancer except when studied in
clinical trials.

e Based upon Phase lll data, every 3-week docetaxel and prednisone is the preferred first-line chemotherapy treatment. Alternative regimens
include every 3-week docetaxel and estramustine, weekly docetaxel and prednisone and every 3-week mitoxantrone and prednisone.

¢ Docetaxel-based regimens have been shown to confer a survival benefit in two phase lll studies:
» SWOG 9916 compared docetaxel plus estramustine to mitoxantrone plus prednisone. Median survival for the docetaxel arm was 17

months vs. 15.6 months for the mitoxantrone arm (p=.01).1
» TAX 327 compared two docetaxel schedules (weekly and every 3 weeks) to mitoxantrone and prednisone. Median survival for the every 3
week docetaxel arm was 19.2 months vs. 16.3 months for the mitoxantrone arm (p=.009).2

¢ Only regimens utilizing docetaxel on an every 3 week schedule demonstrated beneficial impact on survival . The duration of therapy
should be based on the assessment of benefit and toxicities. In the pivotal trials establishing survival advantage of docetaxel-based
chemotherapy, patients received up to 10 cycles of treatment if no progression and no prohibitive toxicities were noted.

¢ Rising PSA should not be used as the sole criteria for progression Assesment of response should incorporate clinical and radiographic
criteria.

¢ Patients who failed taxotere chemotherapy should be encouraged to participate in clinical trials. Mitoxantrone has limited activity in that
setting and no chemotherapy regimen to date has demonstared improved on survival or quality of life. For patients who have not
demonstrated definitive evidence of progression on prior docetaxel therapy, retreatment with this agent can be attempted.

¢ In men with castration-recurrent prostate cancer and bone metastases, zoledronic acid every 3-4 weeks is recommended to prevent
disease-related skeletal complications, which include pathological fractures, spinal cord compression, and the need for surgery or
radiation therapy to bone. Treatment should be initiated at reduced dose in men with impaired renal function (estimated creatinine
clearance 30-60 mL/min) and is not recommended for men with baseline creatinine clearance < 30 mL/min.

¢ The optimal duration of zoledronic acid in in men with castration-recurrent prostate cancer is undefined.

¢ Clinical trials are in progress to define the potential role of zoledronic acid in men with androgen-stimulated prostate cancer and bone
metastases.

1 Petrylak DP, Tangen CM, Hussain MH, et al. Docetaxel and estramustine compared with mitoxantrone and prednisone for advanced refractory prostate cancer. N Engl
J Med 2004; 351: 1513-1520.

2 Tannock IF, de Wit R, Berry WR, et al. Docetaxel plus prednisone or mitoxantrone plus prednisone for advanced prostate cancer. N Engl J Med 2004; vol. 351; 1502-
1512.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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Prostate Cancer

Staging
Table 1 Pathologic(pT)
2002 American Joint Committee on Cancer (AJCC) pT2* Organ confined
TNM Staging System For Prostate Cancer pT2a Unilateral, involving one-half of one lobe or less
Primary Tumor (T) pT2b Unilateral, involving more than one-half of one lobe but
CIinica)I, not both lobes
TX Primary tumor cannot be assessed pT2c Bilateral dlsgase .
. . pT3 Extraprostatic extension
T0 No evidence of primary tumor T3a Ext tati tension™
T1 Clinically inapparent tumor neither palpable nor visible p_-a  txiraprosiatic extension
by imaging pT3b Semlpal vesicle invasion
T1a  Tumor incidental histologic finding in 5% or less of tissue pT4 Invasion of bladder, rectum
resected *Note: There is no pathologic T1 classification.
T1b  Tumor incidental histologic finding in more than 5% of **Note: Positive surgical margin should be indicated by an R1 descriptor

tissue resected
T1c  Tumor identified by needle biopsy (e.g., because of
elevated PSA)
T2 Tumor confined within the prostate*
T2a  Tumor involves one-half of one lobe or less

T2b  Tumor involves more than one-half of one lobe but not
both lobes
T2c Tumor involves both lobes
T3 Tumor extends through the prostatic capsule **

T3a  Extracapsular extension (unilateral or bilateral)
T3b  Tumor invades the seminal vesicle(s)
T4 Tumor is fixed or invades adjacent structures other than
seminal vesicles: bladder neck, external sphincter,
rectum, levator muscles, and/or pelvic wall

*Note:Tumor found in one or both lobes by needle biopsy, but not palpable
or reliably visible by imaging, is classified as T1c.

**Note: Invasion into the prostatic apex or into (but not beyond) the
prostatic capsule is not classified as T3, but as T2.

(residual microscopic disease).

Regional Lymph Nodes (N)

Clinical
NX Regional lymph nodes were not assessed
NO No regional lymph node metastasis
N1 Metastasis in regional lymph node(s)
Pathologic
PNX Regional nodes not sampled
pNO No positive regional nodes
pN1 Metastases in regional nodes(s)
Distant Metastasis (M)*
MX Distant metastasis cannot be assessed (not evaluated
by any modality)
MO No distant metastasis
M1 Distant metastasis
M1a Non-regional lymph node(s)

M1b Bone(s)

M1c Other site(s) with or without bone disease
*Note:When more than one site of metastasis is present, the most
advanced category is used. pMIc is most advanced. Continue
Version 1.2010, 12/23/09 © 2009 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN. ST-1
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Stage Grouping Used with the permission of the American Joint Committee on Cancer
Stage | T1a NO MO G1 (AJCC), Chicago, lllinois. The original and primary source for this
Stage Il T1a NO MO G2, 3-4 information is the AJCC Cancer Staging Manual, Sixth Edition (2002)
T1b NO MO Any G published by Springer-Verlag New York. (For more information, visit
T1c NO MO Any G www.cancerstaging.net.) Any citation or quotation of this material must be
T1 NO MO Anv G credited to the AJCC as its primary source. The inclusion of this information
y herein does not authorize any reuse or further distribution without the
T2 NO MO Any G expressed, written permission of Springer-Verlag New York, Inc., on behalf
Stage lll T3 NO MO Any G of the AJCC.
Stage IV T4 NO MO Any G

Any T N1 MO AnyG
Any T AnyN M1 Any G

Histopathologic Type

This classification applies to adenocarcinomas and squamous
carcinomas, but not to sarcoma or transitional cell carcinoma of the
prostate. Adjectives used to describe adenocarcinomas can include
mucinous, small cell, papillary, ductal, and neuroendocrine.
Transitional cell carcinoma of the prostate is classified as a urethral
tumor. There should be histologic confirmation of the disease.

Histopathologic Grade (G)

Gleason score is considered to the be the optimal method of

grading, because this method takes into account the inherent

heterogeneity of prostate cancer, and because it has been clearly

shown that this method is of great prognostic value. A primary and a

secondary pattern (the range of each if 1 — 5) are assigned and then

summed to yield a total score. Scores of 2 — 10 are thus possible. (If

a single focus of disease is seen, it should be reported as both

scores. For example, if a single focus of Gleason 3 disease is seen,

itis reported as 3 + 3.)

GX  Grade cannot be assessed

G1 Well differentiated (slight anaplasia) (Gleason 2—-4)

G2 Moderately differentiated (moderate anaplasia) (Gleason 5-6)

G3-4 Poorly differentiated or undifferentiated (marked anaplasia)
(Gleason 7-10)
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Discussion To view the most up-to-date discussion, click here.

NCCN Categories of Evidence and Consensus

Category 1: The recommendation is based on high-level evidence
(e.g. randomized controlled trials) and there is uniform NCCN
consensus.

Category 2A: The recommendation is based on lower-level evidence
and there is uniform NCCN consensus.

Category 2B: The recommendation is based on lower-level evidence
and there is nonuniform NCCN consensus (but no major
disagreement).

Category 3: The recommendation is based on any level of evidence
but reflects major disagreement.

All recommendations are category 2A unless otherwise noted.
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