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GLOBAL CANCER TRENDS (IARC)
HUMAN DEVELOPMENT INDEX (2008-2030)

Men Women Scenario-based prediction for 2030

Medium HighHDI Very high Medium HighHDI Very high
HDI HDI HDI HDI
Stomach -27% -2-6% -2-8% -1-9% -2:5% -2:5% 2-5% annval decrease in all HDI areas per year
Cervix uteri s - - -1-8% -12% -2:6% 2% annual decrease in all HDI areas per year
Lung -1-5% -13% -1-6% -0-5% 0-5% 1-8% 1% annual decrease in high HDI and very high HDI areas (men)
1% annual increase in high HDI and very high HDI areas (women)

Liver 0-1% 29 2-5% -0-4% 0-4% 2:1% Difficult to generalise, assume no change

Colorectum 1.5% -8% 0-6% 1-5% 1.8% 0-3% 1% annual increase in all HDI areas peryear

Breast = - - 2:1% 2:6% 1-6% 2% annval increase in all HDI areas peryear

Prostate 32% 4-4% - - - 3% annual increase in all HDI areas per year

« 12.7 million cases in 2008 predicted to rise to 22.2 million by 2030

« Reductions in Infection-related cancers are offset by increases In
cancers associated with reproductive, dietary and hormonal factors

Bray, et al, Lancet Oncol 13:790, 2012 o 2018 BHE], Al rghts reserved!
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GLOBAL BREAST CANCER BURDEN
INCIDENCE AND MORTALITY: 2015-2024

> Vlost common cancer among Women

< 19.7 million cases in next decade
< 10.6 million cases in less developed countries
< By 2020, over 1 million cases per year in LIMCs

> Most common cancer killer among women

< 5.8 million women will die in next decade
< 3.9 million deaths in less developed countries
< >1.5 million deaths premature and preventable

SOURCE: Globocan 2012 (|ARC) © 2016 BHGI. Al rights reserved.
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BREAST CANCER GLOBAL INCIDENCE

-
by TP

SOURCE: Globocan 2012 (|ARC) © 2016 BHGI. Al rights reserved.
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SOURCE: Globocan 2012 (|ARC) © 2016 BHGI. All rights reserved.
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CANCER CONTROL STRATEGIES

DISEASE-BASED APPROACH

EARLY
DETECTION

PRIMARY
PREVENTION

© 2016 BHGI. All rights reserved.
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CANCER CONTROL STRATEGIES
PRIMARY PREVENTION

Etiology Carcinogenicrisk factor Overall Risk reduction programs Key multisectoral partners Estimated

(associated PAF) PAF (%) cost-effectiveness
Infectious HPV (cervical cancer 18 Vaccinations Health care workers Very cost-effective
etiologies 90-100%)* Pharmaceutical companies

Hepatitis B and C (HCC Legislative bodies

77%)*

H. pylori (gastric cancer

75%)*
Behavioral Tobacco (30%)t 66 Tobacco cessation General population (health Very cost-effective
factors Obesity (20%)t Exercise programs literacy)

Diet (5%)t Public education and Legislative bodies

Alcohol (4%)t outreach Health care workers
Environmental Air pollution 4 Environmental regulations Legislative bodies Potentially cost-
factors Aflatoxins Business sector effective
Clinical Chemoprevention (such as N/A Insurance coverage for Health care workers Cost-effective
interventions tamoxifen, aspirin, correctly selected individuals  pharmaceutical companies

celecoxib, or finasteride) at elevated risk

General population
Surgical procedures

(such as prophylactic
mastectomy or prophylactic
oophorectomy)

llbawi, Science Trans Med, 7:278cm1, 2015 © 2016 BHGI. All rights reserved.
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CANCER CONTROL STRATEGIES
BREAST CANCER PREVENTION

Health behaviors associated
with reduced breast cancer risk

Prolonged lactation
Regular physical activity
Weight control

Avoid excess alcohol intake

Avoid prolonged use of exogenous hormones

o o Kk W D =

Avoid excessive radiation exposure

McTiernan, et al, Cancer, 113:2325, 2008 © 2016 BHGI. All rights reserved.
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CANCER CONTROL STRATEGIES
COMPREHENSIVE APPROACH

EARLY
DETECTION

© 2016 BHGI. All rights reserved.
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BHGI GUIDELINE DEVELOPMENT

> Comprehensive guidelines by selected expert panels

» Consensus opinions based on evidence review

> Publication of a) consensus and b) individual manuscripts

GUIDELINE DEVELOPMENT SUMMITS:
Global Summit 2002: Health Care Disparities
Global Summit 2005: Resource Stratification

GUIDELINE VALIDATION SUMMITS:
Global Summit 2007: Guideline Implementation
Global Summit 2010: Healthcare Delivery

Global Summit 2012: Supportive Care and QOL

© 2016 BHGI. All rights reserved.
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GLOBAL SUMMIT 2005 — BETHESDA
RESOURCE STRATIFICATION

» Basic level: Core resources or fundamental services necessary
for any breast health care system to function.

» Limited level: Second-tier resources or services that produce
major improvements in outcome such as survival.

» Enhanced level: Third-tier resources or services that are
optional but important, because they increase the number
and quality of therapeutic options and patient choice.

» Maximal level: Highest-level resources or services used in
some high resource countries that have lower priority on the
basis of extreme cost and/or impracticality.

© 2016 BHGI. All rights reserved.
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BHGI GUIDLINE TABLES

HEALTH CARE SYSTEMS

Level of
resources Patient and Family Education Human Resource Capacity Building
Basic
Limited
Organization of nafional volunteer network
Education regarding sunivorship Specialized nursing oncelogy training
Enhanced Lymphedema education Home care nursing
Education regarding home care Physiotherapist & lymphedema therapist
Or-site cytopathoiogist
. Organizstion of nafional medical bresst
Maximal
health groups
Levelof Local-Regional Treatment Systemic
resources RacsbonTherspy  Chemoinerspy  Endocrine Therspy  Bioiogleal Tharspy
Basic
Limited
" . Breast-
SLN biopsy using | gonserving
radiotracer} whole-breast Aromatsse | Trastuzumab '
Enhanced Bresst irradiation 35 nhibitors | reating HER.2/
reas i neu posiive
reconstruction | P resst LH-RH agonists diseasell
ey consening
therapyt
Growth factors
Maximal Dose-dense
chematherapy

Cancer;

EARLY DETECTION

DIAGNOSIS

Level of Level of
Patient Mavigation resources resources Clinical Imaging and Lab Tests Pathology
Basic
Basic
gy Limited
e
Limited
Eadaten Baracy
: Mammograhic scresning every 2 years in
Patent navigston fzam from each discip Reegionsl awaraness programs regarding Er e
supports patient"handof” curing key. ZNRPI  reast heaith linked to general heath and S
ransifions from specisiist o spacialstfo women's health programs Cansider mammographic sareening every ] BT Messurement of HER:Zieu
ensura completion of therapy 12-18 months in women ages 40-45 . Preoperaive needle ocalizat BT cuererpression or gene amplfeation§
anced o anler U
mammo andr US qidance Defermination of PR siatus by IHC.
N biopsy usig radicracert Cardise unction moniorng
Consider annual mammagraghic scresning in
] o women ages 40 and older i =
PO i::cnal swareness camosigns regarding FET san, Wl soan bresst ), | 0 SES e e o
breast health using media ‘Other imaging technologies as appropriate for [r— BRCA12 testing. = =
CiE et Mammogeaptic doube reading ST
Gene profing tests
ro Local-Regional Treatment Systemic rof Local-Regional Treatment Systemic Treatment {Adjuvant ar Neoadjuvant) - Local-Regional Treatment Systemic Treatment (Palliative)
resources sy T — resources L I — resources Ratiston Therapy _ Chemolnerapy _Endoerine Therapy _Supporive Tharapy
Basic Basic Basic
Limited Limited Limited
SLNblopsyusing | consaring e et
radiotracer 2 Aromatase | Trastuzumab for cansening Aromatase | Trastuzumab for e i
whole-breast 3 i whole-breast @ = ar combination Aramatase
Enhanced Breast irradiation a5 T e :ﬁm? Enhanced iradiation ac. ititors "f;u“‘:g:ﬁ?:’ Enhanced chemotherapy | NIES | Bisshosphontes
reconsiuion | Part of breast- LH-RHagonists | giseasel . F: r‘:::::‘- LH-RH agonists Trastuzumat
surgery therapy Lapatin
Growth factars.
Maximal Dose-gence Maximal Maximal Fuvesiant | Growth factors
chemaiherapy

8 suppl), 2008

© 2016 BHGI. All rights reserved.



A
A&’A meBreast Health Global Initiative

TREATMENT — LOCALLY ADVANCED

Lavelof Local-Regional Treatment Systemic Treatment (Adjuvant or Neoadjuvant)

resources Surgery Radiation Therapy Chemotherapy Endocrine Therapy Biological Therapy

Qophorectomy in
premenopausal women

Preoperative
chemotherapy with AC,
EC, FAC or CMF!

Modified radical
maslectomy
Tamoxifen®

Postmastectomy irradiation
of chest wall and regional
nodes”

Breast-conserving surgery | Breast-conserving whole- Aromatase inhibitors Trastuzumab for treating
Enhanced Breast reconstruction breast irradiation as part of Taxanes HER-2/neu positive
surgery breast-conserving therapy LH-RH agonists disease’

Growth factors
Dose-dense chemotherapy

Maximal

o)
)
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NCCN Framework for Resource Stratification of NCCN Guidelines
(NCCN Framework™)

Invasive Breast Cancer

Enhanced Resources

Version 3.2015
NCCN.org

NCCN
Framework for
Resource
Stratification of
NCCN
Guidelines

Version 32015, 050316 © Mational Comprehensive Cancer Metwork, Inc. 2018, All nights reserved. The MCCH Framework™, NCCN Guidelines®, and this Slustration may not be reproduced in any form without the express written permission of NCCN®.

NCCN Framework™
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Narional . . .
Comprehensive NCCN Guidelines Version 3.2013 NCCN Guidelines Index
IO Cancer Invasive Breast Cancer Breast Cancer TOC
Network? NCCN Framework™:][Enhanced Resources Discussion
LOCALLY ADVANCED INVASIVE BREAST CANCER (NON-INFLAMMATORY)
CLINICAL STAGE WORKUP
Stage llIA
T0, N2, MO » History and physical exam
T1,N2, M0 | — |. cBC, platelets
T2, N2, MO s Liver function tests and alkaline phosphatase
T3, N2, MO * Diagnostic bilateral mammogram; ultrasound as necessary
Stage IIIA patients * Pathology review?
with T3. N1. M0 » Determination of tumor ER/PR status and HER2 status®
disease. see BINV-1 » Genetic counseling if patient is at high risk for hereditary breast cancer®
« Breast MRI4 (optional), with special consideration for mammographically
occult tumors See Preoperative Systemic
Stage IIIB » Fertility counseling if premenopausal® ' Therapy (BINV-15
T4, NO, MO . . . . e
T4 N1. MO Cons'.lde}r systemic staging (particularly if signs and symptoms are
T e present):
T4, N2, MO * Chest diagnostic CT
Staae IIIC + Abdominal * pelvic diagnostic CT or MR
Ang T N3. MO « Bone scan or sodium fluoride PET/CTY (category 2B)
y LN + FDG PET/CTN (optional, category 2B)

9If FDG PET/CT is performed and clearly indicates bone metastasis, on both the PET

and CT component, bone scan or sodium fluonde PET/CT may not be needed.

AThe panel endorses the College of American Pathologists Protocol for pathology  "FDG PET/CT can be performed at the same time as diagnostic CT. The use of PET

reporting for all invasive and noninvasive carcinomas of the breast. or PET/CT scanning is not indicated in the staging of clinical stage |, Il, or operable

http://www.cap.org. Il breast cancer. FDG PET/CT is most helpful in situations where standard staging
bSee Principles of HER2 Testing (BINV-A). studies are equivocal or suspicious, especially in the setting of locally advanced or
CSee NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast and metastatic disease.

Ovarian. FDG PET/CT may also be helpful in identifying unsuspected regional nodal disease
dSee Principles of Dedicated Breast MRI Testing (BINV-B). and/or distant metastases in locally advanced breast cancer when used in addition
©See Fertility and Birth Control (BINV-C). to standard staging studies.

Mote: This is the NCCN Framework for Resource Stratification of NCCN Guidelines. For definitions of the NCCN Framework™, see page FR-1.
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 32015, 050316 & Mational Comprehensive Cancer Network, Inc. 2018, All nghts reserved. The NCCN Framework™, NCCN Guidelines®, and this Slusiration may not be reproduced in any form without the express. written permission of NCCN®. BI NV‘1 4
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National
Comprehensive

IO Cancer

NCCN Guidelines Version 3.2015

Invasive Breast Cancer

NCCN Guidelines Index

Breast Cancer TOC

Network? NCCN Framework™:|[Enhanced Resources Discussion
PREOPERATIVE SYSTEMIC THERAPY FOR LOCALLY ADVANCED INVASIVE BREAST CANCER (NON-INFLAMMATORY)
LOCOREGIONAL TREATMENT ADJUVANT TREATMENT
Total mastectomy + level I/l axillary
dissection + radiation therapy to chest * Complete planned chemotherapy
wall and infraclavicular and regimen course if not completed
supraclavicular nodes (plus internal preoperatively plus endocrine
mammary nodes if involved, strongly treatment if ER-positive and/or PR-
consider internal mammary nodes if not positive (sequential chemotherapy
Preoperative Response — | cjinjcally involved [category 2B]) + followed by endocrine therapy).
systemic delayed breast reconstruction” + Complete up to one year of
therapyg-hhi or trastuzumab therapy if HER2-
(endocrine therapy Consider lumpectomy™ + level l/ll positive (category 1). May be
alone may be axillary dissection + radiation therapy {> administered concurrently with
considered for preast ana InTraciavicuiar ana radiation therapy? and with See
receptor-positive supraclavicular nodes (plus internal endocrine therapy if indicated. aveillancef
. . mammary nodes if involved) Eollow.in
g::s;ﬁ:r:gpausal . y . Response - See above pathway F—W]
patients}k" Consider additional systemic
No response — | chemotherapy and/or preoperative
radiation Individualized
No response
treatment

NSee Principles of Breast Reconstruction Following Surgery (BINV-H).

PSee Principles of Radiation Therapy (BINV-I).

%9A number of chemotherapy regimens have activity in the preoperative setting. In general, those chemotherapy regimens recommended in the adjuvant setting may be
considered in the preoperative setting. See Neocadjuvant/Adjuvant Chemotherapy (BINV-K). If treated with endocrine therapy, an aromatase inhibitor is preferred for
postmenopausal women.

hhPatients with HER2-paositive tumors should be treated with preoperative systemic incorporating trastuzumab for at least 9 weeks of preoperative therapy

_ See Neoadjuvant/Adjuvant Chemotherapy (BINV-K).

A pertuzumab-containing regimen may be administered preoperatively to patients with greater than or equal to T2 or greater than or equal to N1, HER2-positive breast
cancer.

Iadmistration of all chemotherapy prior to surgery is preferred.

kkSee Definition of Menopause (BINV-L).

MNEor patients with skin and/or chest wall involvement (T4 non-inflammatory) prior to neoadjuvant therapy, breast conservation may be performed in carefully selected
patients based on a multidisciplinary assessment of local recurrence risk. In addition to standard contraindications to breast conservation (see BINV-G), exclusion criteria
for breast conservation include: inflammatory (T4d) disease before neoadjuvant therapy and incomplete resolution of skin involvement after neocadjuvant therapy.

Mote: This is the NCCN Framework for Resource Stratification of NCCN Guidelines. For definitions of the NCCN Framework™, see page FR-1.
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.

BINV-15

Version 32015, 050316 © Mational Comprehensive Cancer Metwork, Inc. 2018, All nights reserved. The MCCH Framework™, NCCN Guidelines®, and this Slustration may not be reproduced in any form without the express written permission of NCCN®.
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Narional . . .
Comprehensive NCCN Guidelines Version 3.2013 NCCN Guidelines Index
IO Cancer Invasive Breast Cancer Breast Cancer TOC
Network? NCCN Framework™:][Enhanced Resources Discussion
LOCALLY ADVANCED INVASIVE BREAST CANCER (NON-INFLAMMATORY)
CLINICAL STAGE WORKUP
Stage llIA
T0, N2, MO » History and physical exam
T1,N2, M0 | — |. cBC, platelets
T2, N2, MO s Liver function tests and alkaline phosphatase
T3, N2, MO * Diagnostic bilateral mammogram; ultrasound as necessary
Stage IIIA patients * Pathology review?
with T3. N1. M0 » Determination of tumor ER/PR status and HER2 status®
disease. see BINV-1 » Genetic counseling if patient is at high risk for hereditary breast cancer®
« Breast MRI4 (optional), with special consideration for mammographically
occult tumors See Preoperative Systemic
Stage IIIB » Fertility counseling if premenopausal® ' Therapy (BINV-15
T4, NO, MO . . . . e
T4 N1. MO Cons'.lde}r systemic staging (particularly if signs and symptoms are
T e present):
T4, N2, MO * Chest diagnostic CT
Staae IIIC + Abdominal * pelvic diagnostic CT or MR
Ang T N3. MO « Bone scan or sodium fluoride PET/CTY (category 2B)
y LN + FDG PET/CTN (optional, category 2B)

9If FDG PET/CT is performed and clearly indicates bone metastasis, on both the PET

and CT component, bone scan or sodium fluonde PET/CT may not be needed.

AThe panel endorses the College of American Pathologists Protocol for pathology  "FDG PET/CT can be performed at the same time as diagnostic CT. The use of PET

reporting for all invasive and noninvasive carcinomas of the breast. or PET/CT scanning is not indicated in the staging of clinical stage |, Il, or operable

http://www.cap.org. Il breast cancer. FDG PET/CT is most helpful in situations where standard staging
bSee Principles of HER2 Testing (BINV-A). studies are equivocal or suspicious, especially in the setting of locally advanced or
CSee NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast and metastatic disease.

Ovarian. FDG PET/CT may also be helpful in identifying unsuspected regional nodal disease
dSee Principles of Dedicated Breast MRI Testing (BINV-B). and/or distant metastases in locally advanced breast cancer when used in addition
©See Fertility and Birth Control (BINV-C). to standard staging studies.

Mote: This is the NCCN Framework for Resource Stratification of NCCN Guidelines. For definitions of the NCCN Framework™, see page FR-1.
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 32015, 050316 & Mational Comprehensive Cancer Network, Inc. 2018, All nghts reserved. The NCCN Framework™, NCCN Guidelines®, and this Slusiration may not be reproduced in any form without the express. written permission of NCCN®. BI NV‘1 4



Printed by Benjamin Anderson on 510/2016 1:10:55 PM. For personal use only. Not approved for distribution. Copyright @ 2016 Mational Comprehensive Cancer Network, Inc., All Rights Reserved.

National . . .
Comprehensive  NCCN Guidelines Version 3.2015 NCCN Guidelines Index
NGO Cancer Invasive Breast Cancer Breast Cancer TOC
Network® NCCN Framework™:|Core Resources ) Discussion
LOCALLY ADVANCED INVASIVE BREAST CANCER (NON-INFLAMMATORY)
CLINICAL STAGE WORKUP
Stage llIA
T0, N2, MO » History and physical exam
T1,N2, M0 | — |. cBC, platelets
T2, N2, MO s Liver function tests and alkaline phosphatase
T3, N2, MO * Diagnostic bilateral mammogram; ultrasound as necessary
Stage IIIA patients * Pathology review?
with T3. N1. MO » Determination of tumor ER/PR status and HER2 status®
disease. see BINV-1 » Genetic counseling if patient is at high risk for hereditary breast cancer®
« Breast MRI4 (optional), with special consideration for mammographically
occult tumors
» Fertility counseling if premenopausal® _ See Preoperative Systemic
Stage IIIB Therapy (BINV-15)
ng NO. MO Consider systemic staging (particularly if signs and symptoms are
T4’ N1, MO present):
Td’ N2’ MO * Chest diagnostic CT
T * Abdominal * pelvic diagnostic CT or MRI
Staae IIIC « Bone scan or sodium fluoride PET/CTY (category 2B)
Ang T N3. Mo « FDG PET/CTM (optional, category 2B)
Y1 NS, » Chest x-ray
2 » Abdominal ultrasound
» Plain Radiograph of symptomatic bony sites

9If FDG PET/CT is performed and clearly indicates bone metastasis, on both the PET
and CT component, bone scan or sodium fluonde PET/CT may not be needed.
aThe panel endorses the College of American Pathologists Protocol for pathology  "FDG PET/CT can be performed at the same time as diagnostic CT. The use of PET

reporting for all invasive and noninvasive carcinomas of the breast. or PET/CT scanning is not indicated in the staging of clinical stage I, Il, or operable

http://www.cap.org. Il breast cancer. FDG PET/CT is most helpful in situations where standard staging
bSee Principles of HER2 Testing (BINV-A). studies are equivocal or suspicious, especially in the setting of locally advanced or
tSee NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast and ~ metastatic disease.

Ovanan. 'FDG PET/CT may also be helpful in identifying unsuspected regional nodal disease
dSee Principles of Dedicated Breast MRI Testing (BINV-B). and/or distant metastases in locally advanced breast cancer when used in addition
©See Fertility and Birth Control (BINV-C). to standard staging studies.

Mote: This is the NCCN Framework for Resource Stratification of NCCN Guidelines. For definitions of the NCCN Framework™, see page FR-1.
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 32015, 050316 & Mational Comprehensive Cancer Network, Inc. 2018, All nghts reserved. The NCCN Framework™, NCCN Guidelines®, and this Slusiration may not be reproduced in any form without the express. written permission of NCCN®. BI NV‘1 4
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National . . .
Comprehensive  NCCN Guidelines Version 3.2015 NCCN Guidelines Index
NGO Cancer Invasive Breast Cancer Breast Cancer TOC
Network” NCCN Framework™:{Basic Resources] Latieeion
LOCALLY ADVANCED INVASIVE BREAST CANCER (NON-INFLAMMATORY)
CLINICAL STAGE WORKUP
Stage llIA
T0, N2, MO » History and physical exam
T1,N2, M0 | — \. cBC, platelets
T2, N2, MO s Liver function tests and alkaline phosphatase
T3, N2, MO * Diagnostic bilateral mammogram; ultrasound as necessary
Stage IlIA patients » Pathology review®
with T3. N1. Mo » Determination of tumor ER/PR status” and HER2 status”
disease, see BINV-1 » Genetic counseling if patient is at high risk for hereditary breast cancer®
» Breast MRIY (optional), with special consideration for mammographically See Preoperative Systemic
occult tumors " Therapy (BINV-15)
Stage IlIB » Fertility counseling if premenopausal®
$:’ :2’ mg Consider systemic staging (particularly if signs and symptoms are — S;&to:;re fonal treatment
T e . |present): (BINV-15)
T4, N2, M0 * Chest diagnostic CT
Stage IIIC » Abdominal * pelvic diagnostic CT or MRI
Any T, N3, M0 * Bone scan or sodium fluoride PET/CTY (category 2B)
T « FDG PET/CTN (optional, category 2B)
» Chest x-ray
« Abdominal ultrasound
2 » Plain Radiograph of symptomatic bony sites

*While treatment can be provided in the absence of ER/PR status, it Is important
to determine ER/PR status for proper drug utilization. Therefore, the NCCN panel J91f FDOG PET/CT is performed and clearly indicates bone metastasis, on both the PET
believes that ER/PR testing should be available in all freatment centers. and CT component, bone scan or sodium fluonde PET/CT may not be needed.

i i hFDG PET/CT can be performed at the same time as diagnostic CT. The use of PET

reporting for all invasive and noninvasive carcinomas of the breast. or PET/CT scanning is not indicated in the staging of clinical stage I, Il, or operable

http://www.cap.org. lll breast cancer. FDG PET/CT is most helpful in situations where standard staging
bSee Principles of HER2 Testing (BINV-A). studies are equivocal or suspicious, especially in the setting of locally advanced or
tSee NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast and ~ metastatic disease.

Ovanan. 'FDG PET/CT may also be helpful in identifying unsuspected regional nodal disease
dSee Principles of Dedicated Breast MRI Testing (BINV-B). and/or distant metastases in locally advanced breast cancer when used in addition
©See Fertility and Birth Control (BINV-C). to standard staging studies.

Mote: This is the NCCN Framework for Resource Stratification of NCCN Guidelines. For definitions of the NCCN Framework™, see page FR-1.
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 32015, 050316 & Mational Comprehensive Cancer Network, Inc. 2018, All nghts reserved. The NCCN Framework™, NCCN Guidelines®, and this Slusiration may not be reproduced in any form without the express. written permission of NCCN®. BINV‘14



Printed by Benjamin Anderson on 510/2016 1:08:24 PM. For personal use only. Not approved for distribution. Copyright @ 2016 Mational Comprehensive Cancer Metwork, Inc., All Rights Reserved.

National NCCN Guidelines Version 3.2015

Comprehensive . NCCN Guidelines Index
IN(O®INE Cancer Invasive Breast Cancer Breast Cancer TOC
Network® NCCN Framework™:|Basic Resources Discussion

PREOPERATIVE SYSTEMIC THERAPY FOR LOCALLY ADVANCED INVASIVE BREAST CANCER (NON-INFLAMMATORY)

Preoperative
systemic
therapy99:hh.ii.jj
(endocrine therapy
alone may be

Response —»

LOCOREGIONAL TREATMENT

Total mastectomy + level I/l axillary
dissection + radiation therapy to chest
wall and infraclavicular an
supraclavicular nodes (plus internal
mammary nodes if involved, strongly
consider internal mammary nodes if not
clinically involved [category 2B]) £
delayed breast reconstruction”

or

Consider lumpectomy™ + level l/ll
axillary dissection + radiation therapy to
breast and infraclavicular and

ADJUVANT TREATMENT

s Complete planned chemotherapy
regimen course if not completed
preoperatively plus endocrine
treatment if ER-positive and/or PR-
positive (sequential chemotherapy
followed by endocrine therapy).

* Complete up to one year of
trastuzumab therapy if HER2-
positive (category 1). May be
administered concurrently with
radiation therapy? and with

considered for i ) . e See
receptor-positive supraclavicular nodes (plus internal endocrine therapy if indicated. Surveillance/
- . mammary nodes if involved) Eallow.iin
disease in Follow-up
postmenopausal Response - See above pathway (BINV-16)

patients)kk

No response —

Consider additional systemic
chemotherapy and/or preoperative
radiation

NSee Principles of Breast Reconstruction Following Surgery (BINV-H).

Individualized

No response treatment

PSee Principles of Radiation Therapy (BINV-I).

99A number of chemotherapy regimens have activity in the preoperative setting. In general, those chemotherapy regimens recommended in the adjuvant setting may be
considered in the preoperative setting. See Neoadjuvant/Adjuvant Chemotherapy (BINV-K). If treated with endocrine therapy, an aromatase inhibitor is preferred for
postmenopausal women.

hhPatients with HER2-positive tumors should be treated with preoperative systemic incorporating trastuzumab for at least 9 weeks of preoperative therapy

_ See Neoadjuvant/Adjuvant Chemotherapy (BINV-K).

A pertuzumab-containing regimen may be administered preoperatively to patients with greater than or equal to T2 or greater than or equal to N1, HER2-positive breast
cancer.

Iadmistration of all chemotherapy prior to surgery is preferred.

kkSee Definition of Menopause (BINV-L).

MNFor patients with skin and/or chest wall involvement (T4 non-inflammatory) prior to neoadjuvant therapy, breast conservation may be performed in carefully selected
patients based on a multidisciplinary assessment of local recurrence risk. In addition to standard contraindications to breast conservation (see BINV-G), exclusion criteria
for breast conservation include: inflammatory (T4d) disease before neoadjuvant therapy and incomplete resolution of skin involvement after neocadjuvant therapy.

Mote: This is the NCCN Framework for Resource Stratification of NCCN Guidelines. For definitions of the NCCN Framework™, see page FRA1.
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.

BINV-15

\ersion 32015, DAD316 & Mational Comprehensive Cancer Network, [nc. 2018, All nghts reserved. The MCCM Framework™, MCCN Guidelines®, and this Slustration may not be reproduced in any form without the express written permission of NCCN®.
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BREAST CANCER EPIDEMIOLOGY

STAGE AT DIAGNOSIS: UNITED STATES VS. INDIA

STAGE EXTENT

0 Noninvasive

| Early stage
disease

1 Early stage
INCENE

1 Locally
advanced

Metastatic
disease

IV

5 year
SURVIVAL

100%

100%

86%

57%

20%

DISTRIBUTION
USA INDIA
16% moe
40% 1%
34% 23%
6% 52%
4% 24%

USA:
90% DCIS or
early staged

invasive
disease at
diagnosis

INDIA:
/6% locally
advanced or
metastatic at
diagnosis

Sources: SEER Survival Monograph (NCI), 2007;

Chopra, Cancer Institute Chennai, 2001

© 2016 BHGI. All rights reserved.
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» Blennial mammographic screening

Global status report

on noncommunicable diseases (50_70 yearS) Wlth breaSt cancer

2010

treatment are among “best buys”
» Could avert 19% of cancer burden

> BUT breast cancer interventions
Impractical for poorer countries:

“ IMpIEMERLALIGN COSIS

2 liImited feasipiity ofi treatment In
primary care setting in LMCs

© 2016 BHGI. All rights reserved.
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Making breast health a global priority

BCl 2.5 is a global campaign to reduce

disparities in breast cancer outcomes
for 2.5 million women by 2025.




Breast Cancer Initiative 2.5 B&I22
Inviting Partners

American Cancer Society

Susan G. Komen for the Cure

Breast Health Global Initiative

Harvard Global Equity Initiative

National Cancer Institute Center for Global Health
Norwegian Cancer Society

Pan American Health Organization (PAHO)

Union for International Cancer Control (UICC)




Breast cancer care model

Photos courtesy of Ben Anderson

Regional Cancer Institute
(Trujillo)

La Fora Reference Hospital
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« Mammography
 Pathology

e Surgery

» Chemotherapy
» Radiotherapy

* FNA

Health Centers

Slide used with permission from

* Community education
* CBE
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PLAN DE SUPERVISION HOSPITAL REGIONAL DE LORETO

/ «Capacitacion de proveedores clinicos (obstetrices vy \
medicos) en ECM.

*El 1 y 2 de julio de 2011, un grupo
de médicos y enfermeras de INEN,
IREN Norte y PATH, asisti6 a un
curso conjunto en ECM y BAAF
celebrado en IREN-Norte. Donde
ocho obstetrices de la Red de Salud
de Pacasmayo y tres meédicos del
Hospital La Fora recibieron la
formacion en teoria cientifica,
aplicacion préactica y orientacion de

Kpacientes con respecto al ECM.



http://www.elpuente.org.mx/wp-content/uploads/2011/03/cancer.png
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de otras partes de la pezon. persistente en alguna bolita dura, o la piel mas
mama. parte de la mama. gruesa dentro de la mama.
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KNOWLEDGE SUMMARIES
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KHOWLIDGE SUMMARY

PLANNING:

PLANNING COMPREHENSIVE BREAST
CANCER PROGRAMS: CALL TO ACTION

Then swmmaary comes Patv for bonnt e |
rpottant gty noviey wermers and

KNOWLLDGE SUMMARY

PREVENTION:
T CAN

KNOWLEDGE SUMMARY

PLANNING:
IMPROVING ACCESS TO BREAST
CANCER CARE

About this Knowledge Summary (Ks):

i 2 haw quitable access care by reducing barners 10 breast heslth
services. It covers structural, scciocultural, personal and financial barriers 1o accassing breast cancer detection, 1
featment and supportive care.

KNOWLEDGE SUMMARY

EARLY DETECTION:
BREAST HEALTH AWARENESS AND
EARLY DETECTION STRATEGIES

About this Knowledge Summary (KS):

¥ A discinsian ¢

for Breast Cancer summary

KNOWLEDGE SUMMARY

Organization '\
EARLY DETECTION: A ~Becan Heshh Global Intve

BREAST PHYSIOLOGY AND
THE CLINICAL BREAST EXAM (CBE)

g

About this Knowledge Summary (KS):




KNOWLEDGE SUMMARIES

KNOWLEDGE SUMMARY

EARLY DETECTION (2 OF 3): Bf PHYSIOLC

Y AND THE CLINICAL BRE

KNOWLEDGE SUMMARY

BCI. O
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EARLY DETECTION (2 OF 3): BREAST PHYSIOLOGY AND THE CLINICAL BREAST EXAM (¢

POINTS FOR POLICYMAKERS

PLANNING STEP 2:
WHERE DO WE WANT TO BE?

IDENTIFY OBJECTIVES AND PRIORITIES
Identify community and health system partnerships

* [dentify partners (non-government organizations,
advocates, trusted public figures, medical associations)
who can help develop and disseminate breast health
warer

o Identify key decision makers who can help develop
and implement a curriculum for medical training
continuing medical education

Define the target population and approach
e Educational efforts should include health professionals,
women and the general public

Training primary care health professionals may be
a priority if previous breast health training was not

provided in medical schools

Health prof
education or
prevention, risk factors, signs and symptorns and

may require continuing medical
her” training in breast cancer

clinical breast examination (CBE)
*  Women can be routinely educated during clinic
about breast health, including any available breast

cancer screening oppostunities

Identify gaps and barriers

o Identify prevailing myths or misconceptions regarding
the signs and symptoms of breast cancer, Consider
conducting focus groups with the target population to
better understand prevailing befie
Kdentify gaps in kriowledge and misconceptions among
primary care providers regarding their beliefs about
breast cancer. ¢ der conducting interviews and

focus groups with primary care providers.

Identify structural, sociocultural, personal and financial

barriers to patient participation in

Identify barriers to provider participation in breast
health reness and CBE, with a focus on non
attendees within the target population.

Identify barriers to implementing CBE curriculurn in
medical training and continuing medical education

Set achievable objectives

*  Objectives should promote a common goal for early
detection: downstaging breast cancer IN0SEs to
improve cancer outcomes.

sbjectives according 1o the

fthcare sector that will manage them (e.g., health
system standardization of CBE efforts should be led
by dlinicians; examiner training of CBE could be led
by healthcare organizations; increasing the number
of qualified practitioners could be led by sponsoring
institutions, academia, and the public sector)
Develop and disseminate patient and public education
messages that are relevant and appropriate to the
target community
Integrate health professional education and training
and standardized CBE protocols with widespread
dissermination and demonstration of expert dinical
breast healthcare skills.
Address gaps in referral networks to ensure diagnostic
follow-up for all breast health complaints (WHO
Package of Essential Noncormmunicable (PEN} d
interventions for primary care in low-resource settings
referral model).

ort and docurnent clinical findings (contribute data
1o cancer reqistry,
Consider minimizing costs by adapting or
supplementing existing programs (e.g., adding
health education to medical school curriculurm and
continuing education programs).

Set priorities and determine feasibility of

interventions

*  Implement demonstration or pilot projects
measurable outcomes 1o asse ibility.
Follow a resource-stratified pathway for program
developrnent that identifies available resources
across the continuurn of care.

HOW DO WE GET THERE?

Ensure dinical competency in breast health: Health systermns
are responsible for the clinical competency of health care

staff. Health systems should partner with medical education
institutions to ensure that breast health is part of the standard
medical curriculum, and that the curriculumn for health
professionals assigned to work with wornen at risk for breast
cancer includes training in CBE and breast counseling

(see Table 1),

Improve patient and community knowledge of and

! in breast health Breast a ss efforts can
improve patient knowledge of breast cancer and the importance
of seeking care immediately for a breast complaint. However, if
patients do not have confidence that the healthcare system can
provide them with timely and affordable care, they may delay
presenting for evaluation. In some low-resource settings, there
is a lack of trust in the health systern and a lack of confidence
in the possibility of being cured of cancer, which discourages
patients from presenting for evaluation of a breast complaint.
NGOs have been proven as effective partners to address these
issues and help navigate women to such services or provide
services directly.

Strengthen referral networks: Health systems are responsible
for establishing and monitoring referral networks to ensure

the best care available is provided equitably to all patients in
need. The high volume of wormen with breast health complaints
requires a coordinated referral system to ensure optimal use of
resources and efficient care. Referral systems should document
the nature and urgency of the referral. The capacity of different
health systems to care for women with breast complaints varies;
scaling up expertise and establishing minimal standards of care
are two possible approaches to improving care.

Implement quality assurance programs: mproving
standards for CBE through training and tracking outcomes

may improve the practice of CBE — an approach that has been
used successfully with mammography. Increasing CBE volume
and establishing trained teams or centers can improve the
sensitivity and reduce the false-positive rates of CBE. Effective
communications between providers can improve the care within
an interdisciplinary system. Communications must be thorough
and bidirectional to help coordinate care. For example, regional
guidelines regarding the timing, type and location of imaging
studies for women with breast complaints should be established
to avoid duplication of studies. Similarly, breast mass biopsy
findings should be communicated back to the primary care
physician to coordinate appropriate follow-up and surveillance

POINTS FOR POLICYMAKERS

PLANNING STEP 3:
HOW DO WE GET THERE?

IMPLEMENT AND EVALUATE

Establish financial support and partnerships

Launch, disseminate and implement

Monitor and evaluate

advar

Consider partnering with local, regional and
national breast health stakeholders.

dvocacy groups are key stakeholders in

supported by community members and volunteers
Partner with medical institutions to integrate
training into existing programs.

caling-up existing programs can optimize
investments and efforts

Consider current educational programs that

could be expanded or adapted to include breast
health (e.g., training in clinical breast examination
[CBE] should be part of the medical school

core curriculum, offered as part of continuing
education and available to all appropriate frontline
health professionals).

Expand the practice of CBE at the primary care

Clarify the system for referrals and follow-up
care 1o all health professionals and patients to
avoid duplication of studies or omissions in care

(e.g., suspicious lesions must be referred to a

surgical team for bic
evaluation of the biopsied specimen)

Consider using a standardized patient care plan
that provides details of a patient's diagnosis and
treatment that can be shared by all members of
the healthcare teamn

Process metrics should address program
components targeted for improvement or

impler

Step 2 can be routinely evaluated and updated).

Evaluate health professional competency in CBE,

health professional self-assessment tools can be
used to assess the sensitivity and specificity of CBE
and inform program planning),

Quality control measures should be in place (e.c
data that capture false-negative findings and
delays in time to definitive care can inform

future program improvements).

wcing breast health awareness and are often

ed by a pathology

ntation (e.q., process metrics identified in

and timely referrals (e.
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TO BE COMPLETED BY ALL RESPONDENTS.

2.1 What best describes your facility (please select only one option

O Primary care facility - provides primary health care to patients who come to the facility
concem. The services provided at the primary care facility do not have distinct special

) provincial or Secondary-level hospital - highly differentiated by function with five fo t
obstetrics-gynecology, pediatrics and general surgery.

'1:3'Tertiary-level hospital - highly specialized staff and technical eguipment. Clinical servi
have teaching activities.

-
]

() Cancer carelbreast care facility- specialized in cancer or breast cancer diagnosis anc

-
]

(_) Qutpatient clinic/lmaging center - detection and diagnosis of breast cancer.

O palliative care facility - provides medical care that focuses on reducing the severity of
progression of the disease itself. The goal is to prevent and relieve suffering and to im

2.2. What best describes the funding status of your facility?
O Public - Government funded

—~
]

) Private (for profit) - Mo government funding
O Mixed - government and private funding
O Mot-for-profit

O Mission/faith-based

) Foreign aid

O other (specify):

2.3. Please rank in order of importance the primary source of paymi

more than one answer, please rank your answers in the order of fre o ey crivee « cmriag meem caemmn

frequent, 2 being the second most frequent, etc.)

2.5. Using the following scale how do you assess the breast cancer/breast health care services provided
by your institution, given the available resources?

o Not addressed: These services are not provided in my institution
o Partially developed: These services are not provided in my institution but does not meet demand/needs
o Well established: All the required services or activities are available and reach most of the target population

(You must provide a value for each response below)

Not addressed Partially d p Well ished Don't know

Breast cancer screening of asymptomatic women (@) O @] O

* must provide value rese!
Breast imaging for screening (i.e. mammogram,
ultrasound)

* must provide value reses
Breast imaging for diagnosis O @] @] O

= must provide value rese!
Pathology O @] @] O

* must provide value rese!
Breast surgery @] O @] O

* must provide value rese!
Radiation therapy for symptom control (i.e., bone
metastases)

* must provide value rese
Chemotherapy @] O @] O

* must provide velue B B B ) reset
Endocrine therapy (e.g., tamoxifen, aromatase
inhibitors) -~

* must provide vaslue reset
Biological therapy (e.g. trastuzumab) O O (@] O

* must provide value rese!
Multidisciplinary care (@] @] @] O

* must provide value rese!
Psychosocial support for cancer patients and I

family members (individual or group)

* must provide value rese!
Palliative care/pain management O O (@) O

* must provide value reset
Rehabilitation of cancer patients. O O (@) O

* must provide value rese:
Follow-up of cancer patients O O @] O

* must provide value rese:
Medical record keeping O O @] @]

* must provide value rese:
Cancer registry O O (@] @]

* must provide value rese!
Physician training in breast health care O O (@] O

* must provide value reset
Patient education/outreach O ) O

* must provide vsiue rese
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BREAST CANCER RESOURCES
SUMMARY

> Breast cancer IS the most common cancer among women and
the most likely reasen a weman will die from cancer.

» Resource-stratified guidelines previde a framework for
prioritizing early detection, diagnesis and treatment strategies.

» Successful health systems integrate surnvivers and advocates
to promote cancer dewn-staging and timely treatment.

> BCI2.5 has created educational and assessment tools that
facilitate baseline assessments and determine next steps for
program-building based on a resource-stratified framework.

© 2016 BHGI. All rights reserved.
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