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Report to the Nation 1975-2009 
 Focus: Burden & Trends in HPV-Associated Cancers 

and HPV Vaccination Coverage Levels  

 Journal of the National Cancer Institute 
 ePub: Jan 7, 2013 4 pm embargo; Print Issue 3, Feb 2013 

 Special Feature (Dr.  Lowy) 
 Trends of HPV associated cancers 
 Prevalence of HPV vaccination coverage & Pap testing 
 

 Coordinated & shared responsibility since 1998 
 National Cancer Institute (NCI) 
 Centers for Disease Control & Prevention (CDC) 
 American Cancer Society (ACS) 
 North American Association of Central Cancer Registries 

(NAACCR) 

 ACS (lead) 
 Also: Cancer Statistics, 2013 published in January 

 



ACS 
Cancer  Facts & Figures 
2013 

 

 1,660.290 estimated new cases in 
2013 

 

 580,350 estimated deaths in 2013 

 

 Long-term cancer mortality trends 
(1930-2009) 

 Regional variation in cancer rates 

 

Based on NCI SEER website: 

 Probably of developing  invasive 
cancers 

 Stage at diagnosis 

 5-year relative survival rates 

 Cancer occurrence by 
race/ethnicity 

 

 



Selected Key Findings 

 Decline in cancer mortality continues 

 Decline in cancer incidence for men 

 Cancer incidence stable for women 

 Childhood cancer (age 0-14) 
 Incidence increased 
 Mortality decreased 

 

 Dr. Lowy to present:  

 32% of girls aged 13-17 received three doses of HPV vaccine in 2010 
 35% in 2011 
 Coverage lower among uninsured and some Southern states 

 87% of women aged 21-65 had a Pap test in last 3 years 
 

 Incidence of HPV-related oropharyngeal cancer increased among white 
men and women 

 Incidence of anal cancer increased among white and black men and women 

 Incidence of cervical cancer generally declined among almost all women 



Surveillance, Epidemiology and End Results (SEER) 
Program 



Cancer Incidence & Mortality Statistics 

 Cancer incidence 
 Long-term trends, 1992-2009 

 With and without delay adjustment 

 SEER areas, 14% coverage 

 

 Short-term trends (2000-2009) 
 By race and ethnicity 

 SEER + NPCR, 87% coverage 

 

 Short-term rates (2005-2009) 
 By race and ethnicity 

 SEER + NPCR, 93% coverage 

 

 Cancer mortality 
 Long-term trends, 1975-2009 

 Entire US (source: CDC’s National Center for Health Statistics) 



10 Year Average Annual Percent Change (AAPC) 
For Observed and Delay-Adjusted Incidence Rates  

All Cancer Sites by Sex 
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* The AAPC is statistically significant from 0 (p<.05) 

 

 

 

Incidence data from SEER 13, 1992-2009 
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Recent Delay-adjusted  SEER Incidence Trends  
with AAPC, 2000-2009 

By Cancer Site* 

Average Annual Percent Change 2000-2009 

* 10 year AAPC is statistically significant from 0 (p<.05) based on joinpoint model fit to SEER 13 delay adjusted rates from 1992-2009 

  

Men Women 



Long-Term US Mortality Trends with AAPC, 2000-2009 
By Cancer Site* 

Average Annual Percent Change 2000-2009 

* 10 year AAPC is statistically significant from 0 (p<.05) based on joinpoint model. Incidence data from SEER 13, mortality data from NCHS. 
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Lung & Bronchus: Men 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Lung & Bronchus: Women 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Colon & Rectum 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Breast (Women) 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Prostate (Men) 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Pancreas 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Liver & Intrahepatic Bile Duct 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Kidney & Renal Pelvis 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Corpus & Uterus, NOS 
Incidence and Mortality Age-Adjusted Trends 

*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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Year of Diagnosis 

Incidence 
■ White 

▲ Black 

••••• Uncorrected 

—— Corrected 

3.1* 

-0.8* 

-0.5* 
1.8* 0.0 

0.4* 

Source:  Jamison PM et al Cancer, 

Epidemiology, Biomarkers & Prevention 2012. 



Corpus & Uterus, NOS by Type 
Incidence Trends with Correction for Hysterectomy 

Year of Diagnosis 

Source:  Jamison PM et al. Trends in Endometrial Cancer Incidence by Rate and Histology with a Correction for the Prevalence of 

Hysterectomy, SEER 1992-2008. Cancer, Epidemiology, Biomarkers & Prevention 2012. 
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Melanoma of the Skin among White Men & Women 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 

  

■ Women 
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Thyroid 
Incidence and Mortality Age-Adjusted Trends 
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*Hispanic is not mutually exclusive from other groups 

Incidence data from SEER 13 1992-2009, Mortality data from  NCHS 
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2012 ARN Collaborators 

ACS: Ahmedin Jemal, Edgar Simard, Priti Bandi, 
Debbie Saslow  

CDC: Christina Dorell, Lauri Markowitz,  
Meg Watson, S. Jane Henley,  
Robert Anderson, David Yankey 

NAACCR: Betsy Kohler, Maria Schymura 

NCI:  Anne-Michelle Noone, Kathy Cronin, Mark 
Schiffman, Brenda K. Edwards 

 



• Journal of the National Cancer Institute, ePub 
January 7, 2013; print: February, 2013 (issue 
3) 



Disclosure 

• I am an inventor of NIH vaccine 
technology that has been licensed to 
Merck and GlaxoSmithKline, the two 
companies that manufacture the 
vaccine.  



Number of New HPV-Associated Cancers 
2009 

Percent of Total 

Data from SEER and National Program of Cancer Registries 

  



Public Health Interventions 

Against HPV-induced Disease 

• Screening to identify pre-cancer 
(secondary prevention) 
– Approved for cervical cancer screening 

– Start at 21, stop at 65, can include HPV 
testing if over 30 

• HPV vaccination (primary 
prevention) 
– Approved for prevention of cervical cancer, 

other anogenital cancers, and genital warts; 
plausible to be protective against cancer at 
other sites 

 



Trends in HPV-Associated Cancer  
Incidence Rates in the US 

2000–2009 

 Average annual percent change        *The AAPC is statistically significant from 0 (p<.05) 
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<10% 10-19.9% >20% 

Percent below poverty 

Age-Adjusted Incidence of  
HPV-Associated Cancers by SES 

2005-2009 

Males Females 

Data from SEER and National Program of Cancer Registries 

  



HPV16 HPV18 HPV6 HPV11 

Gardasil (Merck) 

Cervarix (GlaxoSmithKline) 

• Approved for females (both) and males (Merck) 

• Target group: 11-12 year olds, catch-up to 26 

• Three intramuscular injections over 6 months 

 

The Commercial Vaccines Are Composed 

of Multiple Types of HPV L1 VLPs 

70% of 

Cervix  

Cancer 

90% of 

Genital  

Warts 

>90% of 

Non-cervix  

Cancer 



• Prospective post-licensure assessment of 600,558 doses (Gardasil) 
from 7 managed care organizations  

• No vaccine-related increased risk to prespecified outcomes: Guillan-
Barré syndrome, stroke, venous thromboembolism, appendicitis, 
seizure, allergic reactions 

– Prespecified outcomes were derived from CDC analysis from VAERS 
[Vaccine Adverse Events Reporting System]: Slade et al, JAMA 2009 

• Rate of anaphylaxis (1 case, 26 y.o.) similar to other vaccines 

• Rate of fainting similar to that of other adolescent vaccines 



0         7       12      18       25      33      39       45       51      57       63       69       75 Month: 

Month: 

 
0         7        12       18       25      33      39       45       51       57       63       69       75      81 

From The GSK Vaccine HPV-007 Study Group. Lancet 374:301-14, 2009 

Mean titer after 

natural infection 

Mean titer after 

natural infection 

>13-fold higher Durability of Antibody Response to Cervarix 

Plateau phase 

HPV16 Neutralization Assay 

High level protection 

>11-fold higher 

8.4 years sustained immunogenicity and efficacy: Roteli-Martins et al., 

Hum Vaccin Immunother 8: 390-7, 2012 



Australia: Fall in HPV Prevalence After 
Initiating National Vaccine Program 

Tabrizi et al, J Infect Dis 206: 1645-51, 2012 



NCI-Costa Rica Trial of GSK vaccine in 18-25 year old 
women: Vaccine Efficacy Against Oral Infection 

(End-point: HPV16/18 infection) 

• 5840 oral swabs at 4-year visit; balanced 
between control and vaccine group 

• 93% vaccine efficacy (1/16 infections in vaccine 
group) 

– 12 HPV16 infections; 4 HPV18 infections 

• Suggestive evidence that HPV vaccination may 
protect against oropharyngeal cancer 
attributable to HPV infection 

• Rolando Herrero, Allan Hildesheim, Aimee Kreimer and their 

colleagues, submitted 

 



Trends in U.S. Vaccination Rates: Ages 13-17 Yrs 

Abbreviations: Tdap = tetanus, diphtheria, acellular pertussis vaccine; MenACWY = meningococcal conjugate 

vaccine; HPV-1 = human papillomavirus vaccine, ≥1 dose; HPV-3 = human papillomavirus, ≥3 doses.  

* Tdap and MenACWY vaccination recommendations were published in March and October 2006, respectively.  

† HPV vaccination recommendations were published in March 2007.  

53%* 

35%* 

* Females; adolescent male vaccination 8.3%  

MMWR Vol 61, #34, August 31, 2012 



USA: 2011 HPV and Meningococcal 

Vaccination Rates for 13-17 year olds 

From MMWR August 31, 2012 

United States   53%                          70%       

    Below poverty   62% (boys:14%)             69%                 

    Above poverty  50% (boys:  7%)            71% 

    Hispanics            65%                      75% 

    Blacks            56%                      72% 

    Whites            48%                      68%   

  

Meningococcal                              

vaccine 

1 dose or more 

HPV vaccine 

1 dose or more 

only girls 



HPV vaccine uptake: 2011 

• Vaccination uptake rates vary widely among states: from 32% to 
76% for 1 dose, from 16% to 57% for 3 doses 



USA: Wide Regional Differences in Cervical 

Cancer Incidence and Mortality Rates  

Horner et al, Cancer Epidemiol Biomarkers Prev 20: 591-9, 2011 

Incidence Rates Mortality Rates 



Suggested Reading 

• Jemal et al, Annual Report to the Nation on the Status 
of Cancer, 1975–2009, Featuring the Burden and Trends 
in Human Papillomavirus (HPV)–Associated Cancers and 
HPV. J Natl Cancer Inst ePub Jan 7, 2013; print Feb, 
2013 

• Siegel et al, Cancer Statistics 2013.  Ca Cancer J Clin 63: 
11-30, 2013 

• Moscicki et al, Updating the natural history of 
human papillomavirus and anogenital cancers. 
Vaccine Suppl 5: F24-33, 2012 

• Zandberg et al, The role of human papillomavirus 
in nongenital cancers. Ca Cancer J Clin 63: 57-81, 
2013  

 





 
 
 
 
 
 
 
 
PRESIDENT’S  
CANCER PANEL  
UPDATE 
 
 
 
NATIONAL CANCER ADVISORY BOARD 
MEETING 
 
2/8/2013 

Barbara K. Rimer, DrPH 



Overview 

  

Update: HPV Vaccine Series 

  Release of 2010-2011 report 

 



PCP Mission 

 The Panel shall monitor the 

development and execution of the 

activities of the National Cancer 

Program, and shall report directly to 

the President.  

 Any delays or blockages in rapid 

execution of the Program shall 

immediately be brought to the attention 

of the President.  

 
Authority: 42 U.S.C. 285a-4; Sec. 415 of the Public Service Act, as amended. 



PCP Members 

 Barbara K. Rimer, 

DrPH, Univ. of North 

Carolina  at Chapel 

Hill (Chair) 

 Owen N. Witte, MD, 

University of California 

Los Angeles (Member) 

 Hill Harper, JD,  

Cancer Survivor,  

Actor and Best-Selling 

Author, Los Angeles, 

CA (Member) 





Accelerating Progress in Cancer 

Prevention: The HPV Vaccine 

Example 
Four Workshops (3/4 completed) 

1. HPV Vaccination as a Model for Cancer 

Prevention  

2. Achieving Widespread HPV Vaccine Uptake 

3. Creating an Integrated HPV Vaccination and 

Screening Program  

4. Challenges of Global HPV Vaccination 

 

 



HPV Vaccination as a Model for 

Cancer Prevention (San Francisco, 

7/2012) 

 

Workshop Co-Chairs 

 Doug Lowy, MD (NCI) 

 Cosette Wheeler, PhD (University of New 

Mexico) 



HPV Vaccination as a Model for 

Cancer Prevention 

Workshop Focus 

 Fundamental science and efficacy of 

HPV vaccines 

 Global distribution of HPV-related 

cancers—surveillance and epidemiology  

 High priority populations for vaccination 

 Next-generation vaccines 



HPV Vaccination as a Model for 

Cancer Prevention 

Key Points 

 Increasing HPV vaccine uptake, 

especially among males, should be a 

high priority. 

 Data from ongoing studies on the 

efficacy/duration of protection from <3 

vaccine doses may influence changes in 

vaccination recommendations and 

policies (e.g., number of doses required). 

 



HPV Vaccination as a Model for 

Cancer Prevention 

Key Points 

 Research is needed to define natural 

history of oropharyngeal HPV infections. 

 Validated screening methods should be 

developed for non-cervical (e.g. oral) 

HPV-associated cancers 

 High quality data systems are essential 

to support vaccine monitoring and 

surveillance. 

 



Achieving Widespread HPV 

Vaccine Uptake (Washington, DC, 

9/2012) 

Workshop Co-Chairs 

 Noel Brewer, PhD (Gillings School of 

Global Public Health at UNC) 

 Robert Croyle, PhD (NCI, Div. of Cancer 

Control and Population Sciences) 

 



Achieving Widespread HPV 

Vaccine Uptake 

Workshop Focus 
 Barriers and behavioral factors influencing 

uptake 

 Programmatic approaches, including 

policies, to increase vaccine uptake and 

dissemination 

 Financing, development, and implementation 

of large-scale HPV vaccine efforts 

 Lessons from countries with high vaccine 

uptake 



Achieving Widespread HPV 

Vaccine Uptake 

Key Points 

 Major opportunity to increase vaccine 

uptake and realize goal of cancer 

prevention  

 Endorse Healthy People 2020 HPV goals; 

encourage adding male vaccination goal.  

 HPV vaccine is an anticancer vaccine that 

prevents several forms of cancer; most 

effective when given to adolescent males 

and females. 



Achieving Widespread HPV 

Vaccine Uptake 

Key Points: Health Providers 

 Educate physicians/providers about 

cancer prevention benefits and efficacy 

of HPV vaccine.  

 Efforts are needed to overcome vaccine 

hesitancy. 

 Vaccine uptake could be improved by 

allowing pharmacists (and other 

providers?) to administer booster 

vaccines. 



Achieving Widespread HPV 

Vaccine Uptake 

Key Points 

 Consider HPV vaccination as part of 

broader adolescent health platform.    

 Give special attention to increasing 

vaccination rates in areas with low 

uptake.                             

 Monitoring and surveillance depend upon 

EHRs and vaccine registries, integrated 

with reminder systems, and linked to 

cancer registries. 



Creating an Integrated HPV 

Vaccination and Screening 

Program (Chicago, 11/2012) 
 

Workshop Co-Chairs 

 Marcus Plescia, MD, MPH (CDC) 

 Tamera Coyne-Beasley, MD, MPH (UNC-

Chapel Hill; ACIP) 

 Mona Saraiya, MD, MPH (CDC) 



Creating an Integrated HPV 

Vaccination and Screening 

Program 

Workshop Focus 

 Potential population health and 

economic impacts of widespread HPV 

vaccination—esp. on cervical cancer 

screening 

 Tools and resources to support 

integrated approaches to HPV 

vaccination and screening, e.g., EHRs, 

linked vaccine and cancer registries  

 Health professionals authorized to 



Creating an Integrated HPV 

Vaccination and Screening 

Program 

Key Points 
 Widespread uptake of HPV vaccines will shift 

balance of screening risks and benefits—may 

enable reductions in screening (initiation & 

interval) and provide rationale for primary 

HPV testing. 

 Physicians need tools to facilitate adherence 

to guidelines and communication with 

patients about evidence-based screening 

practices in the HPV era. 

 



Creating an Integrated HPV 

Vaccination and Screening 

Program 

Key Points 

 Effective consumer 

education/information campaign, using 

social media and other strategies, is 

needed. 

 Electronic health records and vaccine 

registries linked to cancer registries are 

critical for monitoring, surveillance and 

evaluating impact of HPV vaccination. 

 



New Cervical Cancer Screening 

Guidelines (ACS, 2012; USPSTF, 2012) 
 

 Cervical cancer screening should begin at age 

21.  

 Women aged 21-29 should have Pap tests every 

3 years. HPV testing should not be used in this age 

group unless needed after an abnormal Pap test 

result. 

 Women aged 30-65 should have Pap tests + HPV 

tests (“co-testing”) every 5 years. It is also OK to 

have Pap tests alone every 3 years. (ACS) 

 USPSTF: Women aged 21-65 should have Pap 

smears every 3 years or, for women aged 30-65, 

option of Pap tests and HPV testing every 5 

years. 



New Cervical Cancer Screening 

Guidelines (ACS, 2012) 

 Women over age 65 who’ve had regular cervical 

cancer testing with normal results should not 

be tested.  

 A woman who had her uterus removed (also  

cervix) for reasons not related to cervical cancer 

and who has no history of cervical cancer or 

serious pre-cancer should not be tested. 

 A woman who has been vaccinated against HPV 

should still follow the screening 

recommendations for her age group. 

 

http://www.cancer.org/healthy/findcancerearly/cancerscreeningguidelines/american-cancer-society-guidelines-for-the-early-detection-of-cancer


1. Develop new and improved 
vaccines.  
 

2. Enhance the vaccine safety 
system. 
 

3. Support communications to 
enhance informed vaccine 
decision-making. 
 

4. Ensure a stable supply of 
recommended vaccines and 
achieve better use of existing 
vaccines to prevent disease, 
disability and death in the 
United States. 
 

5. Increase global prevention of 

http://www.hhs.gov/nvpo/vacc_plan/ 
Slide from Bruce Gellin, Deputy Asst Sec 

for 

Health, Director, National Vaccine 

 

DHHS 2010 National Vaccine Plan  

http://www.hhs.gov/nvpo/vacc_plan/


Challenges of Global HPV 

Vaccination  
(Miami, 4/23 - 24, 2013) 

Workshop Co-Chairs 
 Anne Schuchat, MD (CDC) 

 Ted Trimble, MD, MPH (NCI) 

 Funmi Olopade, MD, FACP (University of 

Chicago) 

Workshop Focus 
 Global epidemiology of HPV infection and 

HPV vaccination coverage 

 Global HPV vaccine policy and financing 

 Global vaccine program development, 

implementation, monitoring and evaluation 



Report of the Previous Panel 



The Future of Cancer Research: 

Accelerating Scientific 

Innovation 
 

Final report of the previous Panel 

Full report will be available at 

http://pcp.cancer.gov 

 

 

http://pcp.cancer.gov


Contact Information: 

President’s Cancer Panel 
9000 Rockville Pike 

Bld. 31/B2B37 

Bethesda, MD 20892 

 

pcp-r@mail.nih.gov 

http://pcp.cancer.gov 

 

 

mailto:pcp-r@mail.nih.gov
mailto:pcp-r@mail.nih.gov
mailto:pcp-r@mail.nih.gov
http://pcp.cancer.gov/


BMI and Mortality: 

Do conflicting results alter 

interpretation of BMI and cancer 

outcomes research? 

Rachel Ballard-Barbash, MD, MPH 

Applied Research Program (ARP) 

Division of Cancer Control and Population Sciences (DCCPS) 

National Cancer Institute (NCI) 
 

NCI NCAB 

 

February 2013 



Outline/Purpose 

 Overview of BMI and cancer outcomes 

• Incidence and Mortality in Cancer Patients 

 Overview results in two papers on BMI and all cause mortality that 

were asking very different questions and used different methods 

• Flegal et al, JAMA 2013 

• Berrington et al NEJM 2010 

 Discuss how question being addressed and methods influence 

interpretation and implications of results 

 Global Burden of Disease 2010  - increased contribution of morbidity 

to disease burden 

 If time – highlights of research on physical activity and mortality 

 



Obesity and Cancer Risk 

Bulk of Evidence is on Cancer Incidence 

Fair AM, Montgomery K. Methods Mol Biol. 2009;472:57-88. 



Author N 

Surgical  Obese 

Cancer Rate  

Nonsurgical Obese 

Cancer Rate  Reduction in Cancer RR 

Adams, 2009  942 
I = 4.14% 

M = 1.06% 

I = 4.14% 

M = 1.53% 

I = No change 

M = 30% 

McCawley, 2009 Effect on Cancer Outcomes Not Reported 

Sjostrom, 2009 590 I = 6.4% I = 6.6% I = 3% 

Cancer Incidence (I) and Mortality (M) Rates Between 

Bariatric Surgical and Nonsurgical Obese Groups 

Author N 

Surgical  Obese 

Cancer Rate  

Nonsurgical Obese 

Cancer Rate  Reduction in Cancer RR 

Adams, 2009  
5654 

I = 3.8% 

M = 0.55% 

I = 5.23% 

M = 1.05% 

I = 27.3% (p<0.05) 

M = 47.6% (p<0.05) 

McCawley, 2009 1482 I = 3.6% I = 5.8% I = 38% (p<0.05) 

Sjostrom, 2009 1447 I = 5.56% I = 8.98% I = 38% (p<0.05) 

Men 

Ashrafian et al, Cancer 2011 

Women 



Obesity and Survival in Breast Cancer Patients 

Protani M et al. BCRT  2010: 123:627-635 

Meta-Analysis 

Subgroup No. of estimates Pooled HR (95% CI) P-value 

Survival measure 

All-cause 

Breast cancer specific 

 

36 

19 

 

1.33 (1.21-1.47) 

1.33 (1.19-1.50) 

 

0.91 

Obesity measure 

BMI 

WHR 

 

55 

6 

 

1.33 (1.23-1.44) 

1.31 (1.14-1.50) 

 

0.95 

Study design 

Observational cohort 

Treatment cohort 

 

48 

7 

 

1.36 (1.23-1.49) 

1.22 (1.14-1.31) 

 

0.53 

Menopausal status 

Pre-menopausal 

Post-menopausal 

Both 

 

16 

12 

36 

 

1.47 (1.19-1.83) 

1.22 (0.95-1.57) 

1.33 (1.23-1.43) 

 

0.25 

Year of diagnosis 

Pre-1995 

Post-1995 

 

30 

11 

 

1.31 (1.16-1.46) 

1.49 (1.31-1.68) 

 

0.17 

 43 studies published 1963-2005  ● comparison of obese vs. non-obese subjects 



BMI and Quality of Dosing for  

Breast Cancer Adjuvant Chemotherapy 

Griggs JJ, et al. JCO 2007; 25:3 



BMI and Colorectal Cancer Outcomes 

Author Stage HR  or P 

Tartter 1984 Colon – B1, C1, C2 

(n=279) 

Recurrence:    p=0.03 

(weight > vs. < median) 

Meyerhardt 2003 Colon – B2, B3, C 

(n=3759) 

DFS: 

OS: 

HR 1.11 (0.94-1.30) 

HR 1.11 (0.96-1.29) 

(BMI kg/m2 ≥ 30 vs. < 30 kg/m2) 

Meyerhardt 

 

2004 Rectal – I, II 

(n=1792) 

DFS: 

OS: 

Local: 

HR 1.10 (0.91-1.32) 

HR 1.09 (0.90-1.33) 

HR 1.31 (0.91-1.88) 

(BMI kg/m2 ≥ 30 vs. < 30 kg/m2) 

Dignam 2006 Colon – B, C 

(n=4288) 

DFS: 

Events: 

HR 1.27 (1.05-1.53) 

HR 1.38 (1.10-1.73) 

(BMI ≥ 35 kg/m2 vs. < 30 kg/m2) 

Meyerhardt 2008 Colon – III 

(n=1053) 

DFS: 

RFS: 

OS: 

HR 1.24 (0.83-1.83) 

HR 1.27 (0.85-1.89) 

HR 0.87 (0.54-1.42) 

(BMI ≥ 35 kg/m2 vs. < 30 kg/m2) 

Meyerhardt JA, J Clin Oncol;2010;28:4066-4073 



Cao Y, Ma J, Cancer Prev Res;2011;4:486-501 

BMI and Prostate Cancer Specific Mortality 

RRs per 5 kg/m2 increase in BMI 
and prostate cancer–specific 

mortality  

RRs per 5 kg/m2 increase in BMI 
and biochemical recurrence after 

treatment  



Two Studies 

 Different Questions, Methods and Results 

 Flegal et al JAMA 2013: All-Cause Mortality, Overweight and Obesity 

• Research Question: How are the standard BMI categories associated with 

mortality in published literature? 

• Methods: Meta-analysis of 97 studies with standardized measures of 

overweight (25 - <30), obesity (>30), grade 1 (30-<35), grade 2,3 (>35); 

sample of 2.88M people with 270,000 deaths  

• Included adults of all ages, and populations covered in existing studies, 

with FU of 5 to 42 years 

• Conclusion: Relative to normal weight (BMI <25),  

 Overall obesity (>30),  and higher grade (2,3) obesity (>35) are 

associated with higher all-cause mortality (21% and 34% respectively) 

 Grade 1 obesity (30-<35) is not associated  

 Overweight (25-<30) is associated with modest decreased mortality 

(6%) 

 



Risk of All Cause Mortality for Overweight and 

Obesity Relative to Normal Weight for All Ages 

Flegal KM, et al. JAMA 2013;309:71-82 



Two Studies with Different Questions, 

 Methods and Results 

 Berrington et al, NEJM 2010: BMI and Mortality 

• Research Question: What is the independent effect of BMI on mortality in 

healthy non-smoking, white adults? 

• Methods: Pooled analysis of 19 studies with 1.49 M people; in examining 

the effect of BMI on mortality in healthy non-smokers used 560,000 health 

people among the 670,000 never smokers 

• Included healthy, non-smoking non-Hispanic white adults 19 to 84 years 

of age with BMI range of 15-49.9; studies with at least 5 yrs of FU and 

>1000 deaths in NHW adults, baseline year 1970  

• Conclusions:  

 In non-Hispanic white adults, overweight and obesity and underweight 

are associated with increased all-cause mortality.   

 All-cause mortality in healthy, non-smoking non-Hispanic white adults 

is lowest among  the group with a BMI of 20.0-24.9 

 

 



All Cause Mortality Increases with Progressively 

Higher and Lower BMIs 

Berrington A, NEJM 2010; 363; 

23: 2211-2219 



BMI and Mortality Stratified by Age 

Berrington A, NEJM 2010; 363; 23: 2211-2219 



BMI and Mortality by Smoking Status –  

Men without Cancer or CVD at Baseline 

0 

0.5 

1 

1.5 

2 

2.5 

3 

3.5 

15-18.4 18.5-19.9 20-22.4 22.5-24.9 25-27.4 27.5-29.9 30-34.9 35-39.9 40-49.9 

Healthy Males 

Never smokers Former smokers Current smokers 

Berrington A, NEJM 2010; 363; 23: 2211-2219 

(47%) (40%) (13%) 



BMI and Cause Specific Mortality 

 among Healthy Never Smokers 

Berrington A, NEJM 2010; 363; 23: 2211-2219 



Waist Circumference and Mortality by BMI 

Cerhan JR, et al. Submitted 2013 

WC cutpoints (cm) for men: <90.0, 90.0-94.9, 95.0-99.9, 100.0-104.9, 105.0-109.9, 110.0+  

WC cutpoints (cm) for women: <70.0, 70.0-74.9, 75.0-79.9, 80.0-84.9, 85.0-89.9, 90.0+. 



Years of Life Lost with Physical Inactivity 

across BMI Categories 

Moore SC, et al. PLoS Med 2012;9(11) 



Issues in Interpretation 

 Critical to consider the question being addressed 

 BMI correlates with obesity but is not a precise 

measure of metabolically active fat mass 

 Epidemiologic analysis of independent effect of BMI is 

addressed by analyses of healthy, non-smokers 

 Removes bias from two strong predictors of mortality 

 But difficult to extrapolate to other patient groups 

 BMI/mortality and cause-specific mortality may differ by 

 Age at time BMI is assessed 

 Smoking status 

 Gender and racial/ethnic population mix 

 Elimination of people with comorbid disease at baseline 

 Body fat distribution 

 Other risk factors for overweight/obesity – PA, Diet, Alcohol 



Global Years of Life Lost Ranks for the Top 25 

Causes, 1990 and 2010 

Lozano R, et 

al. Lancet 

2012; 380: 

2095-128 



Global Years Lived with Disability Ranks for the 25 

Most Common Causes, 1990 and 2010 

Vos T, et al. 

Lancet 2012; 

380: 2163-96 



Global Risk Factor Ranks for All Ages and Sexes Combined, 

1990 and 2010 

Lim SS, et al. 

Lancet 2012; 

380: 2224-60  



Risk Factors Ranked by Attributable Burden of Disease, 2010 

Lim SS, et al. Lancet 

2012; 380: 2224-60  



BMI and Hypertension Incidence 

Guh DP, et al. BMC Public Health 2009; 9:88 



Guh DP, et al. BMC Public Health 2009; 9:88 

BMI and CHD Incidence in Women 



BMI and Post Menopausal Breast Cancer Risk 

Guh DP, et al. BMC Public Health 2009; 9:88 



BMI and Endometrial Cancer Risk  

Guh DP, et al. BMC Public Health 2009; 9:88 



BMI and Type 2 Diabetes Risk 

Guh DP, et al. BMC Public Health 2009; 9:88 



All claims (%) 

Condition Breast Prostate 
Colorectal-

female 

Colorectal-

male 

Chronic pulmonary disease 7.2 16.2 4.7 4.8 

Diabetes 10.2 17.4 6.4 5.4 

Congestive heart failure 5.7 9.8 5.1 3.6 

Cerebrovascular disease 3.6 7.4 2.4 2.2 

Peripheral vascular disease 2.1 4.6 1.5 1.5 

Old myocardial infarction 0.8 2.9 0.5 1.0 

Prevalence of Common Comorbidities among 

Patients with the Three Most Common Cancers 

Klabunde CN, et al. Ann Epidemiol 2007;17:584–590. Medicare data from 1992-1996. 



Hazard Ratios (HRs) 

Condition 

Breast 

n=13,247 
(841 non-CA 

deaths) 

Prostate 

n=26,766 
(2,122 non-CA 

deaths) 

Colorectal 

n=16,829 
(1,756 non-CA 

deaths) 

Mod./severe renal disease 3.28 1.97 2.63 

Congestive heart failure 2.33 2.40 2.16 

Dementia 3.29 2.17 1.92 

Chronic pulmonary disease 1.60 2.06 1.40 

Cerebrovascular disease 2.04 1.30 1.41 

Paralysis 1.23 1.48 1.65 

Diabetes 1.57 1.27 0.99 

Risk of Death Varies by Comorbidity for Patients with 

the Three Most Common Cancers 

Klabunde CN, et al. Ann Epidemiol 2007;17:584–590. Medicare data from 1992-1996. 



Conclusion 

 A number of health behaviors, different obesity phenotypes, 

and health conditions may alter BMI and mortality association 

 Associations may vary across racial/ethnic or immigrant 

populations but this may vary in US vs country of origin 

 Disease burden is shifting from mortality to morbidity, 

particularly in developed countries –  estimated to be 50% for 

the US in 2010 

 This change in disease burden suggests a need for a shift 

from a focus on mortality as a predominant measure of 

disease burden 

 Obesity is a complex multi-factorial health problem that is 

being explored with complex systems science approaches  



Complex Adaptive Systems: 

Challenges for Science and Policy 

 Features (nonlinearity, interdependence, spatial and dynamic complexity, 

heterogeneity) make system behavior difficult to capture fully using traditional 

scientific tools or analyses 

 “Mental models” and intuition can be very limiting, misleading 

 Policy Resistance 

 Policies that do not take complexity into account may have unanticipated 

consequences… or even backfire 

 Interventions that are successful in one area alone may be offset by response 

elsewhere in system 

 Heterogeneity means policy solutions may not be “one size fits all” 

 Multiple levels of scale (neurons to nations) necessitate interdisciplinary 

communication, make policy focus challenging 

 The best policies may be subtle, novel, unconventional; may leverage hidden 

synergies; and may need to use “systems” approach 

Ross Hammond, Brookings Institution 



US Continues to Lead the World in 

Obesity Rates 

OECD Obesity Update 2012 



Questions? 



Highlights on 

Physical Activity 

and Cancer 



Television viewing and mortality 

1.00 1.001.04 1.071.09

1.24
1.14

1.58

1.22

2.11

Cancer Other causes

< 1 1-2 3-4 5-6 7+

Ptrend < 0.001 Ptrend< 0.001 

A
d
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s
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d
* 

H
a
z
a
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a
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*Age, sex, education, race, smoking, diet quality, and moderate-vigorous physical activity  

hrs/d 

1.00 1.001.04 1.00

1.14 1.15

1.31 1.36

1.61

1.85

All-causes Cardiovascular

<1 1-2 3-4 5-6 7+ hrs/d

Ptrend< 0.001 Ptrend< 0.001

Matthews CE, George SM, et al. AJCN 2012;95:437–45. 



Joint-effects of television viewing and physical activity on 

cardiovascular mortality 

Matthews, C.E. George, S.M, et al. AJCN 2012;95:437–45. 



Physical Activity & Cancer Prognosis 

Cancer Number of 
Studies 

Decrease 
Risk of 
Cancer 
Death 

Decrease 
Risk of 

All Cause 
Death 

Breast   17 Yes Yes 

Colorectal   6 Yes Yes 

Prostate 1 Too few studies 
 to reach conclusion 

on the  
effect 

Ovarian 2 

Brain 1 
 

Ballard-Barbash R et al, JNCI 2011 



HRs for Physical Activity and Mortality 

Outcomes in Women with Breast Cancer 

Ballard-Barbash R et al. JNCI 2012 
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NIH Policy on Inclusion of Women and 

Minorities in Clinical Research 

Why does NIH have this policy? 

 

• Mandated by Congress in 1993, Public Law 
103-43. 

 

• Ethical principle of justice and importance of 
balancing research burdens and benefits. 

•2 



Public Law PL 103-43 

• Women and minorities must be included in all 
clinical research studies. 
 

• Women and minorities must be included in 
Phase III clinical trials, and the trial must be 
designed to permit valid analysis. 

 
– For the purpose of this policy, Valid Analysis 

means an unbiased assessment that does not require 
high statistical power and should be conducted for 
both large and small studies. 

•3 



Public Law PL 103-43 

• Cost is not allowed as an acceptable reason 
for exclusion. 

 

• NIH supports outreach efforts to recruit and 
retain women, minorities, and their 
subpopulations in clinical studies. 

•4 



NIH Revitalization Act of 1993 

“The Advisory Council of each 

National Institute shall prepare 

biennial reports describing the 

manner in which the institute has 

complied with this section.” 
 

• Reported in odd-numbered years. 

•5 



NIH Report Approach 

A summary report is prepared centrally by the 
NIH Office of Extramural Research and 
includes a statement that the NCAB reviews. 

 
• NCI procedures for implementation of the 

NIH policy for inclusion of women and 
minorities in clinical studies. 

 
• The results of that implementation. 

 
• NCI compliance. 

•6 



NCI  Coordination  

Division of Extramural Activities 

     Implements Inclusion Policy at NCI  

• Institute-wide coordination and 

communication  

•Accrual Working Group –Division Reps 

• Information, Training, Problem Solving 

•7 



NCI Procedures for 

Implementation of NIH Policy 

POLICY DISSEMINATION 
 

• ESAs work with applicants to disseminate 
requirements (NIH Guide and NCI and NIH 
Websites). 

 

• NCI extramural staff are kept up-to-date via 
trans-NIH education programs and desktop 
distribution of policies and procedures.  

•8 



NCI Procedures for 

Implementation of NIH Policy 

PRE-AWARD ACTIVITIES 
 

• Peer reviewers receive instruction on policies and 
evaluate inclusion plans. 

 

• Where concerns are noted, bars to award are put in 
place. NCI staff work with applicants to ensure 
appropriate revisions are made. 

 

• Applications with bars are identified in a closed 
NCAB session, and a subsequent resolution is 
reported.  

•9 



NCI Procedures for 

Implementation of NIH Policy 

POST-AWARD MONITORING 
 

• Awardees report cumulative accrual annually. 
  
• Progress of studies and cumulative accruals are 

reviewed by Program Directors. 
 

• Target and enrollment numbers are entered into the 
NIH Population Tracking application.  
 

• Staff provide oversight, advice, and assistance and 
work with awardees to disseminate findings and 
encourage new studies. 

•10 



NCI Procedures for 

Implementation of NIH Policy 

AGGREGATE REPORTING 
 

• NIH requires a format that aggregates all clinical 
trials whether treatment, behavioral, or 
epidemiologic observation. 

 

– Individual clinical trials vary considerably. 

– Large population-based screening trials dominate 
aggregate data. 

•11 



Instructions in PHS 398 

Inclusion of women and minorities sections 

must include: 

• Subject selection criteria and rationale. 

• Rationale for any exclusions. 

• Enrollment dates (start and end). 

• Outreach plans for recruitment. 

• Proposed composition using tables. 

•12 



Accrual to NCI Clinical Trials 

• Data include epidemiological, population-based 

interventions and therapeutic trials according to 

the NIH definition of clinical research.  

• Subset analyses by race, ethnicity, and sex/gender 

are required of all Phase III clinical trials with 

initial funding after 1995. 

• Current reporting cycle covers data reported in 

FY2011 and 2012, which represents subjects 

enrolled in FY2010 and 2011. 

 
•13 



Requirements for NIH-Defined Phase 

III Clinical Trials  

Definition:   Broadly based prospective Phase III clinical 
investigation,  

• usually involving several hundred or more human 
subjects, 

• for the purpose of evaluating an experimental 
intervention or comparing two or more existing 
treatments.   

• Often the aim of such investigation is to provide 
evidence leading to a scientific basis for consideration 
of a change in health policy or standard of care.  

•14 



•15 

White  Black Asian/ 

PI 

American 

Indian 

Total  

(All Races/ 

Sexes) 

Hispanic

** 

Incidence

Rate per 

100,000 

471.7 489.5 315.0 328.9 465.2 353.7 

Number 

of 

Incidence 

Cases 

1,577,573 194,295 111,376 7,255 1,922,239 175,955 

Estimated 

Percent of 

Total* 

82.1% 10.1% 5.8% 0.4% 100% 9.2% 

US Cancer Incidence for All Cancers 2005-2009 

*US Cancer Percent estimated from SEER Number of Incidence Cases for 2005-2009. 

**Hispanic incidence included in other categories. 



NCI Enrollment for FY 2011 and 2012 

Extramural Research Studies by Sex/Gender 

Sex/Gender Enrolled Percent     US Cancer 

     Incidence* 

Female 4,279,066     70.5% 48.4% 

Male  1,758,184      29.0% 51.6% 

Unknown       28,225        0.5% 

Total  6,065,475      100% 100% 

Sex/Gender Enrolled Percent     US Cancer 

     Incidence* 

Female  3,359,328    53.9% 48.4% 

Male  2,858,916    45.8% 51.6% 

Unknown       19,620      0.3% 

Total  6,237,864    100% 100% 

•16 

2011 

2,392 Studies 

2012 

2,169 Studies 

*US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009 



NCI Sex/Gender Enrollments FY 2011 and 2012 

excluding All Male and All Female Studies  

Sex/ Gender Enrollment Percent of 

Total 

US Cancer 

Incidence* 

Female 693,041 50.3% 48.4% 

Male 655,652 47.6% 51.6% 

Other/Unknown 28,225   2.1% 

Total 1,376,918 100% 100% 

Sex/ Gender Enrollment Percent of 

Total 

US Cancer 

Incidence* 

Female 2,109,101 52.9% 48.4% 

Male 1,859,443 46.6% 51.6% 

Other/Unknown 19,620   0.5% 

Total 3,988,164 100% 100% 

•17 

Subset of studies reported for 2011 and 2012; Studies include both Males and Females. 

*US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009. 

2011 -1,695 

Studies 

2012 -1,561 

Studies 



Race/Ethnicity      2011 

Count 

 2011 

Percent 

    2012     

Count 

 2012 

Percent 

US Cancer 

Incidence** 

White    4,123,883    68.0%     3,772,476   60.5%  82.1% 

Asian       817,196   13.5%         591,279     9.5%   5.8% 

Unknown/Not 

Reported 

     545,393    9.0%       1,237,091     19.8% 

Black or African 

American 

      452,198     7.5%          537,974     8.6%   10.1% 

Hispanic or 

Latino* 

   (391,220)          (6.5%)       (549,827)         (8.8%)  (9.2%) 

American Indian/ 

Alaska Native  

      49,849    0.8%           24,502     0.4%  0.4% 

More Than One 

Race 

        58,375    1.0%           45,994     0.7%      

Native Hawaiian/ 

Pacific Islander 

        18,581    0.3%           28,548     0.5%    

Total     6,065,475   100%      6,237,864   100% 100% 

•18 

NCI Extramural Research Studies  
FY 2011 – 2,392 Studies                FY 2012 – 2,169 Studies 

 

*Hispanic or Latino counts are not exclusive and may be included in other categories.  

**US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009. 



FY 2011 and 2012 NCI Enrollment 

Extramural Phase III Research Studies 

 by Sex/Gender  
 Sex/Gender Count Percent of Total     US Cancer 

     Incidence* 

Female  86,317 58.3% 48.4% 

Male   61,718 41.7% 51.6% 

Unknown         50    0.03% 

Total 148,085 100% 100% 

Sex/Gender Count Percent of Total     US Cancer 

     Incidence* 

Female   67,312   58.1% 48.4% 

Male   48,312   41.7% 51.6% 

Unknown        159     0.1% 

Total 115,783  100% 100% 

•19 

FY 2011 
306 Trials 

FY 2012 
267 Trials 

*US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009. 



NCI Extramural Phase III Research Studies 

FY 2011 – 306 Studies          FY 2012 – 267 Studies 

Race/Ethnicity 2011 

Count 

   2011 

Percent 

2012 

Count 

   2012 

Percent 

US Cancer 

Incidence** 

White    118,896    80.2% 87,661   75.7%  82.1% 

Asian      11,311      7.6%   9,490      8.1%   5.8% 

Black or African 

American 

 11,103 

 

     7.5%  12,761    11.0%   10.1% 

Hispanic or Latino* (9,261)    (6.3%)  (7,381)    (6.4%)  (9.2%) 

Unknown/Not 

Reported 

 5,465       3.7%   4,569     3.9% 

Amer. Indian/Alaska 

Native 

    623       0.4%    516     0.4%  0.4% 

Hawaiian/Pacific 

Islander 

         359       0.2%     270     0.2%      

More Than One Race          328       0.2%     516     0.4%     

Total   148,085   100% 115,783 100% 100% 

•20 

*Hispanic or Latino counts are not exclusive and may be included in other categories. 

**US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009.  



NCI Intramural Research Studies  

FY 2011– 522 Studies         FY 2012 – 565 Studies    
Race/Ethnicity 2011 

Count 

2011 

Percent 

2012 

Count 

2012 

Percent 

US Cancer 

Incidence** 

White 1,543,245   69.4%   1,653,693  45.6% 82.1% 

Unknown/Not 

Reported 

   262,438     11.8%   1,510,138  41.6%   

Black or African 

American 

   212,682     9.6%    243,094   6.7%   10.1% 

Asian    195,464     8.8%   205,930   5.7%   5.8% 

Hispanic or Latino*   (78,129)     (3.5%)   (110,638)   (3.1%)          (9.2%) 

American Indian/ 

Alaska Native 

      6,339     0.3% 7,018    0.2%   0.4% 

More Than One Race       1,582     0.1%       4,102     0.1% 

Hawaiian/Pacific 

Islander 

       1,096     0.1%       2,083     0.1% 

Total 2,222,846    100% 3,626,058    100%   100% 

•21 

*Hispanic or Latino counts are not exclusive and may be included in other categories. 

**US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009.  



CTEP Treatment Trials Enrollment 
FY 2011 – 596 Studies           FY 2012 – 541 Studies   
Race/Ethnicity 2011 

Count 

2011 

Percent 

2012 

Count 

2012 

Percent 

US Cancer 

Incidence** 

White 19,020 81.1% 19,663 81.8% 82.1% 

Black or African 

American 
2,217   9.5% 2,157   8.9% 

10.1% 

Hispanic or Latino* (1,844)  (7.9%) (1,920) (8.0%) (9.2%) 

Unknown/ Not 

Reported 1,092   4.7% 1,066   4.4% 

Asian 852   3.6% 887   3.0% 5.8% 

American Indian/ 

Alaska Native 114   0.5% 124   0.5% 

0.4% 

Native Hawaiian/ 

Pacific Islander 81   0.3% 78   0.3% 

More Than One Race 53   0.2% 59   0.2% 

Total 23,429 100% 24,034 100% 100% 

•22 

*Hispanic or Latino counts are not exclusive and may be included in other categories. 

**US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009.  



CTEP Treatment Trials Enrollment by Gender  

Sex/Gender Count Percent of Total    US Cancer  

    Incidence* 

Female 14,103 60.2% 48.4% 

Male  9,303 39.7% 51.6% 

Unknown      23   0.1% 

Total 23,429 100% 100% 

Sex/Gender Count Percent of Total     US Cancer  

    Incidence* 

Female 14,321 59.6% 48.4% 

Male 9,696 40.3% 51.6% 

Unknown      17   0.1% 

Total 24,034 100% 100% 

•23 

FY 2011  

596 Studies 

FY 2012 

541 Studies 

*US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009. 

 



CTEP Treatment Trials Enrollment by Gender  
(excluding Gender Specific Trials) 

Sex/Gender 2011 

Count 

Percent of 

Total 

    US Cancer 

     Incidence* 

Female 
7,551 48.7% 48.4% 

Male  
7,928 51.1% 51.6% 

Unknown 
     23   0.2% 

Total 
15,502 100% 100% 

Sex/Gender 2012 

Count 

Percent of 

Total 

    US Cancer 

     Incidence* 

Female 
7,819 48.8% 48.4% 

Male 
8,184 51.1% 51.6% 

Unknown 
     17    0.1% 

Total 
16,020 100% 100% 
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FY 2012  

406 Studies 

FY 2011  

459 Studies 

Subset of studies reported for 2011 and 2012; Studies include both Males and Females. 

* US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009. 

 



DCP Trials Enrollment 
2011 – 63 Studies           2012 –  70 Studies   

Race/Ethnicity 2011 

Count 

2011 

Percent 

2012 

Count 

2012 

Percent 

US Cancer 

Incidence* 

White 5,503 83.3% 8,514 85.2% 82.1% 

Black or African 

American 

664 10.1% 939 9.4% 10.1% 

Hispanic or Latino* (350) (5.3%) (454) (4.5%) (9.2%) 

Asian 196 2.8% 246 2.5% 5.8% 

Unknown/ Not 

Reported 

165 2.6% 198 2.0% 

American Indian/ 

Alaska Native 

52 0.8% 62 0.6% 0.4% 

Native Hawaiian/ 

Pacific Islander 

17 0.3% 14 0.1% 

More Than One Race 8 0.1% 21 0.2% 

Total 6,605 100% 9,994 100% 100% 
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*Hispanic or Latino counts are not exclusive and may be included in other categories. 

** US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009.  



DCP Trials Enrollment by Gender  

Sex/Gender Count Percent of Total    US Cancer  

    Incidence* 

Female 4,553 68.9% 48.4% 

Male  2,019 30.6% 51.6% 

Unknown 33 0.5% 

Total 6,605 100% 100% 

Sex/Gender Count Percent of Total     US Cancer  

    Incidence* 

Female 6,036 60.4% 48.4% 

Male 3,938 39.4% 51.6% 

Unknown 20 0.2% 

Total 9,994 100% 100% 
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FY 2011  

    63 Studies 

* US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009. 

FY 2012  

    70 Studies 



DCP Trials Enrollment by Gender  
(excluding Gender Specific Trials) 

Sex/Gender Count Percent of 

Total 

    US Cancer 

     Incidence* 

Female 2,784 58.1% 48.4% 

Male  1,971 41.2% 51.6% 

Unknown 33 0.7% 

Total 4,788 100% 100% 

Sex/Gender Count Percent of 

Total 

    US Cancer 

     Incidence* 

Female 3,068 44.8% 48.4% 

Male 3,761 54.9% 51.6% 

Unknown 20 0.3% 

Total 6,849 100% 100% 
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Subset of studies reported for 2011 and 2012; Studies include both Males and Females. 

* US Cancer Incidence estimated from SEER Number of Incidence Cases for 2005-2009. 

 

FY 2011  

    45 Studies 

FY 2012  

    44 Studies 



NCI Population Tracking Accrual Working Group 

• Division of Extramural Activities 

– Gail Pitts, Chair 

– Clarissa Douglas 

• Division of Cancer Biology 

– Jennifer Strasburger 

• Division of Cancer Control and Population Sciences 

– Mark Alexander 

• Division of Cancer Prevention 

– Cynthia Whitman 

• Division of Cancer Treatment and Diagnosis 

– Rolanda Wade-Ricks 

– Kim Witherspoon  

– Peter Ujhazy  

• Office of Centers, Training, and Resources 

– Martha Hare 
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      Jeanne M. Adler, RN, MPH 

      Head, CIRB Strategy  

      and Operations  

     CTEP/DCTD/NCI   

Jeff Abrams, MD 

Acting Director for Clinical Research 

Division of Cancer Treatment and Diagnosis 

National Cancer Institute 
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Impact of the Implementation of the  

Operational Efficiency Working Group (OEWG)  

Report on the Clinical Trials System 
 

NCAB Meeting 
February 8, 2013 

 



Operational Efficiency Working Group 
     
Overview of Recommendations & 
Implementation  
 
 

•New process to develop trials in interactive & 
 collaborative fashion  

 
•Timelines for target and absolute timelines for trial  
 development (review of proposal to activation) 

  
•Developed implementation plans to achieve targets 

 
 As of Apr 2010:  All treatment trials monitored 

per new timelines  
 

 As of Jan 2011:  All trials that do not achieve 
“absolute” deadlines do not go forward 

 
 



Historical vs OEWG  
Target & Absolute Timelines 

Protocol terminated if absolute timelines not achieved 

   Absolute = 730 



Revision of Timelines in April 2012 

 

• New Absolute Deadlines Based on Initial 
Assessment of Improvement in Timelines 
– Decrease for Early Phase Studies (including larger 

Phase 2 Concepts) from 540 to 450 days   

– Decrease for Phase 3 Studies from 730 to 540 days 

– Implementation in April 2012 
 

 

 

• Institution of 6 Month Deadline for CTEP 
Cooperative Research  & Development (CRADA) 
Agreements 

 
 

 

 



Update on Implementation 
     
• In March 2010, the OEWG provided recommendations to 

the NCI on strategies to decrease the time required to 
activate NCI-sponsored clinical trials 
 

• A major component of the recommendations was the 
creation of target timelines and absolute deadlines for 
studies to go from Concept/LOI submission to activation 
(activation defined as study open to patient enrollment) 
with revision of absolute deadlines in April 2012 

 

Phase 1 and 2 Studies: 
• Target Timeline – 210 days  (7 months) 
• Absolute Deadline – 540 days Now 450 days (15 months) 

 

Phase 3 Studies: 
• Target Timeline – 300 days (10 months) 
• Absolute Deadline – 730 days Now 540 days (18 months) 

 
 



NCI/DCTD/CTEP Response 

 
• Project Managers were hired to closely track study timelines 
 
• Secure website developed to allow investigators, operations 

staff, and NCI staff to monitor timelines 
 
• Routine conference calls between NCI reviewers and 

external investigators instituted at key points in the review 
process to quickly resolve issues and decrease the need for 
multiple document revisions 

 
• Medical Editors were hired with responsibilities including 

compiling and editing Consensus Reviews and inserting 
applicable revisions directly into an unofficial copy of the 
Protocol using Track Changes®, thus saving investigators 
valuable time 

 

 
 
 

 
 



ess 

• Calls between study team & NCI to clarify/discuss 
Consensus Review to prevent review iterations that may 
slow the approval process 
 

• Conference calls occur at several key points: 
– LOI’s:  on-hold, approved pending drug company review, or 

approved 

– Concepts:  pending response to Steering Cmte evaluation or 
approved 

– Protocols:  pending response to Consensus Review 

– Ad Hoc:  as special issues arise during study development 
 

• Approximately 686 conference calls between April 2010 
– Sept 2012: 
– 247 calls for LOI’s 

– 156 calls for Concepts 

– 262 calls for Protocols 

OEWG Conference Call Process 



Stages of LOI/Concept Review & 
Protocol Development 



Comparison of Number of Protocol Revisions 
Prior to Activation  

Post OEWG Group Studies (All Phases) vs Historical Studies  
As of December 2011 



Breakdown of the study development stages 
Early Phase Studies 



Timeline Comparison of Study Activation-Early Phase Trials: 
Historical vs. Post-OEWG  (Apr 2010 – Aug 2012) 



Timeline Comparison of Study Activation for Phase 3 Trials: 
Historical vs. Post-OEWG  (Apr 2010 – Aug 2012) 



Comprehensive Changes Undertaken to Improve Trial Initiation Timelines 
 

Target Timeline  An ideal goal, achievable if all 
partners function optimally  

7 months for phase 1-2 trials and 10 
months for phase 3 trials 

Absolute Deadline  An immoveable date by which 
the trial must be open to 

patient enrollment  

18 months for phase 1-2 trials and 
24 months for phase 3 trials* 

Staffing Additions  New positions created to manage protocol timelines and to assist 
physicians with protocol authorship, revisions, and editing 

Process Improvement Implementation of uniform 
templates for protocol 
development and for 
reviewers’ comments 

Requirement for prompt 
teleconferences to resolve scientific 

and regulatory review issues at 
each step of review 

Information 
Technology  

Creation of a website to track all phases of protocol’s life cycle  

       Change  Implementation 

*The absolute timelines were revised in April 2012 to be more stringent  – 15 months for phase 

 1-2 trials and 18 months for phase 3 
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