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May 24, 2017 
 
David C. Grossman, M.D., M.P.H. 
Chairperson  
U.S. Preventive Services Task Force  
540 Gaither Road  
Rockville, MD 20850 
 
Dear Dr. Grossman and Members of the U.S. Preventative Services Task 
Force:  
 
On behalf of the Pancreatic Cancer Action Network and the more than 
50,000 Americans diagnosed with pancreatic cancer each year, we write 
today in response to the Draft Research Plan for Pancreatic Cancer: 
Screening.   
 
The Pancreatic Cancer Action Network is a scientific evidence based 
organization.  Our responses to the attached questions are to assist the 
USPSTF in their analysis of the research on pancreatic cancer risk based 
on the most up-to-date research currently available.  
 
Pancreatic cancer is the toughest of the major cancers with a five-year 
survival rate in the single digits.  The lifetime risk of developing pancreatic 
cancer is 1.6 percent (for both sexes).1 It is the third leading cause of 
cancer-related death in cancers that affect both men and women in the 
United States and is projected to become the second leading cause of 
cancer-related death by 2020 2, underscoring the importance of early 
detection and effective treatment in reversing the statistics for this disease. 
However, there is a critical evidence gap in research related to prevention 
of pancreatic cancer, and there is currently no screening test for pancreatic 
cancer for the general population. 
 
There is a growing body of evidence that screening for pancreatic cancer 
would be extremely beneficial to certain high-risk populations, in particular 
individuals with a strong family history, hereditary pancreatitis, or known 
inherited cancer syndromes (details provided below).  People who are 
diagnosed with early pancreatic cancer can be candidates for surgery, the 
only treatment with curative intent for this disease. Therefore, identifying the 
right populations to screen and the right techniques to use is a high-priority 
area that deserves further examination. We strongly urge the USPSTF to 
consider the information available in the context of the exceptional 
deadliness of this disease and generate guidance on the usefulness 
of screening these high-risk populations. 
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COMMENTS ON USPSTF PROPOSED KEY QUESTIONS: 
 
Draft: Proposed Key Questions to Be Systematically Reviewed 
1. Does screening for pancreatic adenocarcinoma improve cancer morbidity or mortality or all -cause 

mortality? 
 
There is no screening protocol for pancreatic adenocarcinoma for the general population, making this 
general question unanswerable with current literature.   There are no published randomized clinical 
trials on an asymptomatic population with a mortality endpoint and no plans to perform one to our 
knowledge.  It poses an ethical dilemma and a recruitment challenge to consider withholding 
intervention for individuals at risk for a disease with a 5-year survival rate in the single digits.  However, 
multiple studies have shown that screening high-risk individuals is beneficial. 3-5  We strongly urge the 
USPSTF to consider the information available in the context of the exceptional deadliness of this 
disease and generate guidance on the usefulness of screening these high-risk populations. 
 
Further details are provided below in answer to the highly relevant question regarding screening in 
subpopulations providing elements that should be considered in generating screening guidelines.  

 
a. Does screening effectiveness vary by clinically relevant subpopulations (e.g., older adults, persons 
with family history of pancreatic cancer, or persons with diabetes)? 
 
The international Cancer of the Pancreas Screening (CAPS) consortium developed the following 

recommendation statements on who should be screened, how they should be screened/followed up, 

when surgery is appropriate and the goals of screening. 6  

Who: High risk individuals based on family history, known genetic cancer associated syndromes or 

inherited diseases associated with pancreatic cancer. Details provided below.   

How: High risk individual should be screened using endoscopic ultrasound (EUS) and/or MRI. Patients 

with non-suspicious lesions should be followed up every 6-12 months. Patients with indeterminate solid 

lesions or main pancreatic duct strictures should be followed up at 3 months. 6 

What should be detected during surveillance: Three precursor lesions of pancreatic cancer have been 

defined. 7  

1. Pancreatic Intraepithelial Neoplasia (PanIN).  Most invasive pancreatic adenocarcinoma 

develop from PanINs occurring in about 80% of pancreas cancers. Finding and identifying 

PanINs with high grade dysplasia and at high risk of malignancy should be the goal of 

screening high risk individuals. 5,7,8 

2. Mucinous Cystic Neoplasms (MCN) originate from ovarian-type stroma and almost 

exclusively present in younger females. 7 About 30% of MCNs are associated with invasive 

carcinoma (reviewed in Overbeek et. al)5. 

3. Intraductal Papillary Mucinous Neoplasms (IPMN) involve the main pancreatic duct or one 

of the branches. Certain features of IPMNs are at higher risk including main duct 

involvement compared to branched duct involvement. 5-7,9 
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When should surgery be performed: Surgery should be performed at high volume centers when there is 

a concerning lesion, including cysts that are 2 cm or larger, mural nodule or solid component, or dilated 

main pancreatic duct. 6,9 

Where should screening and surgery take place:  The CAPS consortium recommends screening in a 

multidisciplinary setting and surgery performed at a high-volume center with expertise in pancreatic 

surgery. 6,9 

Goal: The goal of screening high risk individuals is to find advanced precursor lesions or early stage 

pancreatic cancer. 5,6,9  

The following subgroups have a high risk of developing pancreatic cancer and are included in the CAPS 
recommendations.   
  
Family history. There is a significant risk increase of pancreatic cancer among first-degree relatives of 
familial pancreatic cancer with one or more affected family members.10 11 
 
The lifetime risk of developing pancreatic cancer increases with the number of first-degree relatives 
affected:  

 One first-degree relative affected – 6 percent (4.5-fold increase)  

 Two first-degree relatives affected – 8-12 percent (6.4-fold increase)  
 Three or more first-degree relatives affected – 40 percent (32-fold increase)  

 
Hereditary pancreatitis. Hereditary pancreatitis (HP), mostly caused by PRSS1 mutation, increases the 
lifetime risk of pancreatic cancer to 25-40 percent.12  Smoking increases the risk of pancreatic cancer by 
two-fold in patients with HP.13 In addition, smokers with HP develop pancreatic cancer 20 years earlier 
than nonsmokers with HP.13 
 
Inherited Cancer syndromes 
 

Peutz-Jeghers syndrome. Individuals with mutations in STK11/LKB1 have an estimated 36 
percent lifetime risk of developing pancreatic cancer.14,15 

 
Carriers of a known BRCA1, BRCA2 pathogenic alteration. 

 Ferrone et al. report that pancreatic cancer risk increases by about 3.3-fold to 4.9 percent 

(about one in 20) for women who harbor a BRCA2 mutation.16  

 The Breast Cancer Linkage Consortium study reported a 3.5-fold increased incidence of 

pancreatic cancer in families with BRCA2 mutations compared with the general 

population17, increasing the lifetime risk to 5.3 percent. 

 BRCA1 mutation carriers have a 2.26-fold increased risk of developing pancreatic cancer, a 

3.39 percent lifetime risk.18,19  

Familial Atypical Multiple Mole Melanoma (FAMMM). Individuals with a mutation in 

P16/CDKN2A have an increased risk of pancreatic cancer.20-23    
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Lynch Syndrome. Individuals with mutations in MLH1, MSH2, MSH6 and PMS2 have a lifetime 

risk of approximately 3.7 percent up to the age of 70 (8.6-fold increase).24 

Incidental cyst findings: 
Pancreatic cysts are identified in about 20% of MRIs and 3% of CT scans. 25  Two different consensus 
guidelines on the management of incidental cysts findings currently exist, the 2012 International 
Association of Pancreatology and the 2015 American Gastroenterological Association guidelines. 26,27 
While there are some differences between the management of incidental findings of pancreatic cysts28, 
it is agreed that surgical resection is indicated for malignant or higher risk cysts. In addition, cyst size, 
presence of solid components, and pancreatic duct involvement should be evaluated to identify the 
higher risk patients that would benefit from further surveillance. 26-28 
 
Other high-risk populations: 
New-onset Diabetes 

 Type 2 diabetes has also been associated with an increased risk of pancreatic cancer, overall 
odds ratio (OR) = 1.8 (95% CI = 1.5–2.1) compared with non-diabetics.  

 Risk is highest in new-onset diabetics (duration less than two years before diagnosis) OR = 2.9 
(95% CI = 2.1–3.9) and decreases with duration of diabetes OR = 1.4 (95% CI = 1.0–2.0) for 
diagnosis more than 15 years before pancreatic cancer diagnosis.29,30  

 Approximately 1 percent of new-onset diabetics develop pancreatic cancer within three years of 
their diabetes diagnosis.31  

Smoking 

 Analysis of 12 case-control studies shows that current smokers have a 2.2-fold increased risk of 
pancreatic cancer compared to never smokers.32,33 

 Smoking cessation reduces this risk; smokers who had quit for one to 10 years are reported to 
have risk estimates of 1.64, and those who had quit for 15-20 years have a risk estimate of 
1.12.32  

 25 percent of pancreatic cancer cases are attributed to cigarette smoking.33,34 

 About 22 percent of deaths due to pancreatic cancer are smoking-attributable mortalities.35 
 
Obesity 

 Various studies shown to link increased body mass index (BMI) to pancreatic cancer.33 
o The risk is estimated at 1.55-fold greater for individuals with a BMI > 35 compared with 

individuals with a BMI of 18.9 to 24.9.34  
o 15.1 percent of patients (identified through the Nurses' Health Study [NHS] and Health 

Professionals Follow-Up Study [HPFS]) with pancreatic cancer had a BMI > 30.36  Other 
studies indicate 6.5 to 7.0 percent of pancreatic cancer patients had a BMI >35, 19 
percent of patients had a BMI > 30.37,38 

 High BMI risk is independent of the risk of pancreatic cancer due to diabetes.33,34 
 
 
 
What is the diagnostic accuracy of screening tests for pancreatic adenocarcinoma? 
 
We agree that the USPSTF should systematically review the diagnostic accuracy of screening tests for 
pancreatic cancer.  It is anticipated that there will be new screening tests and regular advances in the 
types and accuracy of screening tests for pancreatic cancer over the next several years.  Currently, 
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endoscopic ultrasound-guided fine-needle aspiration (EUS/FNA) is most accurate with 99 percent 
sensitivity and 100 percent specificity, but is only used for diagnostic purposes in cases of strong 
suspicion of pancreatic cancer.39  MRI is also utilized and CT/PET is used for staging.  
 
 
Draft: Proposed Contextual Questions 
Contextual questions will not be systematically reviewed and are not shown in the Analytic 
Framework. 
 
We agree these questions provide contextual background and provide the following information for 
your consideration in your research plan. 
 

1. What tools are available for assessing risk of pancreatic adenocarcinoma in primary care?  
        

 PancPRO – a risk assessment model for pancreatic cancer40 
 Genetic testing  

 Family history questionnaire  

 Smoking history  
 Screening of new-onset diabetes using standard protocols such as fasting glucose and 

Hemoglobin A1c. Further assessment of elevated CA19-9 and weight loss can be done after 
positive diabetes results.41-43 

 
 

2. What is the natural history and prognosis of early- versus late-stage pancreatic 
adenocarcinoma? 

 
Patients who are diagnosed with localized/early-stage pancreatic cancer and are eligible for surgery 
have much better outcomes than those diagnosed with advanced-stage disease. The five- year survival 
of patients with localized disease is 27 percent, regional disease 11 percent and metastatic disease 2 
percent.44 
 

3. What is the role of biomarkers or multiple-biomarker panels in screening for pancreatic 
adenocarcinoma? 

A blood test for the antigen CA19-9 is the only pancreatic cancer biomarker in routine clinical use but 
has not been validated as a screening test for pancreatic cancer (reviewed by Poruk, references 
therein45). CA19-9 is not expressed in about 10 percent of individuals, and elevated CA19-9 levels may 
be due to other noncancer-related physiological changes, reducing the sensitivity and specificity of this 
biomarker. However, changes in CA19-9 are used for treatment management in CA19-9-positive 
pancreatic cancer patients. 
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