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Pancreatic Cancer: Background

Incidence

= In the US in 2020: 57,600 new diagnoses

47,050 deaths
= ~1.6% life-time risk of developing PC
= ~ 10% felt to be hereditary

Third leading cause of cancer related mortality in US

Five-year survival rate of 10%

= Local disease(10%) with 5-yr survival rate of 37%
> 90% of tumors are adenocarcinomas

Precursor lesions for Pancreatic Adenocarcinomas

= Pancreatic Intraepithelial Neoplasias (PanINs) 85% of PC

= Intraductal Papillary Mucinous Neoplasms (IPMNSs)
= Mucinous cystic neoplasms




A PESSIMIST SEE THE DIFFICULTY IN
EVERY OPPORTUNITY.

AN OPTIMIST SEES THE OPPORTUNITY IN
EVERY DIFFICULTY

SIR WINSTON CHURCHILL




Why should we be optimistic?

Adapted from NCI's SEER Cancer Statistics Review 2020
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» Identifying the tumor at an earlier stage
» Better treatments




General Population

Surveillance Diagnostic

Screening
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High Risk Individuals as Defined in 2020

Table 1.Risk for Pancreatic Cancer Related to Genetic Mutation

Genes Common name

Risk of pancreatic cancer

STK11/LKE1 Pautz=Jaghers syndnome
PRSS1 Heraditary pancreatitis
CDKMN2A Farnilial atyplcal rmultiple mola/mealanoma
syndrome
MLH1, MSH2, MSHG Lynch syndrome
TP53 Li-Fraumeni syndrome
ATM A
BRCA1 Heraditary braast and ovanan cancar
BRCAZ, PALB2
Familial pancreas cancer in Familial pancreas cancer
1 or 2 first-degrea relatives

AR,

132 (95% G, 44-261)

SIR, 53 (95% Cl, 23-105)

RR,

AR,
RR,
AR,
AR,
RR,
AR,

13-39

8.6-11
7.3 (85% CI, 2-18)

3.92 (95% G, 0.44-14.2)
2.26 (95% Cl, 1.26-4.06)
3.5-6.2 [A5% Cl 1.87-6.58)
493

From Davee et al,” adapted with permission.
MA, not applicable; RR, relative risk; SIR, standardized incidence ratio.

Aslanian et al. Gastro 2020
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Summary of Recommendations I —

Management of patients with increased risk for familial pancreatic cancer:

of the 2019 International CAPS ;??ej;i?n;‘*?é:‘?;“;:zzzii::::
Consortium: How e

At Baseline
= MRI/MRCP + EUS + fasting blood glucose and/or HbA1c
During follow-up
= Alternate MRI/MRCP and EUS
(no consensus if and how to alternate)

= Routinely test fasting blood glucose and/or HbA1c
Intervals

= 12 months if no abnormalities, or only non-concerning
abnormalities

= 3 or 6 months if concerning abnormalities for which
immediate surgery is not indicated

= Surgery if positive FNA and/or a high suspicion of
malignancy on imaging
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Summary of pertinent findings after initial screening:

1. Cumulative incidence of invasive PDAC was 3.4%(12/354 HRI)

2. PDAC and high-grade precursor lesions develop in 7% of HRI
at a rate of progression of 1.6% per year

3. Nine of 10 PDACs were resectable (stage I or II)

4. Three-year survival rate of 90%
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Overall Strategy for Surveillance of High-Risk Groups

Clinical Risk Sensitivity > 95%
_ Groups Specificity > 50-70%
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Target Performance:
Specificity > 95%
Sensitivity > 50-70%

Adapted from Liu et al. Cancer Epidemiol Biomarkers Prev. 2020




Pancreatic Cyst Management

Who should you resect?
Treatment

Who should you follow?
Surveillance

Who should you forget?
No further management required




Common Pancreatic Cysts

No Malignant Malignant Potential
Potential

Pseudocyst Intraductal papillary mucinous
neoplasm

Serous cystadenoma Mucinous cystic neoplasm

Retention Cyst Cystic neuroendocrine tumor

Lymphoepithelial cyst Solid pseudopapillary neoplasm




Revisions of International Consensus Fukuoka Guidelines:

Algorithm for the management of suspected BD-IPMN
(Pancreatology 2017: 738— %)

re_any of the following high-risk stigmata of malignanc ent

A

i} chetructive jaundice in a patient with cystic lesion of the head of the pancreas, i) enhancing solid component within cyst,
i} mamm pancraatic duct =10 mm in 5iza
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- Are any of the following worrisome features present?

Consider Clinical: Pancreatitis @

surgery, Imagirg: 1) cyst >3 cm, i} thickenedienhancing cyst wallg, i) main duct size 5-9 mm, i) nron-enhancing
il climically rmural noduls iv) abrupt change in caliber of pancreatic duct with distal pancreatic atrophy.
appropriate

If yas, perform endoscopic ullrasawnd Mo
Are any of these features present? ¥*
i) Definite mural nodule (=B Mo I—l- What is the size of largest cyst? |

i) Main duct features suspicious for involvement ©
W) Cytalogy: susplclous or positive for mallgnancy
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CTIMRI CTIMREI EUS in 3-6 months, then Close survaillance altermating
) d yearly x 2 years, langthien interval alternating MRI MRl with EUS every 3-8 months
in 2-3 years then lengthean wilh EUS as appropriate. d Strongly consider surgery in younag,
imtarval Consider surgery im youmng, fit patients
il o change d fit patients with need for

pralonged survaillanca

a. Pancreatitis may be an indication for surgery for relief of symploms.
b. Differential diagnosis includes mucin. Mucin can mowve with change in patient position, may be dislodged on
cyst lavage and does not have Doppler flow. Features of true tumor nodule include lack of mobility, presence of
Doppler flow and FNA of nodule showing tumor tissue

c. Presence of any ona of thickened walls, intraductal mucin or mural nodules is suggestive of main duct
invabrement. In their absence main duct involvement is incolclusive

d. Studies from Japan suggest that on follow-up of subjects with suspected BOD-IPMN there is increased incidence
of pancreatic ductal adenocarcinoma unrelated to malignant transformation of the BD-IPMM(s) being followead.
However, it is unclear if imaging surveillance can detect early ductal adenocarcinoma, and, if so, at what interval
survaillance imaging should be parformad.



Performance of International Consensus
Fukuoka Guidelines for the management of

suspected asymptomatic BD-IPMN
(Xu et al. Medicine 2017 96:35)

PPV for HGD/CA

NPV for HGD/CA




Who to Resect?

Sensitivity for 62-73% 80-85%
HGD/CA

Specificity for 46-79%
HGD/CA

PPV for HGD/CA 19-52%

NPV for HGD/CA 82-90%

Xu et al. Medicine 2017 and Singhi et a/. GIE 2015




Both optimists and pessimists
contribute to society. The optimist
invents the aeroplane, the pessimist

the parachute.

(Gesnge Bernard Shaw
14




Questions to Address

1.Considering the topics covered in your

session, what are the most important
takeaways?

2.What actions should be taken to implement
them?

3.Can the topics discussed in the session be
implemented by the EDRN? YES

4.Should the topics discussed be written up as
a manuscript for the community engaged in
biomarker research? ALREADY HAS THIS YEAR!!




