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Disclaimer

The recommendations in this guideline represent the view of NICE, arrived at after careful
consideration of the evidence available. When exercising their judgement, professionals are
expected to take this guideline fully into account, alongside the individual needs, preferences
and values of their patients or service users. The recommendations in this guideline are not
mandatory and the guideline does not override the responsibility of healthcare professionals
to make decisions appropriate to the circumstances of the individual patient, in consultation
with the patient and/or their carer or guardian.

Local commissioners and/or providers have a responsibility to enable the guideline to be
applied when individual health professionals and their patients or service users wish to use it.
They should do so in the context of local and national priorities for funding and developing
services, and in light of their duties to have due regard to the need to eliminate unlawful
discrimination, to advance equality of opportunity and to reduce health inequalities. Nothing
in this guideline should be interpreted in a way that would be inconsistent with compliance
with those duties.

NICE guidelines cover health and care in England. Decisions on how they apply in other UK
countries are made by ministers in the Welsh Government, Scottish Government, and
Northern Ireland Executive. All NICE guidance is subject to regular review and may be
updated or withdrawn.

Copyright
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1 Appendix G: Excluded studies

G.12 People with jaundice

Study

Admassie D, H/Yesus A, Denke A. Validity of
ultrasonography in diagnosing obstructive jaundice.
East Afr Med J. 2005 Jul;82(7):379-81.

Aslanian, H. R., Estrada, J. D., Rossi, F., Dziura, J.,
Jamidar, P. A., Siddiqui, U. D., Endoscopic ultrasound
and endoscopic retrograde cholangiopancreatography
for obstructing pancreas head masses: combined or
separate procedures?, Journal of Clinical
Gastroenterology, 45, 711-3, 2011

Duraker, N., Hot, S., Polat, Y., Hobek, A., Gencler, N.,
Urhan, N., CEA, CA 19-9, and CA 125 in the differential
diagnosis of benign and malignant pancreatic diseases
with or without jaundice, Journal of Surgical Oncology,
95, 142-7, 2007

Karki, S., Joshi, K. S., Regmi, S., Gurung, R. B., Malla,
B., Role of ultrasound as compared with ERCP in
patient with obstructive jaundice, Kathmandu University
medical journal (KUMJ), 11, 237-40, 2013

Marrelli, D., Caruso, S., Pedrazzani, C., Neri, A.,
Fernandes, E., Marini, M., Pinto, E., Roviello, F., CA19-
9 serum levels in obstructive jaundice: clinical value in
benign and malignant conditions, American journal of
surgery, 198, 333-9, 2009

Mathew, R. P., Moorkath, A., Basti, R. S., Suresh, H.
B., Value and accuracy of multidetector computed
tomography in obstructive jaundice, Polish Journal of
Radiology, 81, 303-309, 2016

Munigala, S., Tummala, P., Krishna, N. B., Agarwal, B.,
Prevalence of pancreatobiliary malignancy in patients
presenting with obstructive jaundice and biliary stricture
or mass lesion on CT/MRI scans and evaluation of
EUS-FNA in their management, Gastrointestinal
Endoscopy, 73, AB245, 2011

Munir K, Bari V, Yagoob J, Khan DB, Usman MU. The
role of magnetic resonance cholangiopancreatography
(MRCP) in obstructive jaundice. J Pak Med Assoc.
2004 Mar;54(3):128-32. PubMed PMID: 15129871.

Singh, A., Mann, H. S., Thukral, C. L., Singh, N. R.,
Diagnostic accuracy of MRCP as compared to
ultrasound/CT in patients with obstructive jaundice,
Journal of Clinical and Diagnostic Research, 8, 103-7,
2014

Reason for Exclusion

PATIENTS were recruited before 2000
(1998-2000)

No outcome data (this paper doesn't
report sufficient data about the diagnostic
specificity, sensistivity and accuracy)

No index/reference test

Not relevant to the research question: this
prospective study involves 88 jaundiced
patients without a suspiction of having PC
(the aim was too compare the role of
ultrasound with ERCP and to determine
the major causes of obstructive jaundice.

No relevant to the research question: no
patients suspected of having PC

No patients type (this prospective study
involves 50 patients with with clinically
suspected obstructive jaundice -
pancreatic cancer was present only in 10
patients. The aim was to evaluate the
diagnostic accuracy of MDCT in the
evaluation of obstructive jaundice with
regards to the level and cause of
obstruction- differentiating between
benign and malign masses- no pancreatic
cancer)

No publication type: conference abstract

Not relevant to the research question (no
patients with suspected PC)

Not relevant to the research question (no
patients with suspected PC)
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Study

Tonack, S., Jenkinson, C., Cox, T., Elliott, V., Jenkins,
R. E., Kitteringham, N. R., Greenhalf, W., Shaw, V.,
Michalski, C. W., Friess, H., Neoptolemos, J. P.,
Costello, E., ITRAQ reveals candidate pancreatic
cancer serum biomarkers: influence of obstructive
jaundice on their performance, British Journal of
CancerBr J Cancer, 108, 1846-53, 2013

Tummala, P., Munigala, S., Agarwal, B., EUS-FNA can
obviate a large number of unnecessary surgeries while
missing very few potentially resectable pancreatic
cancers in jaundiced patients with suspected
pancreatic cancer, Pancreas, 40, 1359, 2011

Vaishali, M. D., Agarwal, A. K., Upadhyaya, D. N.,
Chauhan, V. S., Sharma, O. P., Shukla, V. K.,
Magnetic resonance cholangiopancreatography in
obstructive jaundice, Journal of clinical
gastroenterology, 38, 887-90, 2004

Wang, S. B., Wu, H. B., Wang, Q. S., Zhou, W. L.,
Tian, Y., Ji, Y. H., Lv, L., 18F-FDG PET/CT in
differentiating malignant from benign origins of
obstructive jaundice, Hepatobiliary and Pancreatic
Diseases International, 14, 516-522, 2015

Xing, G. S., Geng, J. C., Han, X. W., Dai, J. H., Wu, C.
Y., Endobiliary brush cytology during percutaneous
transhepatic cholangiodrainage in patients with
obstructive jaundice, Hepatobiliary and Pancreatic
Diseases International, 4, 98-103, 2005

Reason for Exclusion
No index test of interest

Conference abstract

Not relevant to the research question: no
patients suspected of having PC

85 people with clinical confirmation of
obstructive jaundice - no with suspected
pancreatic cancer. The aim was to
evaluate the role of 18F-FDG PET/CT in
differentiating malignant from benign
origins of obstructive jaundice and to
quantify the added value of 18F-FDG
PET/CT over conventional imaging
(enhanced CT and/or MRI))

Not relevant to the research question: no
patients suspected of having PC

G.21 People without jaundice but with a pancreatic abnormality

Study

Reason for Exclusion

Abdallah, E. S. M., Ali, M. I. M., Awadallah, M. Y., El Ghawabi, H.
S. H., Role of diffusion weighted imaging in characterization of
pancreatic pathology, Egyptian Journal of Radiology and Nuclear
Medicine, 47, 723-727, 2016

Affolter, K. E., Schmidt, R. L., Matynia, A. P., Adler, D. G., Factor,
R. E., Needle size has only a limited effect on outcomes in EUS-
guided fine needle aspiration: a systematic review and meta-
analysis, Digestive Diseases & SciencesDig Dis Sci, 58, 1026-34,
2013

Afify, A. M., al-Khafaji, B. M., Kim, B., Scheiman, J. M.,
Endoscopic ultrasound-guided fine needle aspiration of the
pancreas. Diagnostic utility and accuracy, Acta cytologica, 47,
341-8, 2003

Agarwal, B., Abu-Hamda, E., Molke, K. L., Correa, A. M., Ho, L.,
Endoscopic ultrasound-guided fine needle aspiration and
multidetector spiral CT in the diagnosis of pancreatic cancer,
American Journal of Gastroenterology, 99, 844-50, 2004

Agarwal, B., Krishna, N. B., Labundy, J. L., Safdar, R., Akduman,
E. I, EUS and/or EUS-guided FNA in patients with CT and/or

magnetic resonance imaging findings of enlarged pancreatic head

No relevant data

No relevant data

No data on whether lesions
cystic/solid or both

Most part of patients were
included if the clinical
suspicion of pancreatic cancer
was based on (1) obstructive
jaundice with biliary stricture
seen on ERCP- n = 47)

Sample excludes patients with
identifiable focal mass lesions

© National Institute for Health and Care Excellence 2017. All rights reserved
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Study

or dilated pancreatic duct with or without a dilated common bile
duct, Gastrointestinal Endoscopy, 68, 237-42; quiz 334, 335, 2008

Aithal, G. P., Anagnostopoulos, G. K., Tam, W., Dean, J., Zaitoun,
A., Kocjan, G., Ragunath, K., Pereira, S. P., EUS-guided tissue
sampling: comparison of "dual sampling" (Trucut biopsy plus FNA)
with "sequential sampling" (Trucut biopsy and then FNA as
required), Endoscopy, 39, 725-30, 2007

Alsibai, K. D., Denis, B., Bottlaender, J., Kleinclaus, I., Straub, P.,
Fabre, M., Impact of cytopathologist expert on diagnosis and
treatment of pancreatic lesions in current clinical practice. A series
of 106 endoscopic ultrasound-guided fine needle aspirations,
Cytopathology, 17, 18-26, 2006

Ardengh, J. C., Lopes, C. V., de Lima, L. F., de Oliveira, J. R.,
Venco, F., Santo, G. C., Modena, J. L., Diagnosis of pancreatic
tumors by endoscopic ultrasound-guided fine-needle aspiration,
World Journal of Gastroenterology, 13, 3112-6, 2007

Banafea, O., Mghanga, F. P., Zhao, J., Zhao, R., Zhu, L.,
Endoscopic ultrasonography with fine-needle aspiration for
histological diagnosis of solid pancreatic masses: a meta-analysis
of diagnostic accuracy studies, BMC GastroenterologyBMC
Gastroenterol, 16, 108, 2016

Bang, J. Y., Hawes, R., Varadarajulu, S., A meta-analysis
comparing ProCore and standard fine-needle aspiration needles
for endoscopic ultrasound-guided tissue acquisition,
EndoscopyEndoscopy, 48, 339-49, 2016

Berzosa, M., Villa, N., El-Serag, H. B., Sejpal,, Patel, K. V.,
Comparison of endoscopic ultrasound guided 22-gauge core
needle with standard 25-gauge fine-needle aspiration for
diagnosing solid pancreatic lesions, Endoscopic Ultrasound, 4, 28-
33, 2015

Best, Lawrence Mj, Rawiji, Vishal, Pereira, Stephen P, Davidson,
Brian R, Gurusamy, Kurinchi Selvan, Imaging modalities for
characterising focal pancreatic lesions, Cochrane Database of
Systematic ReviewsCochrane Database Syst Rev, 2017

Brandwein, S. L., Farrell, J. J., Centeno, B. A., Brugge, W. R.,
Detection and tumor staging of malignancy in cystic, intraductal,
and solid tumors of the pancreas by EUS, Gastrointestinal
Endoscopy, 53, 722-7, 2001

Chang, J. C., Kundranda, M., Novel Diagnostic and Predictive
Biomarkers in Pancreatic Adenocarcinoma, International Journal
of Molecular Sciencesint, 18, 20, 2017

Chen, G., Liu, S., Zhao, Y., Dai, M., Zhang, T., Diagnostic
accuracy of endoscopic ultrasound-guided fine-needle aspiration
for pancreatic cancer: a meta-analysis, Pancreatology, 13, 298-
304, 2013

Chen, J., Yang, R, Lu, Y., Xia, Y., Zhou, H., Diagnostic accuracy
of endoscopic ultrasound-guided fine-needle aspiration for solid
pancreatic lesion: a systematic review, Journal of Cancer
Research & Clinical OncologyJ Cancer Res Clin Oncol, 138, 1433-
41, 2012

Cherian, P. T., Mohan, P., Douiri, A., Taniere, P., Hejmadi, R. K.,
Mahon, B. S., Role of endoscopic ultrasound-guided fine-needle
aspiration in the diagnosis of solid pancreatic and peripancreatic
lesions: is onsite cytopathology necessary?, HPB, 12, 389-95,
2010

Reason for Exclusion

Lesions identified by clinical
findings

Unclear how lesion originally
identified

Unclear how lesion originally
identified

Checked, no additional
relevant articles

Checked articles, no additional
relevant articles.

Provides data according to
number of lesions rather than
number of patients

Checked, no additional
relevant articles (mainly
studies on cystic lesions)

Unclear how lesion originally
identified

Not systematic review

Includes studies on cystic
lesions

Checked all articles, no
additional

Sample includes patients with
atypical history or symptoms
and equivocal CT findings,
those requiring definitive
diagnosis though
unresectable, and those unfit

© National Institute for Health and Care Excellence 2017. All rights reserved
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Ding, X. W., Role of EUS-FNA for pancreatic mass, Journal of
Digestive Diseases, 17, 58, 2016

D'Onofrio, M., De Robertis, R., Barbi, E., Martone, E., Manfrin, E.,
Gobbo, S., Puntel, G., Bonetti, F., Pozzi Mucelli, R., Ultrasound-
guided percutaneous fine-needle aspiration of solid pancreatic
neoplasms: 10-year experience with more than 2,000 cases and a
review of the literature, European radiology, 26, 1801-7, 2016

Duskova, J., Krechler, T., Dvorak, M., Endoscopic ultrasound-
guided fine needle aspiration biopsy of pancreatic lesions. An 8-
year analysis of single institution material focusing on efficacy and
learning progress, CytopathologyCytopathology, 28, 109-115,
2017

Dyrla, P., Lubas, A., Gil, J., Niemczyk, S., Doppler tissue perfusion
parameters in recognizing pancreatic malignant tumors, Journal of
Gastroenterology & HepatologyJ Gastroenterol Hepatol, 31, 691-
5, 2016

Eloubeidi, M. A., Chen, V. K., Eltoum, I. A., Jhala, D., Chhieng, D.
C., Jhala, N., Vickers, S. M., Wilcox, C. M., Endoscopic
ultrasound-guided fine needle aspiration biopsy of patients with
suspected pancreatic cancer: diagnostic accuracy and acute and
30-day complications, American Journal of Gastroenterology, 98,
2663-8, 2003

Eloubeidi, M. A., Jhala, D., Chhieng, D. C., Chen, V. K., Eltoum, I.,
Vickers, S., Mel Wilcox, C., Jhala, N., Yield of endoscopic
ultrasound-guided fine-needle aspiration biopsy in patients with
suspected pancreatic carcinoma, Cancer, 99, 285-92, 2003

Eloubeidi, M. A., Tamhane, A., Prospective assessment of
diagnostic utility and complications of endoscopic ultrasound-
guided fine needle aspiration. Results from a newly developed
academic endoscopic ultrasound program, Digestive DiseasesDig
Dis, 26, 356-63, 2008

Eloubeidi, M. A., Varadarajulu, S., Desai, S., Shirley, R., Heslin, M.
J., Mehra, M., Arnoletti, J. P., Eltoum, I., Wilcox, C. M., Vickers, S.
M., A prospective evaluation of an algorithm incorporating routine
preoperative endoscopic ultrasound-guided fine needle aspiration
in suspected pancreatic cancer, Journal of Gastrointestinal
SurgeryJ Gastrointest Surg, 11, 813-9, 2007

Erturk, S. M., Mortele, K. J., Tuncali, K., Saltzman, J. R., Lao, R.,
Silverman, S. G., Fine-needle aspiration biopsy of solid pancreatic
masses: comparison of CT and endoscopic sonography guidance,
AJR. American Journal of RoentgenologyAJR Am J Roentgenol,
187, 1531-5, 2006

Ezzat, N. E., Tahoun, N. S., Ismail, Y. M., The role of S100P and
IMP3 in the cytologic diagnosis of pancreatic adenocarcinoma,
Journal of Egyptian National Cancer InstituteJ, 28, 229-234, 2016

Fabbri, C., Fuccio, L., Fornelli, A., Antonini, F., Liotta, R., Frazzoni,
L., Larghi, A., Maimone, A., Paggi, S., Gusella, P., Barresi, L.,
Polifemo, A. M., lovine, E., Macarri, G., Cennamo, V., Tarantino,
I., The presence of rapid on-site evaluation did not increase the
adequacy and diagnostic accuracy of endoscopic ultrasound-
guided tissue acquisition of solid pancreatic lesions with core

Reason for Exclusion
for surgery. No data provided
on number identified by
means of identification.

Conference abstrasct

Includes studies on cystic
lesions

Unclear how lesion originally
identified and whether
cystic/solid

No relevant data

Sample includes patients
where lesion identified using
clinical and/or imaging results.
No separate data provided for
imaging

Sample includes patients
where lesion identified using
clinical and/or imaging results.
No separate data provided for
imaging

Patients included if tissue
diagnosis required, failed
ERCP/percutaneous CT/US-
gudied biopsy, or referred for
EUS-FNA. Data not provided
for separate means of
identification.

49% of sample presented with
obstructive jaundice

Unclear how lesion originally
identified

No relevant biomarker.

Unclear how lesion originally
identified

© National Institute for Health and Care Excellence 2017. All rights reserved

8



Draft for consultation
Excluded studies

Study

needle, Surgical Endoscopy and Other Interventional Techniques,
31, 225-230, 2017

Fisher, L., Segarajasingam, D. S., Stewart, C., Deboer, W. B.,
Yusoff, I. F., Endoscopic ultrasound guided fine needle aspiration
of solid pancreatic lesions: Performance and outcomes, Journal of
Gastroenterology & HepatologyJ Gastroenterol Hepatol, 24, 90-6,
2009

Fritscher-Ravens, A., Izbicki, J. R., Sriram, P. V., Krause, C.,
Knoefel, W. T., Topalidis, T., Jaeckle, S., Thonke, F., Soehendra,
N., Endosonography-guided, fine-needle aspiration cytology
extending the indication for organ-preserving pancreatic surgery,
American Journal of Gastroenterology, 95, 2255-60, 2000

Fritscher-Ravens, A., Topalidis, T., Bobrowski, C., Krause, C.,
Thonke, E., Jackle, S., Soehendra, N., Endoscopic ultrasound-
guided fine-needle aspiration in focal pancreatic lesions: a
prospective intraindividual comparison of two needle assembilies,
Endoscopy, 33, 484-90, 2001

Furuhata, A., Minamiguchi, S., Shirahase, H., Kodama, Y., Adachi,
S., Sakurai, T., Haga, H., Immunohistochemical Antibody Panel for
the Differential Diagnosis of Pancreatic Ductal Carcinoma From
Gastrointestinal Contamination and Benign Pancreatic Duct
Epithelium in Endoscopic Ultrasound-Guided Fine-Needle
Aspiration, PancreasPancreas, 18, 18, 2017

Gress, F., Gottlieb, K., Sherman, S., Lehman, G., Endoscopic
ultrasonography-guided fine-needle aspiration biopsy of suspected
pancreatic cancer, Annals of Internal MedicineAnn Intern Med,
134, 459-64, 2001

Gu, X., Liu, R., Application of 18F-FDG PET/CT combined with
carbohydrate antigen 19-9 for differentiating pancreatic carcinoma
from chronic mass-forming pancreatitis in Chinese elderly, Clinical
Interventions In AgingClin Interv Aging, 11, 1365-1370, 2016

Gupta, S., Mittal, A., Arion, R. K., Singal, R., Comparative
evaluation of ultrasonography and computed tomography in
pancreatic lesions, Journal of Medicine (Bangladesh), 17, 66-78,
2016

Hashimoto, S., Taguchi, H., Higashi, M., Arima, S., lwashita, Y.,
Sasaki, F., Nasu, Y., Kanmura, S., Ido, A., Risk factors for false-
negative diagnosis of malignancy with liquid-based cytology for
pancreatic solid lesions obtained by endoscopic ultrasound-guided
fine needle aspiration, Journal of Gastroenterology and
Hepatology (Australia), 31, 336-337, 2016

Hashimoto, S., Taguchi, H., Higashi, M., Hatanaka, K., Fujita, T.,
Iwaya, H., Nakazawa, J., Arima, S., Iwashita, Y., Sasaki, F., Nasu,
Y., Kanmura, S., Ido, A., Diagnostic efficacy of liquid-based
cytology for solid pancreatic lesion samples obtained with
endoscopic ultrasound-guided fine needle aspiration: A propensity
score-matched analysis, Digestive EndoscopyDig, 03, 03, 2017

Herrmann, K., Erkan, M., Dobritz, M., Schuster, T., Siveke, J. T.,
Beer, A. J., Wester, H. J., Schmid, R. M., Friess, H., Schwaiger,
M., Kleeff, J., Buck, A. K., Comparison of 3'-deoxy-3'-
[18F]fluorothymidine positron emission tomography (FLT PET)
and FDG PET/CT for the detection and characterization of
pancreatic tumours, European Journal of Nuclear Medicine &
Molecular ImagingEur J Nucl Med Mol Imaging, 39, 846-51, 2012

Hewitt, M. J., McPhail, M. J., Possamai, L., Dhar, A., Vlavianos,
P., Monahan, K. J., EUS-guided FNA for diagnosis of solid
pancreatic neoplasms: a meta-analysis, Gastrointestinal

Reason for Exclusion

Unclear how lesion originally
identified

Unclear how lesion originally
identified

Patients had both biopsies
taken, data provided by
assembly used

Unclear how lesion originally
identified

No data on whether lesions
cystic/solid or both

Unclear how lesion originally
identified

Unclear how lesion originally
identified. Sample includes
patients with any type of
lesion.

Conference abstract

Unclear how lesion originally
identified

No data provided on type of
lesion/includes patients where
lesion identified using ERCP;
no separate data provided

No additional articles

© National Institute for Health and Care Excellence 2017. All rights reserved
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Endoscopy, 75, 319-31, 2012

Higashi, T., Saga, T., Nakamoto, Y., Ishimori, T., Fujimoto, K., Doi,
R., Imamura, M., Konishi, J., Diagnosis of pancreatic cancer using
fluorine-18 fluorodeoxyglucose positron emission tomography
(FDG PET) --usefulness and limitations in “clinical reality”, Annals
of Nuclear Medicine, 17, 261-79, 2003

Hogendorf, P., Skulimowski, A., Durczynski, A., Kumor, A.,
Poznanska, G., Olesna, A., Rut, J., Strzelczyk, J., A Panel of
CA19-9, Cal25, and Cal5-3 as the Enhanced Test for the
Differential Diagnosis of the Pancreatic Lesion, Disease
MarkersDis Markers, 2017, 8629712, 2017

Horwhat, J. D., Paulson, E. K., McGrath, K., Branch, M. S., Balillie,
J., Tyler, D., Pappas, T., Enns, R., Robuck, G., Stiffler, H., Jowell,
P., A randomized comparison of EUS-guided FNA versus CT or
US-guided FNA for the evaluation of pancreatic mass lesions,
Gastrointestinal Endoscopy, 63, 966-75, 2006

Hucl, T., Wee, E., Anuradha, S., Gupta, R., Ramchandani, M.,
Rakesh, K., Shrestha, R., Reddy, D. N., Lakhtakia, S., Feasibility
and efficiency of a new 22G core needle: a prospective
comparison study, Endoscopy, 45, 792-8, 2013

Iglesias-Garcia, J., Lindkvist, B., Larino-Noia, J., Abdulkader-
Nallib, I., Dominguez-Munoz, J. E., Differential diagnosis of solid
pancreatic masses: contrast-enhanced harmonic (CEH-EUS),
guantitative-elastography (QE-EUS), or both?, United European
Gastroenterology Journal, 5, 236-246, 2017

Ishiwatari, H, Hayashi, T, Kawakami, H, Isayama, H, Hisai, H, Itoi,
T, Ono, M, Kawakubo, K, Yamamoto, N, Tanaka, M, Itokawa, F,
Oshiro, H, Sonoda, T, Hasegawa, T, Randomized trial comparing
a side-port needle and standard needle for EUS-guided histology
of pancreatic lesions, Gastrointestinal EndoscopyGastrointest
Endosc, 84, 670-678, 2017

Itoi, T., Tsuchiya, T., Itokawa, F., Sofuni, A., Kurihara, T., Tsuiji, S.,
Ikeuchi, N., Histological diagnosis by EUS-guided fine-needle
aspiration biopsy in pancreatic solid masses without on-site
cytopathologist: a single-center experience, Digestive Endoscopy,
23 Suppl 1, 34-8, 2011

Jaray, B., Szekely, E., Basic cytomorphology of pancreatic lesions,
Diagnostic Histopathology, 17, 293-300, 2011

Jeong, S. H., Yoon, H. H., Kim, E. J., Kim, Y. J., Kim, Y. S., Cho,
J. H., High-resolution endoscopic ultrasound imaging and the
number of needle passages are significant factors predicting high
yield of endoscopic ultrasound-guided fine needle aspiration for
pancreatic solid masses without an on-site cytopathologist,
Medicine (United States), 96 (2) (no pagination), 2017

Jiang, Z. M., Xie, D. R., Yang, Q., Chen, D. L., Bi, Z. F., Diagnostic
performance of MUCL for pancreatic ductal adenocarcinoma: A
meta-analysis, Journal of Clinical OncologyJ Clin Oncol, 26,
15680, 2008

Kitajima, K., Murakami, K., Yamasaki, E., Kaji, Y., Shimoda, M.,
Kubota, K., Suganuma, N., Sugimura, K., Performance of
integrated FDG-PET/contrast-enhanced CT in the diagnosis of
recurrent pancreatic cancer: comparison with integrated FDG-
PET/non-contrast-enhanced CT and enhanced CT, Molecular
Imaging & BiologyMol Imaging Biol, 12, 452-9, 2010

Kitano, M., Komaki, T., Imai, H., Sakamoto, H., Takeyama, Y.,

Reason for Exclusion

Narrative review

No information on whether
lesions are solid or cystic

Sample includes patients
where lesion identified by
clinical evaluation, ERCP, US,
MRI or CT. No separate data
provided by means of
identification

Unclear how lesion originally
identified

Unclear how lesion originally
identified

Insufficient data

Unclear how lesion originally
identified

Narrative review

Unclear how lesion originally
identified

No relevant diagnostic test

Study on PET/CT in
assessment of recurrence of
pancreatic cancer

Conference abstract
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Kudo, M., Contrast-enhanced harmonic endosonography in
diagnosing pancreatic diseases, Pancreatology, 10, 22-23, 2010

Kopelman, Y., Marmor, S., Ashkenazi, |., Fireman, Z., Value of
EUS-FNA cytological preparations compared with cell block
sections in the diagnosis of pancreatic solid tumours,
Cytopathology, 22, 174-8, 2011

Krishna, S. G., Rao, B. B., Ugbarugba, E., Shah, Z. K., Blaszczak,
A., Hinton, A., Conwell, D. L., Hart, P. A., Diagnostic performance
of endoscopic ultrasound for detection of pancreatic malignancy
following an indeterminate multidetector CT scan: a systemic
review and meta-analysis, Surgical EndoscopySurg Endosc, 04,
04, 2017

Larghi, A., Verna, E. C., Stavropoulos, S. N., Rotterdam, H.,
Lightdale, C. J., Stevens, P. D., EUS-guided trucut needle
biopsies in patients with solid pancreatic masses: A prospective
study, Gastrointestinal Endoscopy, 59, 185-190, 2004

Latronico, A., Crosta, C., De Fiori, E., Carolei, A., Ravizza, D.,
Bellomi, M., Endoscopic ultrasound and Computed Tomography in
the diagnosis, locoregional staging and assessment of vascular
infiltration of pancreatic carcinoma, Radiologia MedicaRadiol Med
(Torino), 109, 508-15, 2005

Lemke, A. J., Niehues, S. M., Hosten, N., Amthauer, H., Boehmig,
M., Stroszczynski, C., Rohlfing, T., Rosewicz, S., Felix, R.,
Retrospective digital image fusion of multidetector CT and 18F-
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malignancy - 70 and 30 %)

Inappropriate study population (pancreatic
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al. 2011) but not for the comparison of
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splanchnicectomy (Boas' approach)
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weight-losing, non-diabetic patients
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adenocarcinoma and six healthy
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This prospective cohort study was
excluded why higher evidence for this
comparison (Bauer 2005, Fearon
2003) has present.
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No study design - the aim of this
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combination of EPA with a
conventional oral nutritional
supplement could produce weight
gain in PC patients, BUT THE
STUDY WAS uncontrolled

No intervention/comparison of
interest — this RCT aimed, in a post
hoc analysis, to examine the effect of
dietary compliance on intake and
body composition in patients with
unresectable PC. The participant
were stratified in two groups based
on compliance with the nutrition
prescription of consumption of a
minimum of 1.5 cans/day of an
energy and protein dense oral
nutrition supplementxEPA.

No population - This trial doesn't
report outcomes of interest and as
well doesn’t provide sufficient details
about the study population
characteristics.

No population - This trial doesn't
report outcomes of interest and as
well doesn’t provide sufficient details
about the study population
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This prospective cohort study was
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Fearon et al., (2003) and was
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study design was not appropriate.
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determine whether stabilising weight
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PC was associated with improved
survival and quality of life, but want
clear the methods used to pool data
and to keep the randomisation from
the original RCT (Fearon 2003)

This RCT involves 100 patients and it
is likely to be an interim analysis of a
more recent RTC (N=212) which
compares the same interventions,
focusing on the same outcomes,
come from the same study setting
(Italy — S. Raffaele hospital) and has
the same Authorship (Giannotti et al.
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Alternative & Complementary MedicineJ Altern
Complement Med, 11, 1039-46, 2005

Heller, A. R., Rossel, T., Gottschlich, B., Tiebel, O.,
Menschikowski, M., Litz, R. J., Zimmermann, T., Koch, T.,
Omega-3 fatty acids improve liver and pancreas function in
postoperative cancer patients, International Journal of
Cancerint J Cancer, 111, 611-6, 2004

Jo, S., Choi, S. H., Heo, J. S., Kim, E. M., Min, M. S., Choi,
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omega-3 polyunsaturated fatty acids improves clinical
outcomes and prognosis in pancreatic cancer patients: a
systematic evaluation, Nutrition & CancerNutr Cancer, 67,
112-8, 2015

Mack, L. A., Kaklamanos, I. G., Livingstone, A. S., Levi, J.
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Reason for Exclusion

2000). Therefore has been excluded
from the review.

No study design - cross-over trial of 7
patients

No study design - This review
evaluates the different nutritional
therapies on nutritional status, quality
of life and survival in PC - but do not
meta-analyses the outcomes data of
the included studies.
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No study design - study protocol

No population - this trial includes
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No study design - study protocol
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Fearon, K. C., Effect of oral eicosapentaenoic acid on study was to evaluate the

weight loss in patients with pancreatic cancer, Nutrition & acceptability and effects of oral
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Scheiman, J. M., Self-expanding metal stents (SEMS) provide

superior outcomes compared to plastic stents for pancreatic

cancer patients undergoing neoadjuvant therapy, Journal of

Gastrointestinal OncologyJ, 3, 309-13, 2012

Almadi, M. A., Barkun, A. N., Martel, M., No benefit of Meta-analysis. Reference list
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Huser, N., Michalski, C. W., Schuster, T., Friess, H., Kleeff, J.,

Reason for Exclusion

Comparative cohort.

Comparative cohort study

Systematic review. Does not
include any RCT data, only cohort
studies.
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biliary drainage. No comparison of
efficacy of different techniques.
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patients with pancreatic carcinoma,
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cholangiocarcinoma

No intervention/comparison of
interest; patients with PC with distal
biliary obstructions (no
duodenal/gastric)

No publication type: observational
study, no control group (all patients
received the same intervention)
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retrospective study included 410
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no publication type: conference
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of the 87 included patients had a
diagnosis of PC

No study design: this prospective
comparative study evaluates the role
of GJJ in patients with unresectable
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Reason for Exclusion
analysis grouped patients with
borderline disease and those
patients with unresectable
disease together into 1 group.

NO STUDY DESIGN —
conference paper — not enough
information to be appraised

NO DATA ANALYSIS - include 17
studies of neoadjuvant CRT -
without the relevant "surgery
comparison”, without performing a
formal meta-analysis of the
individual studies (references
have been checked)

NO STUDY DESIGN —
conference paper

NO POPULATION - This meta-
analysis includes both people with
locally non-resectable (n=56
studies) and resectable tumours
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and those patients with
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(including unresectable and
borderline resectable- n=31) were
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compares two neoadjuvant GEM-
based CRT regimens in patients
with borderline resectable PC

MORE THAN ONE PICO
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studies of neoadjuvant CRT -
without the relevant "surgery
comparison", and the participants
includes both resectable and
unresectable patients (references
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NO STUDY DESIGN - phase 2
single-arm trial of 41 pts (sample
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NO STUDY DESIGN single-arm
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than 50)
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This review have been checked
for references and no further
evidence was included

NO STUDY DESIGN —
conference paper — not enough
information to be appraised

No population: In total, 77
patients with locally advanced
(including unresectable and
borderline resectable- n=31) and
metastatic (n=44) PC were
enrolled in this phase Il open
label single arm study - the
results are not stratified

Research protocol

NO STUDY DESIGN - phase 2
single-arm trial of 20 pts (sample
size less than 50)
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preoperative interleukin-2
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updated be an earliest publication
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G.131 Resectable and borderline resectable pancreatic cancer

Reason for Exclusion
N=21 (14 LDP vs 7 LPD)
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Intervention/Comparison not
relevant to PICO
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15, 167-78, 2015

Bell, R. H., Jr., Pancreaticoduodenectomy with or without
pylorus preservation have similar outcomes, Cancer treatment
reviews, 31, 328-31, 2005

Boggi, U., Amorese, G., Vistoli, F., Caniglia, F., De Lio, N.,
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J., Kim, S. W. The clinical usefulness of 18F-fluorodeoxyglucose
positron emission tomography-computed tomography (PET-CT) in
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Klapdor, R., Bahlo, M. CA 19-9 AND CEA AS SEROLOGICAL
TUMOR MARKERS (TM) FOR THE DIAGNOSIS AND FOLLOW-
UP OF EXOCRINE PANCREATIC CANCER (PAPA). Anticancer
research, 6830-6831, 2014

Klapdor, R., Lehmann, U., Bahlo, M., Schmiegel, W., Guthoff, A.,
Schreiber, H. W., Greten, H. CA 19-9 AND CEA IN THE FOLLOW-
UP OF EXOCRINE PANCREATIC-CANCER DISEASE.
Gastroenterology, 1137-1137, 1984

Metz, J. M., Vachani, C., Hampshire, M. K., Hill-Kayser, C. E.
Patient-reported outcomes after treatment for cancers of the
pancreas and biliary tract. Journal of Clinical Oncology. Conference
2015.
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CA 19-9 in the therapy monitoring and follow-up of locally advanced
cancer of the exocrine pancreas treated with radiochemotherapy.
Anticancer research, 835-40, 2003

Nagakawa, T., Ohta, T., Kayahara, M., Mori, K., Ueda, S.,
Kobayashi, K., Ueno, K., Konichi, I., Miyazaki, I. Clinicopathological
evaluation of long-term survivors treated for cancer of the head of
pancreas. Hepato-gastroenterology, 1865-9, 1998

Nallamothu, G., Cox, K., Heilbrun, M., Sharma, A., Adler, D. Follow-
up CT scans have limited value in patients with pancreatic cancer.
American Journal of Gastroenterology, S67, 2013

Narasimhaiah, R., James, E., Siegmueller, C., Spalding, D., Patel,
P. Pre-operative C-reactive protein (CRP) as a prognostic indicator
of one year mortality following curative pancreatectomy. Intensive
Care Medicine, S275, 2009

Reason for Exclusion

Population = Non surgical
IPMN

Population = Non surgical
IPMN

Qualitative study with no
intervention

Population = non-resected
and resected, not analysed
separately

Population = non-resected
and resected, not analysed
separately

Outcomes relevant to
specificity and selectivity of
the diagnostic test only

Not a study, a clinical review

Population = non-resected
and resected, not analysed
separately

No outcomes of interest,
validation of a tool to get
information on under-
represented survivorship in
PC

Population = Not resected

No outcomes of interest,
study of predictor factors for
long term survival in PC

Population = newly
diagnosed PC not resected

Single post-operative CRP
values (ICU inpatient) vs
mortality outcomes in PC
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Nordby, T., Hugenschmidt, H., Fagerland, M. W., Ikdahl, T., Follow-up of records of
Buanes, T., Labori, K. J. Follow-up after curative surgery for asymptomatic vs
pancreatic ductal adenocarcinoma: asymptomatic recurrence is symptomatic patients and
associated with improved survival. European Journal of Surgical relationship with disease
Oncology, 559-66, 2013 progression

O'Reilly, E. M., Lowery, M. A. Postresection surveillance for Practice guidelines

pancreatic cancer performance status, imaging, and serum markers.
Cancer Journal, 609-13, 2012

Pedrazzoli, S., Sperti, C., Pasquali, C., Bissoli, S., Fiore, V., Scelzi, No specific follow-up, one off
E., Mion, M. 18-FDG PET is very useful in the follow-up after imaging 21 months (range
resection of pancreatic and periampullary carcinomas. 12-84 months)
Gastroenterology, A814-815

Seufferlein, T., Bachet, J. B., Van Cutsem, E., Rougier, P. Practice guidelines

Pancreatic adenocarcinoma: ESMO-ESDO Clinical Practice
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European Society for Medical Oncology / ESMO, vii33-40, 2012

Suzuki, S., Hatori, T., Kimijima, A., Oshima, N., Furukawa, T., Retrospective clinical course
Kuboki, Y., Shimizu, K., Shiratori, K., Yamamoto, M. The long-term follow-up with no intervention
survivors after curative resection for the pancreatic cancer should

be paid attention to the remnant pancreatic cancer. Pancreatology,

e77-78, 2013

Tai, Y. S., Chia, C. L. K., Shelat, V. G., Woon, W. W. L., Low, J. K. Population = undiagnosed
Incidental raised ca 19.9: Is long term follow-up beneficial? HPB, PC in primary care

€460, 2016

Tjaden, C., Michalski, C. W., Strobel, O., Giese, N., Hennche, A. K., No outcomes of interest
Buchler, M. W., Hackert, T. Clinical Impact of Structured Follow-up
after Pancreatic Surgery. Pancreas, 895-899, 2016

Tzeng, C. W., Abbott, D. E., Cantor, S. B., Fleming, J. B., Lee, J. E.,, Cost-effectiveness analysis
Pisters, P. W., Varadhachary, G. R., Abbruzzese, J. L., Wolff, R. A.,

Ahmad, S. A., Katz, M. H. Frequency and intensity of postoperative

surveillance after curative treatment of pancreatic cancer: a cost-

effectiveness analysis. Annals of Surgical Oncology, 2197-203,

2013

Visser, B. C., Ma, Y., Zak, Y., Poultsides, G. A., Norton, J. A., Assessing guideline
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Weden, S., Klemp, M., Gladhaug, I. P., Moller, M., Eriksen, J. A., 10-year follow-up of K-ras
Gaudernack, G., Buanes, T. Long-term follow-up of patients with vaccination post phase /11

resected pancreatic cancer following vaccination against mutant K- trial. Unlicensed in U.K.
ras. International Journal of Cancer, 1120-8, 2011

Yamamoto, T., Kinoshita, H., Sakamoto, Y., Okada, K., Inoguchi, K., No intervention, study of
Yao, S., Kaihara, S., Hosotani, R., Yagi, S. Long-term survival after  predictor factors for long
resection of pancreatic cancer: Significance of early detection and term survival in PC
histologically curative resection. HBP, 71, 2014

G.161 Management of locally advanced pancreatic cancer

Study Reason for exclusion
Abou-Alfa GK, Letourneau R, Harker G, Modiano M, Hurwitz H, et al. mixed population
Randomized phase Il study of exatecan and gemcitabine compared including metastatic
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Oncol. 2006 Sep 20;24(27):4441-7.

Aigner KR, Gailhofer S, Kopp S. Regional versus systemic mixed population
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Hepatogastroenterology. 1998 Jul-Aug;45(22):1125-9. patients
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Ambe C, Fulp W, Springett G, Hoffe S, Mahipal A. A Meta-analysis of
Randomized Clinical Trials of Chemoradiation Therapy in Locally
Advanced Pancreatic Cancer. J Gastrointest Cancer. 2015
Sep;46(3):284-90.
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CECOG/PAN13001. J Clin Oncol. 2008 Aug 1;26(22):3695-701.
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Cantore M, Fiorentini G, Luppi G, Rosati G, Caudana R, Piazza E,
Comella G, Ceravolo C, Miserocchi L, Mambrini A, Del Freo A,
Zamagni D, Rabbi C, Marangolo. Gemcitabine versus FLEC regimen
given intra-arterially to patients with nresectable pancreatic cancer: a
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Integrated Locoregional Therapy in Oncology. J Chemother. 2004
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Chen J, Xiao-Zhong G, Qi XS. Clinical Outcomes of Specific
Immunotherapy in Advanced Pancreatic Cancer: A Systematic Review
and Meta-Analysis. J Immunol Res. 2017:8282391.

Chen Y, Sun XJ, Jiang TH, Mao AW. Combined radiochemotherapy in
patients with locally advanced pancreatic cancer: a meta-analysis.
World J Gastroenterol. 2013 Nov 14;19(42):7461-71.

Colucci G, Labianca R, Di Costanzo F, Gebbia V, Carteni G, et al.
Randomized phase Il trial of gemcitabine plus cisplatin compared with
single-agent gemcitabine as first-line treatment of patients with
advanced pancreatic cancer: the GIP-1 study. J Clin Oncol. 2010 Apr
1;28(10):1645-51.

Conroy T, Desseigne F, Ychou M, Bouché O, Guimbaud R, et al.
FOLFIRINOX versus gemcitabine for metastatic pancreatic cancer. N
Engl J Med. 2011 May 12;364(19):1817-25.

Dababou S, Marrocchio C, Rosenberg J, Bitton R, Pauly KB, et al. A
meta-analysis of palliative treatment of pancreatic cancer with high
intensity focused ultrasound. J Ther Ultrasound. 2017;5:9.

Reason for exclusion

Systematic review not
relevant to PICO:
references have been
checked

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients

This review included 25
articles, which are mostly
not respondent to the
inclusion criteria (no
study design, no
comparative evidence, no
English). Therefore
references have been
checked for relevant
studies

Systematic review not
relevant to PICO:
references have been
checked

mixed population
including metastatic
patients

mixed population
including metastatic
patients

This review included 23
articles, which are mostly
not respondent to the
inclusion criteria (no
study design, no
comparative evidence, no
English). Therefore
references have been
checked for relevant
studies
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Fegrachi S, Besselink MG, van Santvoort HC, van Hillegersberg R,
Molenaar 1Q. Radiofrequency ablation for unresectable locally
advanced pancreatic cancer: a systematic review. HPB (Oxford). 2014
Feb;16(2):119-23. doi: 10.1111/hpb.12097.

Girelli R, Giardino A, Frigerio I, Salvia R, Partelli S, Bassi C. Survival
after radiofrequency of stage Ill pancreatic carcinoma: a wind of
change? HBP. 2011;13(Suppl. 2):15

Goncalves A, Gilabert M, Francois E, Dahan L, Perrier H, Lamy R, Re
D, Largillier R, Gasmi M, Tchiknavorian X, Esterni B, Genre D,
Moureau-Zabotto L, Giovannini M, Seitz JF, Delpero JR, Turrini O,
Viens P, Raoul JL. BAYPAN study: a double-blind phase Ill randomized
trial comparing gemcitabine plus sorafenib and gemcitabine plus
placebo in patients with advanced pancreatic cancer. Ann Oncol. 2012
Nov;23(11):2799-805.

Gourgou-Bourgade S, Bascoul-Mollevi C, Desseigne F, Ychou M,
Bouché O,Guimbaud R, Bécouarn Y, Adenis A, Raoul JL, Boige V,
Bérille J, Conroy T. Impact of FOLFIRINOX compared with gemcitabine
on quality of life in patients withmetastatic pancreatic cancer: results
from the PRODIGE 4/ACCORD 11 randomized trial. J Clin Oncol. 2013
Jan 1;31(1):23-9.

Han GH, Yin ZX, Meng XJ, He CY, Zhang HB, Sun AH, Wu KC, Ding J,
Fan DM. Prospective randomized clinical trial of two drug delivery
pathway in the treatment of inoperable advanced pancreatic carcinoma.
Chin J Dig Dis. 2006;7(1):45-8.

Herrmann R, Bodoky G, Ruhstaller T, Glimelius B, Bajetta E, et al.
Gemcitabine plus capecitabine compared with gemcitabine alone in
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of the Swiss Group for Clinical Cancer Research and the Central
European Cooperative Oncology Group. J Clin Oncol. 2007 Jun
1;25(16):2212-7.

Huang D, Fang J, Luo G. Meta-analysis of gemcitabine and cisplatin
combination chemotherapy versus gemcitabine alone for pancreatic
cancer. J Cancer Res Ther. 2016;12(Supplement):104-108.

lerardi AM, Lucchina N, Petrillo M, Floridi C, Piacentino F, et al.
Systematic review of minimally invasive ablation treatment for locally
advanced pancreatic cancer. Radiol Med. 2014 Jul;119(7):483-98.

Ji Z, Wang Y, Chen X, Wu T. Peripancreatic artery ligation and artery
infusion chemotherapy for advanced pancreatic carcinoma. Chin Med J
(Engl). 2003 Jan;116(1):89-92.

Keane MG, Bramis K, Pereira SP, Fusai GK. Systematic review of
novel ablative methods in locally advanced pancreatic cancer. World J
Gastroenterol. 2014 Mar 7;20(9):2267-78. doi:
10.3748/wjg.v20.i9.2267.

Kindler HL, loka T, Richel DJ, Bennouna J, Létourneau R, Okusaka T,
Funakoshi A, Furuse J, Park YS, Ohkawa S, Springett GM, Wasan HS,
Trask PC, Bycott P,

Maraveyas A, Waters J, Roy R, Fyfe D, Propper D, et al. Gemcitabine
versus gemcitabine plus dalteparin thromboprophylaxis in pancreatic
cancer. Eur J Cancer. 2012 Jun;48(9):1283-92.

Matsui Y, Nakagawa A, Kamiyama Y, Yamamoto K, Kubo N, Nakase
Y. Selective thermocoagulation of unresectable pancreatic cancers by
using radiofrequency capacitive heating. Pancreas. 2000;20:14—20.

Reason for exclusion

review including evidence
not matching the
inclusion criteria:
references have been
checked

conference abstract

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients

References have been
checked for relevant
studies, no new evidence
was identified

Systematic review not
relevant to PICO:
references have been
checked

mixed population
including metastatic
patients

review including evidence
not matching the
inclusion criteria:
references have been
checked

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients
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Moore MJ, Goldstein D, Hamm J, Figer A, Hecht JR, et al. Erlotinib plus
gemcitabine compared with gemcitabine alone in patients with
advanced pancreatic cancer: a phase lll trial of the National Cancer
Institute of Canada Clinical Trials Group. J Clin Oncol. 2007 May
20;25(15):1960-6.

Oster MW, Gray R, Panasci L, Perry MC. Chemotherapy for advanced
pancreatic cancer A comparison of 5-fluorouracil, adriamycin, and
mitomycin (FAM) with 5-fluorouracil, streptozotocin, and mitomycin
(FSM). Cancer. 1986 Jan 1;57(1):29-33.

Shamseddine Al, Khalifeh MJ, Mourad FH, Chehal AA, Al-Kutoubi A,
Abbas J, Habbal MZ, Malaeb LA, Bikhazi AB. Comparative
pharmacokinetics and metabolic pathway of gemcitabine during
intravenous and intra-arterial delivery in unresectable pancreatic cancer
patients. Clin Pharmacokinet. 2005;44(9):957-67.

Singh V, Varshney S, Sewkani A, Varshney R, Deshpande G, Shaji P,
et al. Radiofrequency ablation of unresectable pancreatic carcinoma:
10-year experience from single

centre. Pancreatology. 2011;11(Suppl. 1):52.

Spiliotis JD, Datsis AC, Michalopoulos MV, Kekelos SP, Vaxevanidou
A, Rogdakis AV, et al. Radiofrequency ablation combined with palliative
surgery may prolong survival of patients with advanced cancer of the
pancreas. Langenbecks Arch Surg. 2007;392:55—-60

Su D, Jiao SC, Wang LJ, Shi WW, Long YY, et al. Efficacy of
nimotuzumab plus gemcitabine usage as first-line treatment in patients
with advanced pancreatic cancer. Tumour Biol. 2014 Mar;35(3):2313-8.

Sudo K, Ishihara T, Hirata N, Ozawa F, Ohshima T, et al. Randomized
controlled study of gemcitabine plus S-1 combination chemotherapy
versus gemcitabine for unresectable pancreatic cancer. Cancer
Chemother Pharmacol. 2014 Feb;73(2):389-96.

Suker M, Beumer BR, Sadot E, Marthey L, Faris JE, et al.
FOLFIRINOX for locally advanced pancreatic cancer: a systematic
review and patient-level meta-analysis. Lancet Oncol. 2016
Jun;17(6):801-10.

Sultana A, Tudur Smith C, Cunningham D, Starling N, Tait D, et al.
Systematic review, including meta-analyses, on the management of
locally advanced pancreatic cancer using radiation/combined modality
therapy. Br J Cancer. 2007 Apr 23;96(8):1183-90.

Topham C, Glees J, Coombes RC. Comparison of single-agent
epirubicin and 5-fluorouracil/epirubicin/mitomycin in patients with
advanced adenocarcinoma of the pancreas. Oncology. 1993 Apr;50
Suppl 1:78-80.

Ulrich-Pur H, Raderer M, Verena Kornek G, Schull B, Schmid K, et al.
Irinotecan plus raltitrexed vs raltitrexed alone in patients with
gemcitabine-pretreated advanced pancreatic adenocarcinoma. Br J
Cancer. 2003 Apr 22;88(8):1180-4.

Van Cutsem E, Vervenne WL, Bennouna J, Humblet Y, Gill S, Van
Laethem JL, Verslype C, Scheithauer W, Shang A, Cosaert J, Moore
MJ: Phase llI trial of bevacizumab in combination with gemcitabine and
erlotinib in patients with metastatic pancreatic cancer. J Clin Oncol
2009, 27(13):2231-7.

Von Hoff DD, Ervin T, Arena FP, Chiorean EG, Infante J, et al.
Increased survival in pancreatic cancer with nab-paclitaxel plus
gemcitabine. N Engl J Med. 2013 Oct 31;369(18):1691-703.

Wang X, Ni Q, Jin M, Li Z, Wu Y, et al. Gemcitabine or gemcitabine

plus cisplatin for in 42 patients with locally advanced or metastatic
pancreatic cancer. Zhonghua Zhong Liu Za Zhi. 2002 Jul;24(4):404-7.

Reason for exclusion

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients

conference abstract

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients

Systematic review not
relevant to PICO:
references have been
checked

Systematic review not
relevant to PICO:
references have been
checked

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients

mixed population
including metastatic
patients
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Wu Y, Tang Z, Fang H, Gao S, Chen J, Wang Y, et al. High operative
risk of cool-tip radiofrequency ablation for unresectable pancreatic head
cancer. J Surg Oncol. 2006;94:392—395.

Yamaue H, Tsunoda T, Tani M, Miyazawa M, Yamao K, Mizuno N,
Okusaka T, Ueno H, Boku N, Fukutomi A, Ishii H, Ohkawa S, Furukawa
M, Maguchi H, Ikeda M, Togashi Y, Nishio K, Ohashi Y. Randomized
phase Il/llI clinical trial of elpamotide for patients with advanced
pancreatic cancer: PEGASUS-PC Study. Cancer Sci. 2015
Jul;106(7):883-90. doi: 10.1111/cas.12674.

Yang YF, Cao XH, Bao CE, Wan X. Concurrent radiotherapy with oral
fluoropyrimidine versus gemcitabine in locally advanced pancreatic
cancer: a systematic review and meta-analysis. Onco Targets Ther.
2015 Nov 9;8:3315-22.

Yip D, Karapetis C, Strickland A, Steer CB, Goldstein D. Chemotherapy
and radiotherapy for inoperable advanced pancreatic cancer. Cochrane
Database Syst Rev. 2006 Jul 19;

Zhu CP, Shi J, Chen YX, Xie WF, Lin Y. Gemcitabine in the
chemoradiotherapy for locally advanced pancreatic cancer: a meta-
analysis. Radiother Oncol. 2011 May;99(2):108-13.

Reason for exclusion

mixed population
including metastatic
patients

mixed population
including metastatic
patients

Systematic review not
relevant to PICO:
references have been
checked

Systematic review not
relevant to PICO:
references have been
checked

Systematic review not
relevant to PICO:
references have been

checked

G.171 Management of metastatic pancreatic cancer
Study Reason for Exclusion

Adler H, Redmond CE, Heneghan HM, Swan N, Maguire D, No population of interest: non-
Traynor O, Hoti E, Geoghegan JG, Conlon KC. Pancreatectomy  metastatic PC patients

for metastatic disease: a systematic review. Eur J Surg Oncol.
2014;40(4):379-86.

Almhanna K, Kim R. Second-line therapy for Gemcitabine -
refractory pancreatic cancer: is there a standard?. Oncology
(Williston Park). 2008;22(10):1176-83; discussion 1190, 1192,
1196.

Ambe C, Fulp W, Springett G, Hoffe S, Mahipal A. A Meta-
analysis of Randomized Clinical Trials of Chemoradiation
Therapy in LA Pancreatic Cancer. J Gastrointest Cancer.
2015;46(3):284-90.

No study design -narrative
literature review

This MA includes indirect
evidence and conference
abstracts (references has been
checked and 3 RCTs have
been included in the evidence
review)

Bahra M, Pratschke J, Klein F, Neuhaus P, Boas-Knoop S, Puhl No study design: no RCT
G, Denecke T, Pullankavumkal JR, Sinn M, Riess H, Pelzer U.
Cytoreductive Surgery for Pancreatic Cancer Improves Overall
Outcome of Gemcitabine -Based Chemotherapy. Pancreas.
2015;44(6):930-6.

Banu E, Banu A, Fodor A, Landi B, Rougier P, et al. Meta-
analysis of randomised trials comparing Gemcitabine -based
doublets versus Gemcitabine single-agent in patients with
advanced and metastatic pancreatic cancer. Drugs Aging.
2007;24(10):865-79.

This MA includes data either
from phase 3 [n=15] and phase
2 randomized trials [n=7] (either
as full articles or as conference
abstract [n=6]). References has
been checked

No pancreatic cancer:
metastatic periampullary
carcinoma

Beenen E, van Roest MH, Sieders E, Peeters PM, Porte RJ, de
Boer MT, de Jong KP. Staging laparoscopy in patients scheduled
for pancreaticoduodenectomy minimizes hospitalization in the
remaining life time when metastatic carcinoma is found. Eur J
Surg Oncol. 2014;40(8):989-94.

Chauffert B, Mornex F, Bonnetain F, Rougier P, Mariette C, et al.  No population of interest: non-
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Phase llI trial comparing intensive induction chemoradiotherapy
(60 Gy, infusional 5-FU and intermittent cisplatin) followed by
maintenance Gemcitabine with Gemcitabine single-agent for LA
unresectable pancreatic cancer Definitive results of the 2000-01
FFCD/SFRO study. Ann Oncol. 2008;19(9):1592-9.

Chen L, Zhang M, Luo S. Outcome of Gemcitabine + molecular
targeted agent for treatment of pancreatic cancer: a meta-
analysis of prospective phase Il studies. Tumour Biol.
2014;35(11):11551-8.

Choi M, Razzaque S, Kim R. Systemic therapy of advanced
pancreatic cancer: has the landscape changed?. Clin Adv
Hematol Oncol. 2012;10(7):442-51.

Chung HW, Bang SM, Park SW, Chung JB, Kang JK, et al. A
prospective randomized study of Gemcitabine with doxifluridine
versus paclitaxel with doxifluridine in concurrent
chemoradiotherapy for LA pancreatic cancer. Int J Radiat Oncol
Biol Phys. 2004;60(5):1494-501.

Ciliberto D, Botta C, Correale P, Rossi M, Caraglia M, et al. Role
of Gemcitabine -based combination therapy in the management
of advanced pancreatic cancer: a meta-analysis of randomised
trials. Eur J Cancer. 2013;49(3):593-603.

Ciliberto D, Staropoli N, Chiellino S, Botta C, Tassone P, et al.
Systematic review and meta-analysis on targeted therapy in
advanced pancreatic cancer. Pancreatology. 2016;16(2):249-58.

Cohen SJ, Dobelbower R Jr, Lipsitz S, Catalano PJ, Sischy B, et
al. A randomized phase Il study of radiotherapy alone or with 5-
FU and mitomycin-C in patients with LA adenocarcinoma of the
pancreas: Eastern Cooperative Oncology Group study E8282. Int
J Radiat Oncol Biol Phys. 2005;62(5):1345-50.

Colucci G, Giuliani F, Gebbia V, Biglietto M, Rabitti P, et al.
Gemcitabine single-agent or with cisplatin for the treatment of
patients with LA and/or metastatic pancreatic carcinoma: a
prospective, randomized phase Il study of the Gruppo Oncologia
dell'ltalia Meridionale. Cancer. 2002;94(4):902-10.

Eltawil KM, Renfrew PD, Molinari M. Meta-analysis of phase IlI
randomized trials of molecular targeted therapies for advanced
pancreatic cancer. HPB (Oxford). 2012;14(4):260-8.

Fegrachi S, Besselink MG, van Santvoort HC, van Hillegersberg
R, Molenaar IQ. Radiofrequency ablation for unresectable LA
pancreatic cancer: a systematic review. HPB (Oxford).
2014;16(2):119-23.

Giuliani F, Di Maio M, Colucci G, Perrone F. Conventional
chemotherapy of advanced pancreatic cancer. Curr Drug

Reason for Exclusion
metastatic patients

This MA includes 11 RCTs and
has been updated by the
present evidence review.
References has been checked
and all 11 RCTs have been
included in the evidence review

No study design -narrative
literature review

no intervention/comparison: this
RCT compares the efficacy and
toxicity of Gemcitabine -based
chemoradiotherapy (CCRT)
with paclitaxel-based CCRT in
patients with LA pancreatic
cancer (as such is not relevant
to the PICO question)

This MA includes data from
cancer meetings proceedings.
References has been checked
and 10 RCTs have been
included in the evidence review

This MA includes data either
from phase 3 [n=26] and phase
2 randomized trials [n=8] (either
as full articles or as conference
abstract[n=12]). References
has been checked and 26
RCTs have been included in
the evidence review

No population of interest: non-
metastatic patients

This is a RCT that reports
interim results updated from
Colucci (2010) which is
included

This MA includes 7 RCTs and
has been updated by the
present evidence review.
References has been checked
and all 7 RCTs have been
included in the evidence review

No study design: narrative
analysis of the outcome from
the 5 included studies (none
RCT)

No study design -narrative
literature review
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Targets. 2012;13(6):795-801.

Glimelius B, Hoffman K, Sjédén PO, Jacobsson G, Sellstrém H,
et al. Chemotherapy improves survival and quality of life in
advanced pancreatic and biliary cancer. Ann Oncol.
1996;7(6):593-600.

Goldstein D, EI-Maraghi RH, Hammel P, et al. Nab-paclitaxel +
Gemcitabine for metastatic pancreatic cancer: Long-term survival
from a phase lll trial. J Natl Cancer Inst.
2015;107(2):10.1093/jnci/dju413.
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