
Published by Baishideng Publishing Group Inc

World Journal of 
Clinical Cases
World J Clin Cases  2018 November 6; 6(13): 577-715

ISSN 2307-8960 (online)



World Journal of
Clinical CasesW J C C

Contents Semimonthly  Volume 6  Number 13  November 6, 2018

IWJCC|www.wjgnet.com November 6, 2018|Volume 6|Issue 13|

               REVIEW
577	 Role of bile acids in colon carcinogenesis

Nguyen TT, Ung TT, Kim NH, Jung YD

               MINIREVIEWS
589	 Update on global epidemiology of viral hepatitis and preventive strategies

Jefferies M, Rauff B, Rashid H, Lam T, Rafiq S

               ORIGINAL ARTICLE

                Case Control Study
600	 Iron metabolism disorders in patients with hepatitis B-related liver diseases

Gao YH, Wang JY, Liu PY, Sun J, Wang XM, Wu RH, He XT, Tu ZK, Wang CG, Xu HQ, Niu JQ

                Retrospective Cohort Study
611	 Impact of an acute hemodynamic response-guided protocol for primary prophylaxis of variceal bleeding

Fortea JI, Puente Á, Ruiz P, Ezcurra I, Vaquero J, Cuadrado A, Arias-Loste MT, Cabezas J, Llerena S, Iruzubieta P, 

Rodríguez-Lope C, Huelin P, Casafont F, Fábrega E, Crespo J

                Retrospective Study
624	 Effect of a region-wide incorporation of an algorithm based on the 2012 international consensus guideline 

on the practice pattern for the management of pancreatic cystic neoplasms in an integrated health system

Nguyen AK, Girg A, Tekeste T, Chang K, Adeyemo M, Eskandari A, Alonso E, Yaramada P, Chaya C, Ko A, Burke E, 

Roggow I, Butler R, Kawatkar A, Lim BS

632	 Usefulness of colonic tattooing using indocyanine green in patients with colorectal tumors

Park JH, Moon HS, Kwon IS, Yun GY, Lee SH, Park DH, Kim JS, Kang SH, Lee ES, Kim SH, Sung JK, Lee BS, Jeong HY

                Randomized Clinical Trial
641	 Helicobacter pylori  may be an initiating factor in newly diagnosed ulcerative colitis patients: A pilot study

Mansour L, El-Kalla F, Kobtan A, Abd-Elsalam S, Yousef M, Soliman S, Ali LA, Elkhalawany W, Amer I, Harras H, 

Hagras MM, Elhendawy M

               META-ANALYSIS
650	 Photodynamic therapy for middle-advanced stage upper gastrointestinal carcinomas: A systematic review 

           and meta-analysis 

Chen B, Xiong L, Chen WD, Zhao XH, He J, Zheng YW, Kong FH, Liu X, Zhang ZJ, Miao XY



World Journal of
Clinical CasesW J C C

Contents Semimonthly  Volume 6  Number 13  November 6, 2018

IIWJCC|www.wjgnet.com November 6, 2018|Volume 6|Issue 13|

 

              CASE REPORT
659	 Successful rescue of acute liver failure and hemophagocytic lymphohistiocytosis following varicella 

infection: A case report and review of literature

Zhang LN, Guo W, Zhu JH, Guo Y

666	 Bilateral thoracic kidneys combined with inferior vena cava located behind the anterior abdominal wall: A 

           case report and review of literature

Peng XX, Cheng SA, Liang QL, Luo XB, Hong XC, Yuan GL, Zhang HJ

671	 Incident hepatocellular carcinoma developing during tenofovir alafenamide treatment as a rescue therapy 

for multi-drug resistant hepatitis B virus infection: A case report and review of the literature

Lu JC, Liu LG, Lin L, Zheng SQ, Xue Y

675	 Possible connection between elevated serum α-fetoprotein and placental necrosis during pregnancy: A case 

report and review of literature

Yu MY, Xi L, Zhang JX, Zhang SC

679	 Laparoscopic pancreatic duct incision and stone removal and T-type tube drainage for pancreatic duct 

stone: A case report and review of literature

Bai Y, Yu SA, Wang LY, Gong DJ

683	 Detection of a unicentric type of Castleman-like mass at the site of adrenal grand: A case report and review 

of literature

Chen J, Yang C, Liang CZ

688	 Systemic lupus erythematosus complicated by noncirrhotic portal hypertension: A case report and review of 

literature

Yang QB, He YL, Peng CM, Qing YF, He Q, Zhou JG

694	 Natural killer/T-cell lymphoma with concomitant syndrome of inappropriate antidiuretic hormone secretion: 

A case report and review of literature

Liu QB, Zheng R

703	 Successful treatment of pyoderma gangrenosum with concomitant immunoglobulin A nephropathy: A case 

report and review of literature

Li XL, Ma ZG, Huang WH, Chai EQ, Hao YF



World Journal of
Clinical CasesW J C C

Contents Semimonthly  Volume 6  Number 13  November 6, 2018

IIIWJCC|www.wjgnet.com November 6, 2018|Volume 6|Issue 13|

707	 Highlighting the importance of early diagnosis in progressive multi-organ involvement of IgG4-related 

disease: A case report and review of literature

Xue J, Wang XM, Li Y, Zhu L, Liu XM, Chen J, Chi SH



Contents
World Journal of Clinical Cases

Volume 6  Number 13  November 6, 2018

EDITORS FOR 
THIS ISSUE

Responsible Assistant Editor: Xiang Li      	                Responsible Science Editor: Ying Dou 
Responsible Electronic Editor: Yun-XiaoJian Wu	              Proofing Editorial Office Director: Jin-Lei Wang
Proofing Editor-in-Chief: Lian-Sheng Ma

World Journal of  Clinical Cases
Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501, Pleasanton, CA 94588, USA
Telephone: +1-925-2238242
Fax: +1-925-2238243
E-mail: editorialoffice@wjgnet.com
Help Desk: http://www.f6publishing.com/helpdesk
http://www.wjgnet.com

PUBLISHER
Baishideng Publishing Group Inc
7901 Stoneridge Drive, 
Suite 501, Pleasanton, CA 94588, USA
Telephone: +1-925-2238242
Fax: +1-925-2238243
E-mail: bpgoffice@wjgnet.com
Help Desk: http://www.f6publishing.com/helpdesk
http://www.wjgnet.com

PUBLICATION DATE
November 6, 2018

COPYRIGHT
© 2018 Baishideng Publishing Group Inc. Articles 
published by this Open Access journal are distributed 
under the terms of  the Creative Commons Attribu-
tion Non-commercial License, which permits use, dis-
tribution, and reproduction in any medium, provided 
the original work is properly cited, the use is non 
commercial and is otherwise in compliance with the 
license.

SPECIAL STATEMENT
All articles published in journals owned by the 
Baishideng Publishing Group (BPG) represent the 
views and opinions of  their authors, and not the views, 
opinions or policies of  the BPG, except where other-
wise explicitly indicated.

INSTRUCTIONS TO AUTHORS
http://www.wjgnet.com/bpg/gerinfo/204

ONLINE SUBMISSION
http://www.f6publishing.com

IVWJCC|www.wjgnet.com

ABOUT COVER

AIM AND SCOPE

Indexing/Abstracting

November 6, 2018|Volume 6|Issue 13|

NAME OF JOURNAL
World Journal of  Clinical Cases 

ISSN
ISSN 2307-8960 (online)

LAUNCH DATE
April 16, 2013

FREQUENCY
Semimonthly

EDITORS-IN-CHIEF
Sandro Vento, MD, Department of  Internal Medicine, 
University of  Botswana, Private Bag 00713, Gaborone, 
Botswana

EDITORIAL BOARD MEMBERS
All editorial board members resources online at http://
www.wjgnet.com/2307-8960/editorialboard.htm

EDITORIAL OFFICE
Jin-Lei Wang, Director

Editorial Board Member of World Journal of Clinical Cases, Byung-Wook Kim, MD, 
PhD, Professor, Division of Gastroenterology, Department of Internal Medicine, 
Incheon St. Mary's Hospital, the Catholic University of Korea, Incheon 21431, South 
Korea

World Journal of  Clinical Cases (World J Clin Cases, WJCC, online ISSN 2307-8960, DOI: 
10.12998) is a peer-reviewed open access academic journal that aims to guide clinical 
practice and improve diagnostic and therapeutic skills of  clinicians.

The primary task of  WJCC is to rapidly publish high-quality Autobiography, Case Re-
port, Clinical Case Conference (Clinicopathological Conference), Clinical Management, 
Diagnostic Advances, Editorial, Field of  Vision, Frontier, Medical Ethics, Original Ar-
ticles, Clinical Practice, Meta-Analysis, Minireviews, Review, Therapeutics Advances, and 
Topic Highlight, in the fields of  allergy, anesthesiology, cardiac medicine, clinical genetics, 
clinical neurology, critical care, dentistry, dermatology, emergency medicine, endocrinol-
ogy, family medicine, gastroenterology and hepatology, geriatrics and gerontology, he-
matology, immunology, infectious diseases, internal medicine, obstetrics and gynecology, 
oncology, ophthalmology, orthopedics, otolaryngology, pathology, pediatrics, peripheral 
vascular disease, psychiatry, radiology, rehabilitation, respiratory medicine, rheumatology, 
surgery, toxicology, transplantation, and urology and nephrology. 

	 World Journal of  Clinical Cases (WJCC) is now indexed in PubMed, PubMed Central, Science 
Citation Index Expanded (also known as SciSearch®), and Journal Citation Reports/Science 
Edition. The 2018 Edition of  Journal Citation Reports cites the 2017 impact factor for WJCC 
as 1.931 (5-year impact factor: N/A), ranking WJCC as 60 among 154 journals in Medicine, 
General and Internal (quartile in category Q2). 



Andrew Khoi Nguyen, Agathon Girgis, Timnit Tekeste, Karen Chang, Mopelola Adeyemo, Armen Eskandari, 
Emilio Alonso, Priyanka Yaramada, Charles Chaya, Albert Ko, Edmund Burke, Isaiah Roggow, Rebecca Butler, 
Aniket Kawatkar, Brian S Lim

ORIGINAL ARTICLE

624 November 6, 2018|Volume 6|Issue 13|WJCC|www.wjgnet.com

Effect of a region-wide incorporation of an algorithm based 
on the 2012 international consensus guideline on the 
practice pattern for the management of pancreatic cystic 
neoplasms in an integrated health system

Andrew Khoi Nguyen, Agathon Girgis, Timnit Tekeste, 
Karen Chang, Mopelola Adeyemo, Armen Eskandari, Emilio 
Alonso, Priyanka Yaramada, Isaiah Roggow, Brian S Lim, 
School of Medicine, University of California, Riverside, CA 
92521, United States

Charles Chaya, Brian S Lim, Department of Gastroenterology, 
Kaiser Permanente Riverside Medical Center, Riverside, CA 
92521, United States

Albert Ko, Edmund Burke, Department of Surgery, Kaiser 
Permanente Riverside Medical Center, Riverside, CA 92521, 
United States

Rebecca Butler, Aniket Kawatkar, Department of Research 
and Evaluation, Southern California Permanente Medical Group, 
Pasadena, CA 92521, United States

ORCID number: Andrew Khoi Nguyen(0000-0002-9615-8069); 
Agathon Girgis (0000-0003-2117-554X); Timnit Tekeste (00 
00-0001-6975-1513); Karen Chang (0000-0002-1523-1587); 
Mopelola Adeyemo (0000-0001-7834-352X); Armen Eskandari 
(0000-0001-9824-0106); Emilio Alonso (0000-0002-6022-9494); 
Priyanka Yaramada (0000-0002-6379-3779); Charles Chaya 
(0000-0001-7746-0353); Albert Ko (0000-0001-8625-1545); 
Edmund Burke (0000-0003-4941-7221); Isaiah Roggow (00 
00-0002-6616-0985); Rebecca Butler (0000-0002-2432-3416); 
Aniket Kawatkar (0000-0001-6810-6467); Brian S Lim (0000- 
0002-8937-0248).

Author contributions: Nguyen AK, Girgis A, and Tekeste T 
performed research, analysed data, and wrote the paper; Chang 
K, Adeyemo M, Alonso E, Yaramada P, and Roggow I performed 
research and reviewed manuscript; Eskandari A, Chaya C, 
and Burke E performed research, analysed data, and reviewed 

manuscript; Ko A, Butler R, and Kawatkar A analysed data 
and reviewed manuscript; Lim B designed research, performed 
research, analysed data, wrote the paper, and reviewed manuscript.

Institutional review board statement: This study was approved 
by the Institutional Review Board of KPSC.

Conflict-of-interest statement: No conflict of interest exists.

Data sharing statement: No additional data are available.

Open-Access: This is an open-access article that was selected by 
an in-house editor and fully peer-reviewed by external reviewers. 
It is distributed in accordance with the Creative Commons 
Attribution Non Commercial (CC BY-NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work 
non-commercially, and license their derivative works on different 
terms, provided the original work is properly cited and the use is 
non-commercial. See: http://creativecommons.org/licenses/by-
nc/4.0/

Manuscript source: Unsolicited manuscript

Correspondence to: Andrew Khoi Nguyen, MD, Doctor, School 
of Medicine, University of California, 900 University Ave, Riverside, 
CA 92521, United States. andrew.nguyen@medsch.ucr.edu
Telephone: +1-714-9025641

Received: July 16, 2018
Peer-review started: July 16, 2018
First decision: September 10, 2018
Revised: September 16, 2018
Accepted: October 11, 2018
Article in press: October 11, 2018
Published online: November 6, 2018

Submit a Manuscript: http://www.f6publishing.com

DOI: 10.12998/wjcc.v6.i13.624

World J Clin Cases  2018 November 6; 6(13): 624-631

 ISSN 2307-8960 (online)

World Journal of
Clinical CasesW J C C

Retrospective Study



Abstract
AIM
To examine the practice pattern in Kaiser Permanente 
Southern California (KPSC), i.e. , gastroenterology (GI)/
surgery referrals and endoscopic ultrasound (EUS), for 
pancreatic cystic neoplasms (PCNs) after the region-
wide dissemination of the PCN management algorithm.

METHODS
Retrospective review was performed; patients with PCN 
diagnosis given between April 2012 and April 2015 (18 
mo before and after the publication of the algorithm) 
in KPSC (integrated health system with 15 hospitals 
and 202 medical offices in Southern California) were 
identified.

RESULTS
2558 (1157 pre- and 1401 post-algorithm) received a 
new diagnosis of PCN in the study period. There was 
no difference in the mean cyst size (pre- 19.1 mm vs  
post- 18.5 mm, P  = 0.119). A smaller percentage of 
PCNs resulted in EUS after the implementation of the 
algorithm (pre- 45.5% vs  post- 34.8%, P  < 0.001). 
A smaller proportion of patients were referred for GI 
(pre- 65.2% vs  post- 53.3%, P  < 0.001) and surgery 
consultations (pre- 24.8% vs  post- 16%, P  < 0.001) for 
PCN after the implementation. There was no significant 
change in operations for PCNs. Cost of diagnostic 
care was reduced after the implementation by 24%, 
18%, and 36% for EUS, GI, and surgery consultations, 
respectively, with total cost saving of 24%.

CONCLUSION
In the current healthcare climate, there is increased 
need to optimize resource utilization. Dissemination 
of an algorithm for PCN management in an integrated 
health system resulted in fewer EUS and GI/surgery 
referrals, likely by aiding the physicians ordering imag
ing studies in the decision making for the management 
of PCNs. This translated to cost saving of 24%, 18%, 
and 36% for EUS, GI, and surgical consultations, 
respectively, with total diagnostic cost saving of 24%.

Key words: Pancreatic cyst; Algorithm incorporation; 
Pancreas; Optimization of resource utilization; Fukuoka 
criteria; Sendai criteria; Pancreatic cancer; Intraductal 
papillary mucinous neoplasm; Practice management; 
Algorithm

© The Author(s) 2018. Published by Baishideng Publishing 
Group Inc. All rights reserved.

Core tip: There are ever-increasing numbers of de
tected incidental, asymptomatic pancreatic cystic 
neoplasms. This increasing detection has led to 
work up and treatment guidelines that have been a 
challenging clinical entity for primary care physicians, 
gastroenterologists, radiologists and surgeons alike. 
Our retrospective study included over 2500 patients 
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spanning multiple large hospital centers within an 
integrative health system. This research demonstrated 
that the dissemination of an algorithm for pancreatic 
cyst management in an integrated health system 
increased the threshold for referrals for intervention 
and workup, resulting in significant cost savings on the 
order of up to millions of dollars, without compromising 
patient care.

Nguyen AK, Girgis A, Tekeste T, Chang K, Adeyemo M, 
Eskandari A, Alonso E, Yaramada P, Chaya C, Ko A, Burke E, 
Roggow I, Butler R, Kawatkar A, Lim BS. Effect of a region-
wide incorporation of an algorithm based on the 2012 international 
consensus guideline on the practice pattern for the management of 
pancreatic cystic neoplasms in an integrated health system. World 
J Clin Cases 2018; 6(13): 624-631  Available from: URL: http://
www.wjgnet.com/2307-8960/full/v6/i13/624.htm  DOI: http://
dx.doi.org/10.12998/wjcc.v6.i13.624

INTRODUCTION
There has been in an increase in the frequency of 
incidental pancreatic cyst diagnosis. Pancreatic cysts 
detected on computed tomography (CT) scans are 
reported between 1.2% and 2.6%. Magnetic resonance 
imaging has even a higher detection ranging between 
13.5% and 19.9%[1]. This increased detection rate can 
be attributed to a more liberal usage of cross-sectional 
imaging studies and the improved quality of the imaging 
devices[2]. The management of these pancreatic 
cysts remains a challenge. While the overall risk of 
malignancy in incidentally detected pancreatic cysts is 
low, pancreatic cancer has an extremely poor prognosis 
once acquired. The mortality rates for both pancreatic 
adenocarcinoma and intraductal papillary mucinous 
neoplasms (IPMN)-related pancreatic adenocarcinoma 
have not changed in the recent years[3,4].

The American Society for Gastrointestinal Endoscopy 
released the first set of pancreatic cyst management 
guidelines in 2005 addressing the role of endoscopy 
in the diagnosis and the management of pancreatic 
cystic lesions[5]. This was followed by the international 
consensus guidelines, or Sendai guidelines, established 
by the International Association of Pancreatology, which 
emphasized the management for IPMN and mucinous 
cystic neoplasm (MCN) based on symptoms, size of the 
cyst and the presence of high risk stigmata[6]. In 2007, 
the American College of Gastroenterology proposed a 
set of guidelines for the diagnosis and management 
of patients with neoplastic pancreatic cysts based on 
published data to date[7]. International Association of 
Pancreatology updated their guidelines in 2012, known 
as the Fukuoka guidelines[8], in which high-risk stigmata 
and worrisome features have been redefined to stratify 
the risk of malignancy in branch duct IPMN, and the 



resection criteria was modified to be more conservative.
Based on the updated international consensus 

guidelines (Figure 1), Kaiser Permanente Southern 
California (KPSC) published a regional algorithm in 
October 2013 with radiology reports including a concise 
summary of recommendations (Table 1). The aim of this 
study was to examine the practice pattern in KPSC, i.e., 
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gastroenterology (GI)/surgery referrals and endoscopic 
ultrasound (EUS), for pancreatic cystic neoplasms (PCN) 
after the region-wide dissemination of this algorithm.

MATERIALS AND METHODS 
The Institutional Review Board of KPSC approved 

Are any of the following high-risk stigmata of malignancy present?
(i) obstructive jaundice in a patient with cystic lesion in the head of the pancreas; (ii) enhancing solid component within cyst; 
(iii) main pancreatic duct ≥ 10 mm in size.

Yes No

Consider surgery, 
if clinically appropriate

Are any of the following worrisome features present?
Clinical: Pancreatitisa

Imaging: (i) cyst ≥ 3 cm; (ii) thickened/enhancing cyst walls; (iii) main duct size 5-9 mm; (iv) non-enhancing mural nodule; 
(v) abrupt change in caliber of pancreatic duct with distal pancreatic atrophy.

If yes, perform endoscopic ultrasound

Yes Are any of these features present?
(i)     definite mural nodule(s)b

(ii)    Main duct features suspicious for involvementc

(iii)   Cytology: suspicious or positive for malignancy

< 1 cm

CT/MRI in 2-3 yrd

1-2 cm

CT/MRI yearly x 2 yr then 
lengthen interval if no 
changed

2-3 cm

EUS in 3-6 mo, then lengthen interval 
alternating MRI with EUS as appropriated

Consider surgery in young, fit patients with 
need for prolonged surveillance

No

No

What is the size of the largest cyst?

> 3 cm

Close surveillance alternating MRI 
with EUS every 3-6 mo
Strongly consider surgery in 
young, fit patients

a.  Pancreatitis may be an indication for surgery for relief of symptoms.
b.  Differential diagnosis includes mucin. Mucin can move 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 of the thickened walls, intraductal mucin or mural nodules is suggestive of main duct involvement. In their absence main duct 
     involvement is inconclusive.
d.  Studies from Japan suggest that on follow-up of subjects with suspected BD-IPMN there is increased incidence of pancreatic ductal adenocarcinoma 
     unrelated to malignant transformation of the BD-IPMN(s) being followed. However, it is unclear if imaging surveillance can detect early ductal 
     adenocarcinoma, and, if so, at what interval surveillance imaging should be performed.

Inconclusive

Figure 1  Fukuoka algorithm for the management of pancreatic cystic lesions (suspected branchduct-intraductal papillary mucinous neoplasms)[8]. CT: 
Computed tomography; MRI: Magnetic resonance imaging; EUS: Endoscopic ultrasonography; FNA: Fine-needle aspiration; BD-IPMN: Branch duct-intraductal 
papillary mucinous neoplasm.

Table 1  Radiology report: Southern California Permanente Medical Group Guideline for Imaging Management of Pancreatic Cysts 
(benign-appearing cyst in asymptomatic patient)

Size of Lesion Recommendations

1-5 mm Too small to characterize, considered benign
No further imaging follow-up recommended

6-9 mm Consider single follow-up in 2-3 yr, preferably MRCP/MRI pancreas
If stable at follow up, no further imaging follow-up recommended

1-1.9 cm Consider follow-up MRCP/MRI or CT pancreas in 1-2 yr
If stable at follow-up, lengthen interval imaging follow-up to 2-3 yr

2-2.9 cm Consider baseline EUS, then follow-up MRCP/MRI or CT pancreas in 6-12 mo
Consider surgery in young, fit patients with need for prolonged surveillance

If stable at follow-up, lengthen interval imaging follow-up to 1-2 yr
≥ 3 cm Consider baseline or follow-up EUS, then follow-up MRCP/MRI or CT pancreas in 3-6 mo

Strongly consider surgery in young, fit patients

MRCP: Magnetic resonance cholangiopancreatography; MRI: Magnetic resonance imaging; CT: Computed tomography; EUS: Endoscopic ultrasound.

Nguyen AK et al . Algorithm effect on pancreatic cyst practice patterns



the study. A retrospective review was performed to 
identify patients who were given the PCN diagnosis 
given between April 2012 and April 2015 (18 mo 
before and after the publication of the algorithm) in 
KPSC (integrated health system with 15 hospitals and 
202 medical offices in Southern California). Patients 
over the age of 18 years with a diagnosis of pancreatic 
cysts based on International Classification of Disease - 
Clinical Modification 9 code (ICD-9577.2) were included. 
Patients were excluded for the following reasons: (1) 
cancer diagnosis made or suspected at the time of 
PCN diagnosis based on cross sectional imaging prior 
to referral(s); (2) history of recent pancreatitis; (3) 
diagnosis consistent with pseudocyst; (4) history of 
pancreatic cancer; (5) history of pancreatic surgery; (6) 
diagnosis of PCN in error; and (7) EUS performed for 
reasons other than PCN with incidental finding of PCN 
during EUS. Diagnosis of pancreatic malignancy was 
confirmed through cross-reference with a prospectively 
maintained internal KPSC cancer registry.

For cost analysis portion of the study, the cost of EUS 
was based on 2017 Medicare national average payment 
for hospital out-patient procedure (CPT® 43238). For GI 
and surgery consultations, CPT® codes 99201-99205 
were used. In order to obtain the weighted average of 
the 5 codes, a sample of 60 patients’ data (30 for GI 
and 30 for surgery) were randomly selected and the 
distribution of the codes was utilized for the calculation 
of the weights. Extrapolation of the result to the United 
States population was based on the estimation of the 
incidence of pancreatic cyst in the United States being 
between 3% and 15%, percentage increasing with 
age, according to the American Gastroenterological 
Association Technical Review on the Diagnosis and 
Management of Asymptomatic Neoplastic Pancreatic 
Cysts. Lower end of this range (3%) was used for our 
analysis.

Statistical analysis
Pre- and post-implementation demographic characte
ristics and practice pattern measures/outcomes were 
compared using χ 2-test for categorical variables and 
Wilcoxon rank sum test for continuous variables. For the 
calculation of pancreas cancer incidence rates, patients 
were included if they had KPSC membership at time 
of PCN diagnosis. Follow-up time was calculated as 
time from PCN diagnosis to the first of pancreas cancer 
diagnosis, end of KPSC membership, or May 1, 2017. 
Incidence rates were compared using the mid-P test. 
Statistical analyses were performed using SAS 9.3 (SAS 
Institute, Cary, NC, United States).

RESULTS
2558 (1157 pre- and 1401 post-algorithm) received a 
new diagnosis of PCN in the study period. There was 
no difference in the mean cyst size (pre- 19.1 mm vs 
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post- 18.5 mm, P = 0.119). Mean age at diagnosis was 
67.1 for pre- and 68.4 for post-algorithm (P = 0.013). 
There was no difference in gender distribution (65.8% 
female for pre- and 62.6% female for post-, P = 0.096). 
Likewise, there was no difference in ethnicities (Table 2).
A smaller percentage of PCNs resulted in EUS after the 
implementation of the algorithm (pre- 45.5% vs post- 
34.8%, P < 0.001). A smaller proportion of patients 
were referred for GI (pre- 65.2% vs post- 53.3%, P < 
0.001) and surgery consultations (pre- 24.8% vs post- 
16%, P < 0.001) for PCN after the implementation 
(Figure 2). Proportion of operations performed for PCNs 
were 4.1% pre- and 3.9% post-algorithm (P = 0.705).

The incidence rate of pancreatic cancer after diag
nosis of PCN (between the time of PCN diagnosis and 
May 1, 2017 or end of KPSC membership), excluding 
those that were diagnosed at the time of initial work-up, 
was 2.41 per 1000-person years (95%CI: 1.16-4.44) 
for pre-algorithm and 2.42 per 1000-person years 
(95%CI: 1.04-4.77) for post-algorithm (P = 0.4943).

After the implementation, cost of diagnostic care 
was reduced by 24%, 18%, and 36% for EUS, GI, and 
surgery consultations, respectively (Figure 3). Total cost 
saving was 24%. If we assume that the incidence of 
pancreatic cysts in KPSC is 1000 (estimate based on 
our search using ICD-9), total annual cost saving would 
be $194696 ($584088 during the entire study period), 
$173874 for EUS, $9805 for GI consultation, and $11018 
for surgery consultation. However, this incidence may 
be significantly underestimated; KPSC incidence using 
the lower end of the US incidence (3%, range 3%-15%) 
would be 98040 given that KPSC adult population is 
3268000. Using this figure as the incidence, total cost 
saving would increase to $19 Million ($17 Million for 
EUS, $1 Million for GI consultations, and $1 Million 
for surgery consultations). These findings were then 
extrapolated to the national level. The US population 
estimate as of July 1st, 2017 was 325719178 with 
251455205 adults. Using the 3% incidence rate, the 
cost saving as a result of such algorithm implementation 
would be $1.49 Billion ($1.34 Billion for EUS, $72 
Million for GI consultations, and $81 Million for surgery 
consultations).

DISCUSSION
The work up and treatment guidelines of pancreatic 
cystic neoplasms have been a challenging clinical 
entity for primary care physicians, gastroenterologists, 
radiologists and surgeons alike. There is increasing 
detection of incidental, asymptomatic lesions with one 
out of every ten patients over 70 years of age diagnosed 
with PCNs[9-10]. These findings are of great importance 
as patients with pancreatic cysts have been shown to 
have significantly higher risk of pancreatic cancer[11].

In 2006, international consensus guideline was 
developed to assist in the management of pancreatic 

Nguyen AK et al . Algorithm effect on pancreatic cyst practice patterns
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Table 2  Baseline characteristics n  (%)

Pre-algorithm Post-algorithm Total P  value

Number of patients 1157 (45.23) 1401 (54.77) 2558
Imaging at diagnosis 0.032
   CT 822 (71) 958 (68.4) 1780 (69.6)
   MR 215 (18.6) 317 (22.6) 532 (20.8)
   Ultrasound 120 (10.4) 126 (9) 246 (9.6)
Largest dimension (mm) 0.119
   Mean (SD) 19.1 (16.86) 18.5 (17.90) 18.8 (17.44)
   Range (2.0-210.0) (0.9-204.0) (0.9-210.0)
Age (yr) 0.013
   Mean (SD) 67.1 (13.77) 68.4 (13.92) 67.8 (13.86)
   Range (20.0-95.0) (20.0-100.0) (20.0-100.0)
Sex 0.096
   Male 396 (34.2) 524 (37.4) 920 (36)
   Female 761 (65.8) 877 (62.6) 1638 (64)
Race/ethnicity 0.179
   Asian 159 (13.7) 174 (12.4) 333 (13.0)
   African American 129 (11.1) 126 (9.0) 255 (10.0)
   Latino 270 (23.3) 370 (26.4) 640 (25)
   Others/unknown 15 (1.3) 20 (1.4) 35 (1.4)
   White 584 (50.5) 711 (50.7) 1295 (50.6)

cystic neoplasms. It focused on the treatment of MCN, 
main duct and branch duct IPMN recommending the 
resection of main duct/mixed type IPMNs and MCNs. 
The 2006 international consensus guideline went on 

to note an algorithm for the management of the non-
resected branch duct IPMNs based on size on high 
resolution CT, MRCP, or EUS with annual follow up for 
IPMNs less than 10 mm, 6-12 mo follow up for those 10 
to 20 mm, and 3-6 mo follow up for those greater than 
20 mm; lengthening of the interval was allowable if 
there is no change in size after two years. Indication for 
resection included symptoms, mural nodules, cyst size 
greater than 30 mm, and dilation of main pancreatic 
duct more than 6 mm[6]. These indications were shown 
in multiple studies to have high sensitivity for detection 
of malignancy of 97.3%[12-14]. In addition, this landmark 
algorithm illustrated the ability to differentiate high and 
low risk lesions effectively[3].

A revision was published in 2012 by Tanaka et al[8], 
known as the Fukuoka guidelines, based on new re
search and literature that developed since the original 
2006 international consensus guidelines. The new 
guidelines differed from the 2006 version primarily 
with the addition of the new concepts of “high-risk 
stigmata” and “worrisome features”, which were de
fined to stratify the risk of malignancy in branch duct 
(BD)-IPMN aiding in decision for resection and the 
frequency of surveillance. EUS was recommended 
for further evaluation for “worrisome features”, which 
included cysts ≥ 3 cm, thickened enhanced cyst walls, 
non-enhanced mural nodules, MPD of 5-9 mm, acute 
change in MPD size, and lymphadenopathy. Surgery 
was recommended for “high-risk stigmata” such as 
enhanced solid components and MPD size ≥ 10 mm. 
Resection was still recommended in all surgically fit 
patients with MD-IPMN or MCN as was the case in the 
previous version. However, the indications for resection 
of BD-IPMN became more conservative, i.e., BD-IPMNs 
of > 3 cm without “high-risk stigmata” could now be 
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observed without immediate resection.
Based on the 2012 Fukuoka guidelines (Figure 1), 

KPSC published a regional algorithm in October 2013 
with radiology reports including a brief summary of 
recommendations. Our retrospective study, which ana
lyzed patients with PCN diagnosis given between April 
2012 and April 2015 and their subsequent management 
plan based on the KPSC algorithm, showed that referrals 
for EUS, GI consultation, and surgery consultation were 
significantly lower after the publication and dissemi
nation of the algorithm resulting in cost savings of 
24%, 18%, and 36% for EUS, GI consultation, and 
surgical consultation respectively. At a conservative 
3% incidence, the results of our study extrapolate to 
an annual cost saving of $19 Million for KPSC, and at 
the US level, the cost saving as a result of nationwide 
dissemination and effective usage of such algorithm 
would be $1.49 Billion.

There are a few important details to be discussed 
as to how KPSC incorporated the PCN algorithm in 
clinical practice. Realizing that the detailed flow diagram 
based on the Fukuoka algorithm (Figure 1) may be 
too complex to be utilized in a busy clinical setting 
(often times non-GI) in making real-time decisions, 
a simplified version depicted in Table 1 was made 
readily available for the frontline physicians to view. 
To increase the practicality of such an algorithm, KPSC 
added these simplified recommendations at the end 
of the reports of radiologic studies that detected PCNs. 
An advantage of creating and disseminating this type 
of algorithm in a healthcare system is the practice of 
cost-effective and resource-sensitive medicine. Cost 
savings leads to the ability to shunt the resulting fiscal 
surplus to other important aspects of healthcare. 
Physician and ancillary staff time spent in addressing 
and managing PCNs are valuable and limited assets in 
healthcare as well. Therefore, preventing unnecessary 
referrals for GI/surgery consultations and EUS via the 
recommendations to frontline physicians would allow for 
the practice of resource-sensitive medicine.

Since the study was conducted, the revised Fukuoka 
guidelines for the management of IPMN was published 
in 2017, where the working group made minor revisions 
regarding prediction of invasive carcinoma and high-
grade dysplasia, surveillance, and postoperative follow-
up of IPMN[15].

Limitation of the study is its retrospective nature. 
Another limitation might be that the study cohort 
was consisted a specific population within a managed 
healthcare setting in Southern California, which could 
make extrapolation of the results to other populations, 
e.g., uninsured patients and those in other parts of 
the world, less ideal. Lastly, the follow-up period of this 
study was not long. However, the primary outcome of 
the study was not to examine the long-term natural 
course of PCNs but to evaluate the practice pattern 
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change (i.e., EUS volume and GI/surgery consultations) 
months preceding and following the implementation 
of this world-wide algorithm. The aim of the study was 
not to show how the algorithm can improve patient 
outcome but to show the cost savings that could 
result from the change in clinical practice following the 
dissemination of such an algorithm. Regardless, we did 
follow the patients until May 1, 2017 (60 mo from the 
beginning of the study period) to compare the rates of 
pancreatic malignancy between the two groups, which 
were not statistically significant. Therefore, although 
the study was not designed to show how the algorithm 
can improve patient outcome, we conclude that the 
implementation of the algorithm did not result in worse 
patient outcome in our study period. A much longer 
study would be needed to examine the long-term 
outcome of not only the PCN algorithm(s) but also the 
natural course of PCNs themselves.

In conclusion, there is increased pressure to optimize 
resource utilization in the current healthcare climate. 
Our retrospective study demonstrated that the dissemi
nation of an algorithm for pancreatic cyst management 
in an integrated health system increased the threshold 
for referrals for intervention and workup, possibly due 
to increasing the confidence level of physicians ordering 
imaging studies in managing PCNs, resulting in significant 
cost savings without compromising patient care.

ARTICLE HIGHLIGHTS
Research background
There has been in an increase in the frequency of incidental pancreatic cyst 
diagnosis. The management of these pancreatic cysts is a significant challenge 
that clinicians have to face because while the overall risk of malignancy 
in incidentally detected pancreatic cysts is low, pancreatic cancer has an 
extremely poor prognosis once acquired. Various gastroenterology societies 
have published pancreatic cyst management guidelines, one of which was the 
Sendai guidelines established by the International Association of Pancreatology 
(IAP). IAP updated their guidelines in 2012, known as the Fukuoka guidelines, 
in which the resection criteria was modified to be more conservative. Based 
on the Fukuoka guidelines, Kaiser Permanente Southern California (KPSC) 
published a regional algorithm in October 2013 with radiology reports including 
a concise summary of recommendations.

Research motivation
Healthcare budget is limited in all countries around the world. Therefore, 
there is increased pressure to optimize resource utilization. We wanted to 
demonstrate through our study that the wide dissemination of an algorithm for 
pancreatic cyst management in an integrated health system such as KPSC can 
decrease the endoscopic ultrasound/gastroenterology/surgery referrals from the 
frontline physicians who detect incidental pancreatic cysts on cross sectional 
imaging, which then would result in significant cost savings. 

Research objectives 
The objective of this study was to examine the practice pattern in KPSC, i.e., 
gastroenterology (GI)/surgery referrals and endoscopic ultrasound (EUS), for 
pancreatic cystic neoplasms (PCN) after the region-wide dissemination of the 
pancreatic cyst management algorithm derived from the Fukuoka guidelines 
published in 2012.

 ARTICLE HIGHLIGHTS
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Research methods
This was a retrospective analysis of patients who were given the PCN diagnosis 
between April 2012 and April 2015 (18 mo before and after the publication of 
the algorithm) in KPSC (integrated health system with 15 hospitals and 202 
medical offices in Southern California). Patients over the age of 18 years 
with a diagnosis of pancreatic cysts based on International Classification of 
Disease - Clinical Modification 9 code (ICD-9 577.2) were included. Diagnosis 
of pancreatic malignancy was confirmed through cross-reference with a 
prospectively maintained internal KPSC cancer registry. For cost analysis 
portion of the study, the cost of EUS was based on 2017 Medicare national 
average payment for hospital out-patient procedure (CPT® 43238). For GI and 
surgery consultations, CPT® codes 99201-99205 were used. Extrapolation of 
the result to the US population was based on the estimation of the incidence of 
pancreatic cyst in the US being between 3% and 15%, percentage increasing 
with age, according to the American Gastroenterological Association Technical 
Review on the Diagnosis and Management of Asymptomatic Neoplastic 
Pancreatic Cysts. Lower end of this range (3%) was used in our analysis to err 
on the side of a conservative estimate.

Research results
2558 (1157 pre- and 1401 post-algorithm) received a new diagnosis of PCN 
in the study period. A smaller percentage of PCNs resulted in EUS after the 
implementation of the algorithm (pre- 45.5% vs post- 34.8%, P < 0.001). A 
smaller proportion of patients were referred for GI (pre- 65.2% vs post- 53.3%, 
P < 0.001) and surgery consultations (pre- 24.8% vs post- 16%, P < 0.001) for 
PCN after the implementation. The incidence rate of pancreatic cancer after 
diagnosis of PCN (between the time of PCN diagnosis and May 1, 2017 or end 
of KPSC membership), excluding those that were diagnosed at the time of initial 
work-up, was 2.41 per 1000-person years (95%CI: 1.16-4.44) for pre-algorithm 
and 2.42 per 1000-person years (95%CI: 1.04-4.77) for post-algorithm (P = 
0.4943). After the implementation, cost of diagnostic care was reduced by 24%, 
18%, and 36% for EUS, GI, and surgery consultations, respectively. Total cost 
saving was 24%. If we assume that the incidence of pancreatic cysts in KPSC 
is 1000 (estimate based on our search using ICD-9), total annual cost saving 
would be $194696 ($584088 during the entire study period), $173874 for EUS, 
$9805 for GI consultation, and $11018 for surgery consultation. However, this 
incidence may be significantly underestimated; KPSC incidence using the 
lower end of the US incidence (3%, range 3%-15%) would be 98040 given that 
KPSC adult population is 3268000. Using this figure as the incidence, total 
cost saving would increase to $19 Million ($17 Million for EUS, $1 Million for GI 
consultations, and $1 Million for surgery consultations). These findings were 
then extrapolated to the national level. The US population estimate as of July 
1st, 2017 was 325719178 with 251455205 adults. Using the 3% incidence rate, 
the cost saving as a result of such algorithm implementation would be $1.49 
Billion ($1.34 Billion for EUS, $72 Million for GI consultations, and $81Million for 
surgery consultations).

Research conclusions
Our study is unique in that it examines that economic effect of adopting a 
pancreatic cyst management guideline in an effective way within a healthcare 
system. Although there have been numerous studies looking at the clinical effect 
of the guidelines, there has been a paucity of studies dealing with the change in 
the practice/referral pattern. Our study demonstrated that the dissemination of 
an algorithm for pancreatic cyst management in such a manner increased the 
threshold for referrals for intervention and workup, possibly due to increasing 
the confidence level of physicians ordering imaging studies in managing PCNs, 
resulting in significant cost savings without compromising patient care. As 
stated above, if the findings of this study were extrapolated to the US national 
level, the cost saving as a result of such algorithm implementation could be $1.49 
Billion. There would be a much stronger impact if the recommendations were 
applied to clinical practice worldwide.

Research perspectives
Although our study presents a strong economic message in a relatively short 
study period of 36 mo and proves that there was no difference in the pancreatic 
cancer rate between the two groups after following the patients for a longer 
period until May 1, 2017 (60 mo from the beginning of the study period), we 
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realize that this is not a long enough follow up timeframe to examine the natural 
course of PCNs. While the aim of the study was to show the cost savings that 
could result from the change in clinical practice following the dissemination of 
such an algorithm and not necessarily to show how the algorithm can improve 
patient outcome, we do realize the importance of studies that address the long-
term outcome of not only the PCN algorithm(s) but also the natural course of 
PCNs themselves. This type of long-term study should be the direction of future 
research of PCNs.
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