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ORIGINAL ARTICLE

Pancreatitis-Associated Genes and Pancreatic Cancer Risk
A Systematic Review and Meta-analysis

Irina Mihaela Cazacu, MD,*7 Nelli Farkas, PhD,} Andras Garami, MD, PhD,* Marta Balasko, MD, PhD,*

Recel Bernadett Mosdosi, MD, PhD,§ Hussain Alizadeh, MD, PhD, || Zoltan Gyéngyi, MD, PhD,{
Accey Zoltan Rakonczay, Jr, MD, PhD,# Eva Vigh, MD,** Tamas Habon, MD, PhD, 77 LaszIlo Czopf, MD, PhD, 77
O Publi

Marilena Alina Lazarescu, MD,* Balint Eréss, MD, PhD,*
Miklos Sahin-Toth, MD, PhD, [} and Péter Hegyi, MD, PhD, DSc(Med)s$]///

Tof

N . _— ] Key Words: chronic pancreatitis, CFTR, pancreatic cancer, SPINK/

Objective: The aim of this study was to evaluate the connection between

Sana Kiinik pancreatic cancer (PC) and genetic variants associated with chronic pancre- (Pancreas 2018:47: 1078-1086)
atitis via systematic review and meta-analysis.
Methods: The data search was performed in 3 major databases (PubMed,
Embase, and Cochrane Library). The selected studies have looked into the
presence of the pancreatitis-associated genes in patients with PC and in
control subjects, the outcome being the frequency of the mutations in the
2 groups. For the binary outcomes, pooled odds ratio (OR) and 95% con-

ancreatic cancer (PC) is one of the most lethal and therapeutically
resistant malignancies, with a grim prognosis that is related to the
late clinical presentation and the rapid progression of the disease. De-
spite extensive research, the etiology and pathomechanism remain
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Trials A BMJ Open Endoscopic sphincterotoMy for

(£ delayIng choLecystectomy in mild acute

M biliarY pancreatitis (EMILY study):
protocol of a multicentre randomised

Ane clinical trial

Nat

Levente Pal Kucserik,' Katalin Marta,2® Aron Vincze,>* Gyérgy Lazar,®
Gre Lasz6 Czako,® Zsolt Szentkereszty,” Maria Papp,® Karoly Palatka,® Ferenc Izbéki,”
Aron Altorjay,'® Imola Torok,"" Sorin Barbu,'? Marcel Tantau,'? Andras Vereczkei,"®

st Lajos Bogar,'* Marton Dénes,'® Imola Németh,'® Andrea Szentesi,'"'®
dG"-‘L Noémi Zadori,2 Judit Antal,? Markus M Lerch,'® John Neoptolemos,?®
h?:: Mikiés Sahin-Toth,?! Ole H Petersen,? Dezsd Kelemen,?® Péter Hegyi~ 22

To cite: Marta K, Szab6 AN,

Pécsi D, et al. High versus low To cite: Kucserik LP, Marta K, ABSTRACT = 2
energy administration in the Vincze A, et al. Endoscopic Introduction According to the literature, early Strengths and limitations of this study

early phase of acute pancreatitis sphincterotoMy for delaying < : .
(GOULASH trial): protocol of a choLecystectomy in mild d}mte?ftemmy s ne;essaj ’. t%al\/ o'q C(;mplf'canotnsb.l. » The study is designed as a prospective, ran-
; ; 9 acute biliarY pancreatitis BTG M0 GRAISIONES allof Al Anlk| Op008.0% aGiia DTy domised-controlled trial to achieve conclusion on the
ARcontre Feiiomtsed dobie (EMILY study): protocol of pancreatitis (ABP). A randomised, controlled multicentre highest evidence level to provide the first evidence

A i B o a multicentryelrgndomised trial (the PONCHO trial) revealed that in the case of . .
2017;7:e015874. doi:10.1136/ e bl R Gt concerning the possible benefits of sphincterotomy
- clinical trial. BMJ Open gallstone-induced pancreatitis, early cholecystectomy (ES) on timing cholecystectomy, it s (i) multinational,

bmjopen-2017-015874 5% : e 2 g ng g

2019,9:¢025551. doi:10.1136/  was safe in patients with mild gallstone pancreatitis (i) multicentric, (il internationally registered and (iv)

bmjopen-2018-025551 and reduced the risk of recurrent aallstone-related the nrachirdy %
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Pain IN the Early phase of Pediatric Pancreatitis

ISRCTN: 89664974
Start of trial: February, 2015 MP
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Start of trial: February, 2015 MA P P LE
Expected closure: March, 2020

HUNGARIAN
Enrolled pati ents: PANCREATIC STUDY GROUP
' APPLE-R: 164

APPLE-P: 79
Number of centrum: 16
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‘ Therapeutic strategy \

Evidence-based guidelines should be followed strictly iIn

order to reduce the Iength of hospltallzatlon |n APP 34
n=15 . _

60% +

Non- _
guideline

“ Both '
: . : N
Either fluid or enteral feeding < @‘b
- - <
. Q\/Ob & ‘i\{S\g 0 2 4 6 8 10 12 14 16

Neither \??

Length of hospitalization

S
o I
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with geneticrisk | all patients
(n=59) (n=121)
PRSS1 6.8% 2.5%

y

MEDICINA

H PRSS1 m CTRC m SPINK1 = CPA1 = CFTR
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laking discoveries for patients berefits

‘ GENETICS
M Balazs Németh

HUNGARIAN
PANCREATIC

STUDY GROUP

WORKING GROUPS

) N
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for patients with pancreatitis ToavsaLicros

Genetic testing iIn Hungary

Children | Adults ‘

1. acute / recurrent acute / chronic pancreatitis 1. recurrent acute pancreatitis
at least 2 acute episodes

2. testing is independent from etiology

2. chronic pancreatitis

3. pancreatitis under 19 years of age
at the time of diagnosis 3. pancreatitis under 35 years of age

independent from actual age at the time of diagnosis

independent from actual age
éMA P P LE 4. Etiology is unknown (IDIOPATHIC)
HUNGARIAN
PANCREATIC STUDY GROUP A
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for patients with pancreatitis ToavsaLicros

. Ppostscript]
éMGENETICS ——

HUNGARIAN

Genetic testing iIn Hungary

PANCREAIIG Novel p. @ S
STUDY GROUP causes n iy =
bt / HHS Public Access
dibriingd ( Author manuscript
o Am J Gastroenterol. Author manuscript; available in PMC 2018 June 01.
>
o = Published in final edited form as:
g o Am J Gastroenterol. 2017 December ; 112(12): 1896-1898. doi:10.1038/2jg.2017.393.
tive carbo» <
tions can %
to nonsens - - -
therefore, ¢ § Novel PRSS1 mutation p.P17T validates pathogenic relevance of
reported Ci = I 4 K 5 5
i T CTRC-mediated processing of the trypsinogen activation
ing-depen
iﬁnfgn:ff;e peptide in chronic pancreatitis
reported n s A i
funcrig;fnllz Balazs Csaba Németh'-2, Akos Sziics®, Péter Hegyi*®", and Miklés Sahin-Téth":
arge 1ne¢
E{owevey Center for Exocrine Disorders, Department of Molecular and Cell Biology, Boston University
fencconatl % Henry M. Goldman School of Dental Medicine, Boston, MA 02118
C{’AI gen o] £
~ ‘ B el | ;:r’ 2First Department of Medicine, University of Szeged, Szeged, Hungary
M I K I_ OS SA H I N 'TOTH A % 3First Department of Surgery, Semmelweis University, Budapest, Hungary
— D
= 4Institute for Translational Medicine and First Department of Medicine, University of Pécs, Pécs,
6 2 Hungary
: I : ! E“" § SMTA-SZTE Translational Gastroenterology Research Group, Szeged, Hungary
a7en
To the editor
Mutations in PRSS/ cause hereditary pancreatitis by reducing chymotrypsin C (CTRC)-

Aanandant danradatinan af natinnin trmimcinacan and tharaho: nramatina ”‘iIlIIIII
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Percentage of mutation
carriers in patients
PRSS1 2.5%
51% SPINK1 9.9%
s Paihogenic mutatior CPA1 2.5%
' 121 patients with childhood- CFTR 12.4%

onset pancreatitis were tested
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14% 4% 4o
== diopathic
8% == hiliary
12% y == alcoholic
’ == gnatomy
= virus
80, == drug
3% ’ ~7IBD
== hyperlipidaemia
41%
No mutation CTRC

) N
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™ Type of pancreatitis ™™

HASNYALMIRIGY TRANSZLACIOS
MUNKACSOPORT MEDICINA

28%

14% == Acute pancreatitis

mm Recurrent acute
17% pancreatitis N
== Chronic pancreatitis

17%
9%

' No mutation CTRC

AP / (RAP+ CP) = p = 0.03

) N




PRSS1 p.P17T mutation

™

wume 1IN & CASE Of childhood onset chronic pancreatitis o

MUNKACSOPORT MEDICINA

=
< £
g s
== o
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« e
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= + CTRC
|_
+ CTRC I e e I A S S—
0 20 40 50 g0
Time {min)
1007 p.P17T
Time {min}) 1
£ 80-
£
Németh BC, Sziics A, Hegyi P, Sahin-T6th M. .-E 607 N.terminus _
o 1 processing degl’adatlon
Novel PRSS1 Mutation p.P17T Validates Pathogenic Relevance E 40-
of CTRC-Mediated Processing of the Trypsinogen Activation o
Peptide in Chronic Pancreatitis. E 20-
Am J Gastroenterol. 2017 Dec;112(12):1896-1898
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Thank you for your attention!

)

The Hungarian Pancreatic Study Group
Is committed to improving the lives of

HUNGARIAN
I PANCREATIC
STUDY GROUP

TRANSLATIONAL

patients suffering from pancreatic A . Trils
diseases!

www.pancreas.hu A




