





26

CF
2012 27
19 CFTR
2015
2009 2012 266
80g 160g 61
5,410
1,330 4080 95% © 2681 5479
1.88:1




CFTR
193

2011

1,953
2011 AP AP
2011
2011 1,018

348 341
26
25
27

2007 2,774

PCT interleukin IL -6 high mobility group box
HMGB 1 soluble CDl4-subtype sCD14-ST

perfusion CT

DPC2012 2014




30.8%

2015
22 25 DPC 50,737
Atlanta
2015
DPC DPC
CT Grade
ERCP
CFTR
CF
CF CF
CF
Cystic fibrosis CF CF
A
CF
CF 150
200 15 1 CF
' cystic B

fibrosis transmembrane conductance regulator

26

12




Webster Macroduct
Sweat Check™

CF

C 2 CF
14 B
17
®
10
Macroduct
CF
2012
C
60mmol /L CF
40-60 mmol/L
38
CF
CF

700
210

2008

Webster
Sweat Check™

S0
S1
S2
S-3
S4




Nioax | | BS D MREERE BB TR
HOZ .
Z —— HY | EHilS—t
%};ﬁ Ex fEN D WA & H T ‘ |
Y5 EEISRs—E R A
54 BL — $EEEHY |
| —_
> 7 MEIR &=
1 o EBEE A
Xd
W e e b AT (= = 2 | | DNADHIEESR
SR wREICsRmEME | DVAIEEE
w E
W -
RO — FI5RAYY |
CF
2008 16
CF
18 %BMI 10
CF
3 CF D
B
CF 22
39 10 12
C %BMl  9%IBW percentage of ideal
18 body weight
BMI p<0.05 BMI %BMI
7 L TE [EEBMIMDEIE (1857 5L E)
5% ] *R2=0.5686 4 CF
3 2=0. N e
D50 - BEAHOWEL
@ (o]
2\ 4.0 (] 4’/{rn/":’///’///" B
000 .
E 30 - CF
N
B8 20 A
8
10 T T T T T T T T T T T T 1

10 11 12 13 14 15 16 17 18 19 20 21 22 23

BMI *P<0.05 significant correla tbn
[ ]

o

BMI 18

CF



10

CF
C
CF CF
YFEV, / 100
FEV,
:>90% :70-89%
40-69% :<40%
C
CF YEEV, 2015 662
CF
D
2012 CF
D http: //www.htc.nagoya-u.ac.jp/~ishiguro/
lhn/cftr.html 27
24 27
CF 21
CF
X CT CF
PubMed
CF
X 6. EEHEZFAULEERTRHEEDRE
B
CF 27
24
5
B 26
2014 10
2015 C

400 26 12 14



11
34

R M4 1R HESE (cystic fibrosis: CF) & 834l B (20124 ~)

s R AEE
e G, 5 EDERE.
R | pEhRISH— 5E)

AR CFE& 8% Hil B
= EBR EERAS)
BABEETEGL TR
BEE RXELT BEFE]T
e N BRSNS A
= BREEHEREEDER
EECFTROMEEREMT
CF
CF CFTR
CF
22 13
FEV, 40
40 70 70 7 CFTR
ar
s y el EESM I FRMRER EME .y CPRIA  MEHISHE {REHET
D Fh MY mw ore sk qvx PR wpraw  mes  gwoux
102 Lagir A 7 O @} O e = 2 — @)
92 2Kl A 5 @ @) — — — 2 — )
85 3iEA 4 A % O @] — 0 — 2 — =
97 43%8+ H Eeq O O O = — 2 — —
67 61 B O O O O = 2 O ==
83 6% 4 O O @ — — 2 == o
86 61 # ] O O @] O 1 — =
60 Ti% i @] O ) O — 1 — O
84 TR 27 @) ) O e — 2 — —
90 8k % ] £ ) — — ES — ¢
61 95k iy @] o 0 = = 2 O =
52 95k % 0 O O O —: 1 — O
87 105% 7y O O O @] @) 2 — -
88 125% -8 ©] O (B — == 2 O @)
100 2054 5 O O O O O 2 — —
98 291% k28 A A @) = — 2 = —
18 245% 3 A — @) — — 1 — #—
17 2455, % @] O O O — # O —
14 26% % O ] ) O — 2 O &
89 265 % O == O = — — == =
101 305% I — = @) s — 1 — =
95 315& 3 A — ®) — @) 1 — —
99 3555 %5 O — 2] — = — — —
91 3Th% # O =4 O = = 2 = O
3 384% S O A @) = — 2 — —
96 4055 LS A — @) — — — — =

ALLEER I



i-delelionlskipping of exon1
1in the CFTR transcript

| CFTREZ S AR

cystic fibrosis CF 19 CFTR LAS4010 GE Health care
27
MLPA
CFTR 1
CFTR MLPA 33
DNA CFTR 27 CF
bp delel6-17b 8 1441P 2  dele2-3
5 1,000bp 1 E217G 1 1540dell0 1 Y517H 1
QL042TfsX5 1  T10861 1
2 Multiplex ligation-dependent F508del 6 R1066C 2
probe amplification MLPA HI085R 2 182delT 1 R75X 1 R347H 1
MLPA 1609delCA 1 G542X 1  Y563H 1  S945L
genomic rearrangement 1 10 CF
SALSA P091-C1
CFTR MLPA MRC Holland exon?
2012 ' exon3 18Kkb dele
3 dele 2-3 23
17 swab
PCR 100 280bp CFTR
exonl
PCR SYBR Premix Ex 10
TagTM Perfect Real Time TaKaRa a
PCR Mx3005P Agilent
4 CFTRmMmRNA
mMRNA CFTR
exon RT-PCR CFTR
dele 2-3
B0 dRICA —Q1042FfsX5
| AF508 (6) R1066C (2)
E217G Lggrp 0542 | Tio8ol
182delT! R75X; R347H(2) [Y517H |Y563H S945L H1085R (2)
1 Q_é 4 56a6b7 8 9 10 1112 13 14a14b151617a17b18 19 20 21 222324
i | dele2:3; dele16-17b (8)

TOPRER | 8EE | 177LL
FikEZEE | 105838 | 167LIL
ND — 57LJL
&t 18185 | 387L /L
Stop codonF £L AL R |
(FPLILED
CF

14



CF a

CFTR CF
MLPA CF CFTR mRNA
dele 2-3 dele 16-17b CF
CF
dele 16-17b D
dele 2-3 dele?2-3 CF
CF
CFTR
exonl CFTR 100
10% 20 30 40
a
CFTR
CF
CFTR d
8
B
CF
CF CFTR
CF
26 29 30
C E
104 23 81
29 20
CFTR
CF 23
2012: 341-354.
2

CF



2008.

Hiroshi Ishiguro. HCO,- secretion by
SLC26 A3 and mucosal defence in the
colon. Acta Physiol Oxf 2014;211:17-19.

.2014;35:1063-
1067.

CF

2014;77:S1-S11.

2014;29:529-537.
Medicina

2014;51 10 :1884-1887

2014;77:S1-S11.

2014;
35: 1235-1238.

CF

2014;77:S1-S11.

2014;35:1063-
1067.

2014; 35: 311-316.

2014;
29:529-538.

16

AIP

2015

2011

2015 12 31



2
B
28
CSII
C
42
32 16
10
35
CSII

CGM
SD

24

10
16

10

15

1/3

29

17

161

13

12

2014 11

29



18

26 11 30

10

17



2000 2011
N RaBROLER A7

4.1%
26

27

UMIN
100-200
27 12
24
20 30
Izbicki QOL
EQ5D

10

200
30-40
27 27 -10
D
6
B
2009 2012 266
250
C
215
4% 39%
7% 52%
5%
80g 160g 77
71%
80g 160g 61

19



8
B
° 2009 °
7 80g
B
EUS ERCP
14
C 16,814
12 4,175
500 400-499  300-399
200-299  100-199 99
100% 100% 80% 40% 20% 10% 5%
12 13
10
12 100%
25-35 kcal/kg BW/day
30-35 keal/kg BW/day 47-
day 0.2-0.5 g/kg BW/day 2011 12 31

06-10 g/kg BW/day
12-1.3 g/kg BW/day



WheLET,
26 12 1,439
:345% 9
195 359
B
5410 95% 2009
: 3,675 -6,945 1,330
959% :1,058 -1,602
4,080 95% : 2,681 5479
1.88:1
23 2011
8.1%
1.88:1 4.6:1

EEHEBEAMEERBERBHRERX MatRERBHRRER)
HatRERICHT SRERRIE
ExEERE . BER

HARR : i #
KA : bk 3
REEFEAR : TR 264F B B

BMERE2E1A1B~Fm234F 12 A 31 BICHR £ 252 S - RIS R O 5 51 3 B REH.
BEMBEED) SO2VTHREZLESL,

OR MR IERE L
FARE B O4L OkY (B AL &iE A)
BEREES 2 O%L OsY B AL &iE A)

FIHRIERER OB (CLFO@~@0 W3 2 THHLLE & RIIBIERES O § T 75538
biLD) il HRAMRERY ET,

SARERESS BRI 6 2009 (2 HED % |
@K+ 5 LR

@i tp 3 7o 3R PR SR A 0D R

@S Sy Ul

®1 H80g KLk (Hixzs /—nE) O 2KIEE

CRALQFEEER

I BUTRBENVELMES L, SEOCEEHMIHNCLETTOT, BERED L) ICHx-
I, TEECESWET LI BBV LET,

2. FE2649 A8 20 BETICREOFAWEFELZBENCR Y, TRELZSVET XS B

BT-PABA

HbAlc
BT-PABA



100

13

113
84

11
52

2.50+0.58
+1.06 p<0.01
2.67+1.02
297+1.27

EUS
EUS

EUS 2.90+0.87
3.40+1.55

10

22 12 31
100

26
84
67
67
52

1.44
EUS

p<0.01

EUS

10

BT-PABA

25

UMINO00015992

22



2009 193 121 46
2009 17
Human Genetic Variation
Browser www.genome.med.kyoto-u.ac.jp/
SnpDB/
11
B Nlumina HiSeq2000
1996
! HaloPlex
i 70
713 CFTR
SPINK1 p-N34S Cystic fibrosis transmembrane conductance
cl19442T>C regulator
5
’ 2013 CFTR coding region
Al 916% 20
CPAl1 CFTR
10 CPA]. 12
cl231A>G pKA11lE cl753G>T
p.E585X c2869delC p957fs
c372CT
p.Gl24= c3975A>G pR132= c4254G>A
p.E1418=
" c4056G>C p.QL352H
193 20 104%
HGVB 4.9%
P=0.009 c3468G>T p.Ll156F
HaloPlex 193 15 78%
HGVB 4.0%
Ca P=0.04
70 HaloPlexTM
Agilent
Technologies

MiSeq



1400 - — median depth
mean depth
1200 - - P
1000
=
o
o 800+
(a]
600
400
200
0..
1 2 3456 7 8 910111213 141516 17 18 19 20 21 22 23 24 25 26 27
CFTR exons
CFTR
CFTR
% Control P
HGVB %
2 c91C>T pR31C 3/193 16 12/1102 11 0.48
2 c92G>A p.R31H 1/193 05 0 -
4 c374T>C pll25T 3/193 16 5/1102 05 0.11
10 cl1231A>G pK411E 1/193 05 0 -
11 cl408G>A pVATOM 122/193 633 758/1199 63.2 >0.99
12 cl1666A>G pl556V 10/193 5.2 81/1150 7.1 0.70
13 cl1753G>T pE585X 1/193 05 0 -
17 c2869delC pl957fs 1/193 05 0 -
21 c3468G>T pl1156F 15/193 7.8 46/1136 4.1 0.04
25 c4045G>A p.GL349S 1/193 05 0 -
25 c4056G>C pQL352H 20/193 104 57/1153 4.9 <0.01
27 c4357C>T pRL453W 10/193 52 42/1144 3.7 0.32
HaloPlex 66,980
cystic fibrosis transmembrane conductance 17,830 .
12 CFTR
16,814
4,175
500 400-499 300-399
200-299 100-199 99
100% 80% 40% 20% 10%
12 2011 %
2011

— 24



708 2013 28
30
308 2,032
79
1,953
1953

7.8% 14.6% 34%

ESWL
31.5%
ESWL 2013
ESWL
ESWL
37.0%
19.8%
40.0%
344%
30.1%
50.8%
33.0% 11.7% 4.6%
DPP-4
14.4%

29.6%

13

18.2

433

2009

Delphi

25

ESWL
ESWL
200
1,600
ESWL
2012 200
1,666
303
27 22
115
1,905 1,472
13
ESWL
2010
1 2014

Formal Consensus Development

15



ERODHHERE(*)

________________________

't EUS

T HEEL l SHERY G7)

NEHAR
ERENRE | | BAEE | | 2rt

//’ l in AR AR
v

IMET ERUSORE
BT T
FBIERE | 2)

x| ESWL :
HETR HAREF &P K

3|

= [
RIRRAR | | T

SELAE
cQ -3
ESWL
ESWL
ESWL
2011



10.

1999; 42: 385-404.

2010; 53: 450-467.

2010;
25:617-81.

13
2002 87-99.
Ito T, Igarashi H, Niina Y, et al. Management
of pain in chronic pancreatitis with home
elemental diet ingestion. JOP. 11: 648-649,
2010.

2009 24:645-

646, 2009.

Whitcomb DC, Gorry MC, Preston RAet
al. Hereditary pancreatitis is caused by a
mutation in the cationic trypsinogen gene.
Nat Genet 1996;14:141-145.

Witt H, Luck W, Hennies HC, Classen M,
et al. Mutations in the gene encoding the
serine protease inhibitor, Kazal type 1 are
associated with chronic pancreatitis. Nat
Genet. 2000;25:213-216.

Masamune A. Genetics of pancreatitis:
the 2014 update. Tohoku ] Exp Med
2014;232:69-77.

Witt H, Beer S, Rosendahl ], et al. Variants
in CPAl are strongly associated with
early onset chronic pancreatitis. Nat
Genet2013;45:1216-1220.

27

11.

12.

13.

14.

15.

Nakano E, Masamune A, Niihori T,
Kume K Hamada S, Aoki Y, Matsubara
Y, Shimosegawa T. Targeted next-
Generation sequencing effectively analyzed
the cystic f ibrosis transmembrane
conductance regulator gene in pancreatitis.
Dig Dis Sci. 2014 Dec 10. Epub ahead of
print

23
219-225.

25 2014;

, 20009,

2010; 25: 553-577.

2014 2014;29:123-148.

Kawasaki E, Maruyama T, Imagawa A,
et al. Diagnostic criteria for acute-onset
type 1 diabetes mellitus 2012 : Reportof
the Commiittee of Japan Diabetes Society
on the Research of Fulminant and Acute-
onset Type 1 Diabetes Mellitus. ] Diabetes
Invest 2014;5;115-118.

Nakamura T, Ito T, Uchida M, et al.
PSCs and GLP-1R: occurrence in normal
pancreas, acute/chronic pancreatitis and
effect of their activation by a GLP-1R
agonist. Lab Invest. Lab Invest. 2014; 94

1 :63-78.

Uchida M, Ito T, Nakamura T, et al.
Pancreatic stellate cells and CX3CR1:
occurrence in normal pancreas, acute and

chronic pancreatitis and effect of their



10.

11.

activation by a CX3CRL agonist. Pancreas.
2014;43 5 :708-719.
Niina Y, Ito T, Oono T, et al. A sustained
prostacyclin analog, ONO-1301, attenuates
pancreatic fibrosis in experimental
chronic pancreatitis induced by dibutyltin
dichloride in rats. Pancreatology. 2014;14
3 201-210.
Kataoka K, Sakagami ], Hirota M, et al
Effects of Oral Ingestion of the Elemental
Diet in Patients With Painful Chronic
Pancreatitis in the Real-Life Setting in
Japan. Pancreas 2014;43 3 :451-457.
Masamune A, Nakano E, Kume K et
al. PRSS1 c623G>C p.G208A variant
is associated with pancreatitis in Japan.
Gut.2014;63:366.
Masamune A. Recent advances in
pancreatology. Front Physiol.2014;5:300.
Hirota M, Shimosegawa T, Masamune
A, et al. The seventh nationwide
epidemiological survey for chronic
pancreatitis in Japan: Clinical significance
of smoking habit in Japanese patients.
Pancreatology.2014;16 6 490-496.
Kume K, Masamune A, Ariga H,
Shimosegawa T. Alcohol Consumption
and the Risk for Developing Pancreatitis:
A Case-Control Study in Japan.
Pancreas.2014;44 1 :53-58.
Nakano E, Masamune A, Niihori T, et al.
Targeted Next-Generation Sequencing
Effectively Analyzed the Cystic Fibrosis
Transmembrane Conductance Regulator
Gene in Pancreatitis. Dig Dis Sci.2014:
Epub ahead of print.
Nakano E, Masamune A, Niihori T, et
al. Variants in the interferon regulatory
factor-2 gene are not associated with
pancreatitis in Japan. Pancreas.2014;43
7 :1125-1126.
Hamada S, Masamune A, Kikuta K

et al. Nationwide epidemiological

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

28

survey of acute pancreatitis in Japan.
Pancreas.2014;43 8 :1244-1248.

Kawaguchi Y, Lin JC Kawashima Y, et
al. Accessory Pancreatic Duct-Portal
Vein Fistula: A Rare Complication of
Chronic Pancreatitis during Endoscopic
Retrograde Cholangiopancreatography.
Case Rep Gastroenterol 2014;8 3 :291-296.

2014;29:51-58.

2014;69:1115-1121.

2014;35:1011-1014.

2014;35:1137-1141.

ESWL 2014;35:447-453.

Gastroenterol Endosc 2014;
56:2416-2423.

2014;35:343-347
Annual
Review 2014:222-226.
2014;69 4 :541-546.
2014; 29:
591-598.
2014;69:12-13.
2014;35



24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

4 :335-359.

2014;69 6 :1131-1136.

19.

Heaith&Life 2014; 10: 18-

2014;29 5 :539-544.

Medicina2014;51 13 :2330-

2333.

2248-2255

2014; 35

Medicina 2014; 51 13

:1107-1111.

2014;35

:1113-1117.

2014:66-71.

11

2014

2014;29:123-148.

New Horizon
ESWL

2014;69:1137-1141.

5 :473-479.

Frey

2015538 1

2014;35

:1-13

2014;35

36.

37.

29

3

:1077-1084.

2014;29 3

67-74

:296.

2014;31



A AIP

Autoimmune
pancreatitis  AIP
QOL
AIP AIP
2011 AIP
AIP
1
2011
2 AIP
2011 AIP
AIP
ERP/MRCP
EUS-FNA/B
AIP
% 459
55%
3

AIP

1,018




MRCP

AIP
IL-

typel AIP
type2 AIP

Ig4

Ig4

IgG4

IgG4
typel AIP
type2 AIP

g4
OO0l

typel

AIP

31



98 80 816% 18 IgGA
150 117 78.0% 33
74 59 79.7% 15 AIP
35 27 77.1% 8
36 31 86.1% 5
7 7 100% 0
IgGA
n=452 181 40.0% 271 L2
n=408
segmental 240 3
focal 168
indeterminate 14 134 328% 274
p=0.02
4. BCRENERORBEAREDHEIL
B
n=322 n=545 2610 2267
89 27.6% 104 19.1%
233 441
p=0.04
AIP1,018 348
34.1 98 27 28
9.6% 150  14.7%
74 12% 35  34% C
36 35% 0.7%
IgGA
721.74625.0 mg/dl
417.2+443.6 mg/dl IgG4
p<0.01 452
181  40.0%
408 134 328
p=0.02
322 89 276% D
19.19%545 104 AIP
p=0.04 AIP
AIP 563 ‘10



Tebd  [GhEfE [eG e JESEE MRS R R TOE

iBE T {EEIEE CERERT  BmiEE oAl EREE dF B
Pt SF#s 1 FEEERE 2704 FEH FREAMNEE M- SR TR EER EERE (mg/dl) (me/dl)  (mesdl)  (mg/dl)  (IU/ml)  (W/ml) FEE  (EEE)
18 1 AR
nl UFA 188 18 1 FEFIRBE 18 18 1 2 2 MEFENCER
2 2 EEER 2 §B5E 2 i 2 BIPT - BFPIAEERRRE 2 B 2 B 0 BEELEE 3 StEER O
3 1 - 2B 3 URAMIER 3 RER - WERRAL 3 JBEEIFRTF 4 BEOFRE
4 BAEE ( ) 4 {2EERSHRHEE 5 ol )
5 steroid trial 5 B
6 Tt ( )
7L
ERENETH [el4 1eG IeE
A=)l HEEER MR s EMEr  Aler
embian MiEEERAR P  HEEE(/D) R B BB (mg/dl) (me/dl) (1U/ml) $BERPRTH  FEMAFFAR RN BUIESRE B LR BAEE
15 ng 1 1 (fF] : $EFFRRIED meh) 1 B 1 2704
225mg 2k 2 2 () 2 EEEERE( )
3 EOi ) 3 A8
4 RBE (R
5 RSt ( )
6 RESH(RAE) ( )
WL StIEmA Hoalc  Hbhlc  HbAlc PFO PFD PFD [FEST
FEEM DMzt A2 Rl iaEE RERDAD BB jaEE REFDAD RE{EED
2700 FEWER UiEtt O WBREE O-L = (%) (&) () (& () (&) 10mmEL T
18 ( AR C] 1 EEFRE 1 A 18 1A (Glaes SE0HE)
I m 2 m 2 LIgis 2 & I m ? 8
3 m
23 AIP 1,064 5 Pancreas2005;31:232-7.
AIP 2. Hamano H, Arakura N, Muraki T, Ozaki
2009 Y, Kiyosawa K, Kawa S. Prevalence and
® 2013 ! distribution of extrapancreatic lesions
complicating autoimmune pancreatitis. ]
Gastroenterol2006;41:1197-205.
3. Shimosegawa T, Chari ST, Frulloni L, et al
International Association of Pancreatology.
AIP International consensus diagnostic criteria
for autoimmune pancreatitis: guidelines
of the International Association of
Pancreatology. Pancreas 2011; 40:352-358.
4. Kamisawa T, Shimosegawa T, Okazaki
K et al. Standard steroid treatment for
autoimmune pancreatitis. Gut 2009; 58:
1504-7.
5. Hart PA, Kamisawa T, Brugge WR, et
2011 al. Long-term outcomes of autoimmune
pancreatitis: a multicentre, international
analysis. Gut2013;62:1771-6.
6. Kamisawa T, Okazaki K, Kawa S, et
E al. Research Committee for Intractable

1. Ohara H, Nakazawa T, Sano H, et
al. Systemic extrapancreatic lesions

associated with autoimmune pancreatitis.

33

Pancreatic Disease and Japan Pancreas
Society. Japanese consensus guidelines for

management of autoimmune pancreatitis:



11.

III. Treatment and prognosis of AIP. ]
Gastroenterol 2010;45:471-7.

Kamisawa T, Okazaki K Kawa S, et
al. Working Committee of the Japan
Pancreas Society and the Research
Committee for Intractable Pancreatic
Disease supported by the Ministry of
Health, Labour and Welfare of Japan.
Amendment of the Japanese Consensus
Guidelines for Autoimmune Pancreatitis,
2013 III. Treatment and prognosis of
autoimmune pancreatitis. ] Gastroenterol
2014;49:961-70.

Okazaki T, Kawa S, Kamisawa T,
et al. Amendment of the Japanese
Consensus Guidelines for Autoimmune
Pancreatitis, 2013 . I. Concept and
diagnosis of autoimmune pancreatitis. ]
Gastroenterol.2014; 49 4 :567-588.

. Kawa S, Okazaki K Kamisawa T, et

al. Amendment of Japanese Consensus
Guidelines for Autoimmune Pancreatitis,
2013 II. Extrapancreatic lesions,
differential diagnosis. ] Gastroenterol.
2014;49 5 :765-784.

Kamisawa T, Okazaki T, Kawa S, et al.
Amendment of the Japanese Consensus
Guidelines for Autoimmune Pancreatitis,
2013 III. Treatment and prognosis of
autoimmune pancreatitis. ] Gastroenterol.
2014;49 6 :961-970.

Lee L, Ito T, Hijioka M, et al. Current
Management of Type 1 Autoimmune
Pancreatitis : From the Viewpoint of
Pancreatic Endocrine and Exocrine
Function. Autoimmune Dis Ther
Approaches. 2014;1 2 :105-113.

Kawa S, Okazaki K Notohara K et al.
Autoimmune pancreatitis complicated

with inflammatory bowel disease and
comparative study of type 1 and type 2

12.

13.

14.

15.

16.

17.

18.

19.

20.

34

autoimmune pancreatitis. ] Gastroenterol.
2014;10.1007:s00535-014-1012-5.

Ikeura T, Takaoka M, Okazaki K, et
al. Relationship between autoimmune
pancreatitis and pancreatic cancer:
A single-center experience.
Pancreatology.2014;15 5 :373-379.
Okazaki K Yanagawa M, Mitsuyama
T, Uchida K Recent Advances in the
Concept and Pathogenesis of IgG4-
Related Disease in the Hepato-Bilio-
Pancreatic System. Gut Liver 2014;8

5 :462-470.

Okazaki K, Uchida K, Koyabu M, et al.
IgG4 cholangiopathy - current concept,
diagnosis, and pathogenesis. ] Hepatol
2014;61 3 :690-695.

Fukui Y, Satoi S, Okazaki K et al.
Possible involvement of Toll- 1 ike
receptor 7 in the development of type 1
autoimmune pancreatitis. ] Gastroenterol
2014;10.1007:s00535-014-0977-4.
Sumimoto K, Uchida K Kusuda T,
et al. The role of CD19+ CDZ24high
CD38high and CD19+ CD24high CD27+
regulatory B cells in patients with type 1
autoimmune pancreatitis. Pancreatology
2014;14 3 :193-200.

Okazaki K Uchida K, Sumimoto K et al.
Autoimmune pancreatitis: pathogenesis,
latest developments and clinical guidance.
Ther Adv Chronic Dis 2014;5 3 :104-111.
Kamisawa T, Ohara H, Okazaki K et
al. Role of endoscopy in the diagnosis
ofautoimmune pancreatitisand
immunoglobulin G4-related sclerosing
cholangitis. Dig Endosc2014;26:627-635.
Kamisawa T, Zen Y, Pillai S, Stone JH.
Ig(4-related disease. Lancet 2014: on-line
first.

Iwasaki S, Kamisawa T, Koizumi S, et
al. Characteristic Findings of Endoscopic
Retrograde Cholangiopancreatography



21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

in Autoimmune Pancreatitis. Gut
Liver2014;9 1 :113-117.

Song TJ], Kim MH, Kim M], et al. Clinical
validation of the international consensus
diagnostic criteria and algorithms for
autoimmune pancreatitis: combined
IAP and KPBA meeting 2013 report.
Pancreatology.2014;14 4 :233-237.
Chiba K Kamisawa T, Kuruma S,
et al. Major and minor duodenal
papillae in autoimmune pancreatitis.
Pancreas.2014;43 8 :1229-1302.
Kuruma S, Kamisawa T, Tabata T, et al.
Allergen-specific IgE antibody serologic
assays in patients with autoimmune
pancreatitis. Intern Med.2014;53 6 :541-
543.

Kamisawa T, Chari ST, Lerch MM,
et al. Republished: recent advances in
autoimmune pancreatitis: type 1 and type
2. Postgrad Med ].2014;90 1059 :18-25.
Kanno A, Masamune A, Shimosegawa
T. Endoscopic approaches for the
diagnosis of autoimmune pancreatitis. Dig
Endosc2014;27 2 :250-258.

2014;509:
456-461.

2014;35 4 :361-364.

NHK
@ 2014:1:72.

2014;59
5 :451-455.

2014; 35 :973-979.

2014;59:488-494.

33.

35

1146.

12
711-720.

2014;35

:1143-

2014; 29 4



A ERCP
1 25
B
25 WISH
47
2007 11 24
PCT
interleukin IL -6,high mobility group box C
HMGB 1,soluble CD14-subtype sCD14-ST 25
2,939
perfusionCT 23.09
189
152 131
DPC
Atlanta
10
DPC

3500
3000
2500
2000
1500
1000 -
500 -

O -

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

36

100

351
153

100
41.94



0.16

25

45
24 120

24
30 227
66

25

walled-off-necrosis

42%

5%

48%

100

16

8.8
22
23 30
25 126
132
45  68.2%
21
4.8%

125 60

/

37

100
1 4194 |16 275331 2324
2 3967 |17 26.73 |32 22.86
3 38.16 |18 26.56 |33 21.16
4 3758 19 25.88 |34 21.05
5 37.34|20 25.77 |35 2054
6 37.17 |21 25.70 |36 2044
7 3591 (22 25.48 |37 20.26
8 35.75 |23 25.47 |38 20.16
9 35.61 |24 25.39 (39 20.04
10 3452 (25 25.16 |40 18.47
11 32.74 |26 24.99 |41 18.27
12 30.75 | 27 24.98 |42 17.23
13 29.51 (28 2417 |43 12.99
14 28.96 |29 23.81 |44 12.89
15 27.62 |30 23.40 |45 8.65
46 6.62
25.34 47 1.79
100
8.808 |16 3.396 |31 1.786
7.773 |17 3.323 (32 1.706
7.042 |18 3.083(33 1.695
7.042 19 3.064 |34 1.375
7.011 |20 2.996 |35 1.299
6.091 |21 2.863 |36 1.008
5.650 |22 2.821 (37 0.991
5580 |23 2.728 |38 0977
4633 |24 2.686 |39 0.952
10 4314 |25 2584 (40 0.723
11 3.770 | 26 2361 (41 0.180
12 3.717 |27 2210 |42
13 357128 2.135 (43
14 343929 2.014 |44
15 3.436 |30 1.950 |45
46
2.87 47
/
16 0.149 |31 0.083
0348 |17 0.148 |32 0.08
031118 0.133(33 0.077
030319 0.122 |34 0.075
0274 |20 0.115 (35 0.075
0.246 |21 0.111 (36 0.065
0.195 |22 0.111 |37 0.043
0.186 |23 0.108 |38 0.034
0.186 |24 0.108 |39 0.033
10 0.182 |25 0.102 |40 0.017
11 0.176 |26 01 |41 0.007
12 0.174 |27 01 |42
13 0.167 |28 0.096 |43
14 0.158 |29 0.087 |44
15 0.154 |30 0.083 |45
46
0.1576 47




25

1 116 27.8%

2 175 42.0%

3 68 16.3% 20
4 50 12.0%

5 125 30.0%

417

1 / 60  48%

2 / 14 112%

3 / 6  48% 2

4 6  48% B C

5 6  48%

6 5 40%

125

D

2011

63,080
19.7% CT
25 2,939
48
ERCP
25
0.16

24 13.2% 25 14%

21

Bl Vit Bl



3.
continuous hemodiafiltration: CHDF B
1.

ICT NST MSwW

ERCP

26
ACS Abdominal
compartment syndrome

PIT FALL

ERCP
2015

SRR EROF— AERET I OMEIL

27

NST ICT



P
24 10948 12029 0.065
8801 8828 0681

1376 1178 0.101

40 39 0172

PNI 471 456 0.182

LDH 286 322 0.007

LDH/ 26 37 0.007

24 48 9877 12200 0.000

4
B
2007
2,774 S
IL-6 HMGB1 sCD14-
ST DERICEY 55t FEERKHAFR
LDH LDH/ B
PNI 1 2
24 24 48 48 72
13 15 26 30
Mann-Whitney Primary endpoints 1.
U
C
C
LDH 80 152
PNI
LDH/ 48
48 D
D.
PNI
6
perfusionCT
B
perfusion



- CT
Perfusion CT DICOM
workstation CcT
perfusion CT
Perfusion CT CT
ROC
C 1
perfusion CT
2
20 72
perfusion CT 72
perfusion CT
CT
100ml 40 50ml
72 perfusion CT
perfusion CT
CT
CT
MDCT perfusion
CT maximum slope
deconvolution single compartment
CT
DICOM

CT
<1/3
1/3 1/2
1/2<
CHDF
perfusion
CT DICOM CT
72
perfusion CT CT
- CT
ROC
27
30
D
pilot study'’
CT perfusion CT
CT
CT perfusion CT
0.65 0.91 CT perfusion
CT 0.94 096 perfusion CT



80,000

40,000

11

40,000

CT
o =DPC2012
aDPC2014
MDCT DPC2012 DPC2014
perfusionCT
12
51.0
13 ,14 15 Peﬁ .OnCI‘
Perfusion CT
D
walled-off necrosis WON
7
step up approach
B
16
2811
2014
2016 DPC
DPC
EF DPC DPC
DPC ICU
2014 CT
17
2014
C

DPC



15.6% 14

DPC
DPC 45 45
K698$ 93.3% 42
step up 100% 45
approach median 0-61 16 4-
139
p<0.001
55.6% 25
22.2% 10 15.6%
48.9% 22
15.6% 35.6%
8 16
B
2006 2014 p=0.035
90 35.4%vs.45.8% p=0.332
56 96.4%
2010 45 54
45
24 778% 42
24 48 14.8% 48 72 5.6%
72 1.9% 98.1%
2006 2014 72
30 26
90 93.3% 28
56 100% 26
30 26
30
m EE
25 " EE
20
C 15
90 96.7%
87 10
median 0-139 .
52.2% 47 18.9% 17 0 Jo 1 ) -
7.8%



24 82.1% 23 24
7.1% 48 72 7.1%
3.6%
24 73.1% 19 24
23.1% 48 72 3.8%

46.4%vs.84.7% p=0.004

%

3.3%

30.8%

115%

2009
2009 30
2010

19 20

2010

18

48

48

72

72

44

B
2014 12
2015
2015
CQ30
48
A
C31
Treitz
cQ
B
/



10 DPC

SCOPE
22 25 DPC
cQ
cQ
SCOPE
GRADE
body
50,737 32,855 of evidence
17,882 6,187 35,988
8,562 ICU 1,760
28 870
2,000
Delphi
nominal group technique NGT
70
Atlanta

step-

up approach

Abdominal compartment syndrome,

2015
2015
Pancreatitis

Bundles

11

Atlanta



12 DPC

22 24 2010-2014
K85 DPC WG
20
A B
CT Grade
profile
38,916 %
3,686 142% CT Grade 2
8,503 55% 2012 Atlanta
1,954 15.1%
2014
CT Grade
CT Grade
13
14 ERCP
Working Group WG WG
10
CQ1-01 ERCP
2011 CQL-02 ERCP
JENIPaN study ** CQL-03 ERCP
2005-2011
CQ1-04 ERCP

2016

aQ



ERCP

ERCP CQ6-03 Procalcitonin PCT
CcQ2-1 ERCP
ERCP
CcQ2-1-1 ERCP
CQ7-01 ERCP
CQ2-1-2 X
CQ2-1-2a CQ7-02 ERCP
US CT MRI
CQ2-1-2b IDUS ERCP
ERCP
ERCP CQ08-01
ERCP
CQ3-01 ERCP
CQ08-02 ERCP
CQ3-02 ERCP ERCP
CQ3-03 ERCP ERCP
ERCP
CQ9-01 ERCP
ERCP CQP-02 ERCP
CQ4-01 ERCP
CQ4-02 ERCP CQO-03 ERCP
ERCP 10 ERCP
CQ10-01 ERCP
CQ5-1 ERCP

CQ10-02 NSAIDs ERCP

CQ6-2 ERCP MRCP
CQL0-03 ERCP
ERCP CQL0-04 ERCP
CQ6-01 ERCP
CQL0-05 ERCP

CQ6-02

ERCP



CQL0-06 WGC Wire-guided cannulation

ERCP

ERCP

ERCP

perfusion CT

26

IL-6 HMGB

18

48

19 2008; 65-72
19
20 2009; 41-44
20
21 2010; 43-47
21
22 2011; 44-48
22
23 2012; 42-46
23
24
2013;49-53
24
25
2014;63-67.

Banks PA, Bollen TL, Dervenis C, Gooszen
HG, Johnson CD, Sarr MG, Tsiotos GG,
Vege SS; Acute Pancreatitis Classification
Working Group. Classification of acute
pancreatitis-2012: revision of the
Atlanta classification and definitions by
international consensus. Gut 2013; 62: 102-
111



10.

11.

12.

13.

14.

15.

16.

17.

25
2014;51-56
perfusion
CT
25
pp90-93, 2014.
17 pPp27-
34,2006.
Bize PE, Platon A, Becker CD et

al. Perfusion measurement in acute
pancreatitis using dynamic perfusion
MDCT.AJRAmMJ] Roentgenol
2006;186:114-8.
Tsuji Y, Watanabe Y, Matsueda K et
al. Usefulness of perfusion computed
tomography for early detection of
pancreatic ischemia in severe acute
pancreatitis. J Gastroenterol Hepatolo
2006;21:1506-8.
Tsuji Y, Yamamoto Y, Yazumi S et al
Perfusion computerized tomography
can predict pancreatic necrosis in early
stage of severe acute pancreatitis. Clin
Gastroenterol Hepatol2007;5:1484-92.
perfusion
CT
2007;22:547-55.
Babu RY, Gupta R, Kang M, et al. Predictors
of surgery in patients with severe acute
pancreatitis managed by the step-up
approach. Ann Surg. 2013; 257: 737-50.

18.

19.

20.

21.

49

2014;29 2 :163-170
2010

2010.
Bai T, Gao ], Zou DW, Li ZS. Antibiotics
prophylaxis in acute necrotizing
pancreatitis: anupdate. Am]
Gastroenterol. 2010;105:705-707.
Wittau M. Mayer B, Scheele ], et al.
Systematic review and meta-analysis of
antibiotic prophylaxis in severe acute
pancreatitis.
2011;46:261-270
Yasuda I, Nakashima M, Iwai T, et al

Japanese multicenter experience of

Scand ] Gastroenterol.

endoscopic necrosectomy for infected
walled-off pancreatic necrosis: The
JENIPaN study. Endoscopy 2013: 45:627 -
34.

Aso A, Igarashi H, Matsui N, et al. Large
area of walled-off pancreatic necrosis
successfully treated by endoscopic
necrosectomy using a grasping-type
scissors forceps. Dig Endosc. 2014; 26
3 AT4-477.

Fujishima S, Gando S, Mayumi T, et al.
A multicenter, prospective evaluation of
quality of care and mortality in Japan
based on the Surviving Sepsis Campaign
guidelines. ] Infect Chemother.2014;20
2 :115-120.

Ogura H, Gando S, Mayumi T, et
al. Epidemiology of severe sepsis
in Japanese intensive care units: A
prospective multicenter study. J Infect
Chemother.2014;20 3 :157-162.
Murata A, Okamoto K, Mayumi T, et al.
Age-related differences in outcomes and
etiologies of acute abdominal pain based
on a national administrative database.



10.

11.

12.

13.

14.

15.

Tohoku ] ExpMed.2014;233 1

Yuhara H, Ogawa M, Kawaguchi Y, et al.
Smoking and risk for acute pancreatitis:
a systematic review and meta-analysis.
Pancreas 2014;43 8 :1201-1207.

Hamada S, Masamune A, Kikuta K
et al. Nationwide epidemiological
survey of acute pancreatitis in Japan.
Pancreas.2014;43 8 :1244-1248.

Step-up approach st
step 2014; 35: 405-
411.
2014;29:163-170.
WON 2014;
29:202-209.
WON

2014;12:86-90.

2014;29:777-818.

2014;35:1085-1092.

2014;35
:1165-1169.

2014;35 :1181-1185.

2014;29:775-818.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

50

2014;29:777-818.

Walled-off necrosis
2014;29:233-228.

2014;35:399-404.

2014; :1125-1129.

WON

update 11

2014;143:5166-S168.

Walled-off necrosis
2014;29:210-222.

WON

2014;35:421-428.

2014;19:24-31.

2014569 1

7-11.
Bacterial

translocation. GI.Research.2014;22 4 :25

329

-29 333

2014;35 10 :1021-1028.

156.

2014;

2014;36:253-256.

:34-39.

2013

2014;29:151-



31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Manual on Research Evidence & Clinical
Experience UP-TO-DATE 2014:52-56.

2014-15
2014;316-320.
TG13

2014;34
3 :621-625.
TG13
2014;34 3 :627-632.
TGl3 Management Bundle
2014;34 3 671-676.

2014;29 2

157-162.

2013 EMERGENCY CARE 1349-6557
2014:77-81.

- 2014;29
2 :196-201.

CURRENT THERAPY.2014;32 8 :728-
731.
Pancreatitis bundles 2014; 35:
1015-1020.
2010
2014; 696: 1097-
1102.

NSAIDs ERCP

2014;56 1.1 :971.
42.
2014; 56
1.1 :931.
43.
us
2014;29 2 :171-177
ERCP
2014;56 1.1 :970
44, ERCP
2014;69
6 :1103-1108.
G
1
3

51



