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A prospective study on symptom generation according to |5picy food intake and TRPV1 genotypes|in
functional dyspepsia patients.

e
Lee SY', Masaoka T?, Han HS?, Matsuzaki J?, Hong MJ', Fukuhara S?, Choi HS', Suzi 2. x'“ %0‘“ *H EJ_'— %9- °|_|' LH 'g' OI %O'I 9}! I:I'-

(= Author information

'Department of Internal Medicine, Konkuk University School of Medicine, Seoul, Korea.

2Division of Gastroenterology and Hepatology, Department of Internal Medicine, Keio University School of Medicine, Tokyo, Japan.
Department of Pathology, Konkuk University School of Medicine, Seoul, Korea.

4Medical Education Center, Keio University School of Medicine, Tokyo, Japan.

Abstract
BACKGROUND: Capsaicin is an ingredient of red peppers 3, =2 0| EES46} 11 ZFZG]LCE, | subtype 1 (TRPV1), and Koreans
eat more capsaicin-rich food than do Japanese. This studyIaTned to compare symptom generation according to TRPV1 genotypes and the

|intake of spicy foods. |

METHODS: Consecutive functional dyspepsia (FD) patients who were evaluated at Konkuk University Medical Centre (Korea) and Keio
University Hospital (Japan) were included. -ointestinal symptoms (PAGI-

SYM), patient assessment of quality of life, 4. Hol'hé," 0‘" E -_|'|' EH*O"O'" EH -ﬂ' ?_" E‘OI 9,! EI‘. was sampled for the detection of
TRPV1 polymorphisms, and upper gastrointestinal endoscopy was performed with biopsies.

KEY RESULTS: Of 121 included subjects, 35 and 28 carried the TRPV1 CC and GG genotypes, respectively, with the prevalence rates not
differing between Japan and Korea. The prevalence of FD subtypes did not differ with the spicy food intake, TRPV1 genotypes, or
Helicobacter pylori infection. Neither TRPV1 polymorphisms nor H. pylori infections were related to scores on the PAGI-SYM questionnaires,
but spicy food intake was positively correlated with the scores for stomach fullness (p = 0.001) and retching (p = 0.001). Using the linear
regression analysis| stomach fullness was associated with spicy food intake (p = 0.007)] whereas retching was related to younger age (p <

0.001) and female ¢
Zz4 7 242 0O Or-3l= jlstxo| 1 ol
CONCLUSIONS & | 5. 2ajof = 'j_E =0 = apep el ._7‘|II'E‘7|' ULt _ar consumption of spicy foods,

younger age and female gender| regardless of TRPV1 genotypes and the H. pylori infection status. Capsaicin-rich foods may induce stomach

fullness.
6. ZE20| A=xof cfet Eof s TstLt.

7. S5-44-A1-Z 20| Lfgo| 0|ofZIct
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O Completed informed consent (n= 208)
- N | ALY I l :
A 0|l
° Control group Pronase group
IRB © L HO (n=104) (n=104)
. o] sE2 ¥ }
L—_I-L_l — B First biopsy of gastric lesion during endoscopy
| =i
e TUS{SH A Ol L2 ¥ }
H —= T ML H © Endoscopic flushing Endosapic flushing
1 50 mL of water and DMPS 50 mL of water, pronase, sodium
- OpX[2 Bl 34 icabonate,and DIPS
! A
Second blopsy (3 mm away from first blopsy) after 5 minutes
} ¥
Patients analyzed Patients analyzed
n=102 n =96

KONKUK
UNIVERSITY
. MEDICAL CENTER

Fg.1 Study flow of patients. Of the 208 patients enrolled, 102 in the

control group and 96 in the pronase group completed the study. A total of
10 patients wene excluded from the study as they did not undengo gastric
biopsy due to the absence of a discolored lesion. DMPS, dimethyl poby silox-

ol

Lee SY, et al. Endoscopy 2014;46:747-53
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Table3 Findings of the second biopsy specimen compared with the first

specimen.

Mucus, n
Thicker
Similar
Thinner

Depth, n
Shallower
Similar
Deeper

Anatomical orientation, n
Worsened
Similar
Improved

Overall diagnostic adequacy, n
Worsened
Similar
Improved

Pathological diagnosis

(first — second), n(%)
Chronic gastritis — pathology’
Pathology® — chronic gastritis
Adenocarcinoma —
Adenocarcinoma

Control

group
(n=102)

28
41
33

19
79
4

15
81
6

9

91
2

12(11.8)
13(12.7)

1(1.0)

Pronase

group
(n=96)

9
28
59

1
51
44

3
82
1

1

88
7

12(12.5)
12(12.5)

1(1.0)

Pvalue

<0.001

<0.001

0.010

0.011

0.963

Incidence — B
of gastric 4.5 |
neoplasm \

(%) 4

3 |
25 |
2 |
15 | , ae
3 L3 0.17%  0.35%
a2 (2/1189)  (6/1692) —
0.5 | B bes
&
Atrophy(-) e, S
Hp(-) Atrophy(-) =5
Hp(+) Atrophy(+)
Hp(+)

m Cancer with poor differentiation
ECancer with good differentation—

\ mAdenoma with high-grade dysplasia Fﬂ i
35 OAdenoma with low-grade dysplasia -

o BT
(1/24)

Atrophy(+) B
Hp(-)

Lee SY, et al. Endoscopy 2014;46:747-53

Choi HS, Lee SY, et al. J Dig Dis 2014;15:293-8
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In this study,~

Results
Frequency of EMAST Increases in More . In defining MSI originally,! some tumors were charac-
1 Advanced Colorectal Neoplasms terized as MSI-low and not associated with loss of DNA
EMAST was determined when at least 2 loci MMR, the cause of MSI-high. This definition is predi-
showed frameshifts at tetranucleotide repeat loci com- cated on using mono- and dinucleotide markers and not
pared to matched normal tissue. Overall, 50% of tumors tetranucleotide markers.! Longer repeats in microsatel-

Higher Frequency of EMAST in Ulcerated » We found that EMAST is more frequent in colorectal

2 Colorectal Tumors tumors with ulcerated features. We speculate that
EMAST-positive and EMAST-negative tumors EMAST association with ulcerated cancers may be a con-
cases were also categorized by endoscopic findings (Table sequence of increased local inflammation. Colorectal tu-

1). We found that downward-growing ulcerated (de-
With regard to the invasiveness of cancers, there was

Relation of EMAST With Tumor Location » no correlation between EMAST and TNM stages or with
3 and Invasiveness of CRCs venous, perineural, or lymphatic invasions. Similarly,

: e ofar ) A there was no significant difference in EMAST prevalence
There was no significant preference for location of

EMAST-positive tumors, as 42.8%, 41.3%, and 60.7% of based on tumor location in the colon. This suggests that

EMAST was in proximal, distal, and rectal locations,

respectively (Table 1). However, 1 EMAST locus, MydI, It is possible that inflammation may drive EMAST.
First, samples from inflamed colons from ulcerative co-
litis patients demonstrate MSI-low without major DNA

Loss of hPMSH3 Expression and Heterogeneity » MMR defects, but were not specifically tested for loss of

. ey 1 1? 1 ’A . 1 1
Most tumors den-lonstrar_ed nu(_lea_r }leterogenelt}r }1MSH3 eXP[tSSlOﬂ. Second, 1n vitro eXperllTLerltS 1].‘1(11'

by expressing both brown (positive) and blue (negative)

nuclei upon hMSH3 immunohistochemical staining In Summary1~

(Figure 2). This nuclear heterogeneity was noticed in 16
Lee SY et al. Gastroenterology 2010;139:1519-25
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ORIGINAL ARTICLE

The oral microbiota in colorectal cancer is distinctive

and predictive

Burkhardt Flemer,? Ryan D Warren,’ Maurice P Barrett, ' Katryna Cisek,?
Anubhav Das,? lan B Jeﬁery,"? Eimear Hurley',;"'1 Micheal 0'Riordain,”

Fergus Shanahan, " Paul W O'Toole™

ABSTRACT

Background and alms Microbictz zlterztions are
linked with colorectal cancer (CR.C) and notabiy higher
ahundance of putative oral bacteria on colonic tumaurs.
However, it is not known if colonic mucosa-associated
taxa ane indeed orally derived, if such cases are a distinct
subset of patients or if the aral micobiome is generally
suitshle for screening for CRC.

Methods We profiled the micrabiotz in o=l swabs,
colonic mucosae and stool fram individuals with CRC {99
subjects), colorectal palyps (32) or controls (103}
Results Several oral taxa were differentially

ahundant in CRC compared with controls, for example,
Sreptocomrus and Frevotelas pp. A dassification model
of oral swab micrabiota distinguished individuals with
CRC or palyps from controls (sersitivity: 53% (CRCVET%
{palyps); specificity: 95%). Comiining the datz from
faecal microbiota and orel swab microbiota inceased the
sensitivity of this madel to 76% (CRC)E3% (poiyps). We
detected similar bacterizl networks in colonic microbiota
and oral microbiota datasets comprising putative oral
bicfilm forming bacteria. While these taxa were mare
abundant in CRC, core networks between pathogenic,
(CRC-associated oral bacteria swch as Aeplosirgplocomus,
Parvimonas and Fusobackesum were alo detected in
healthy contrals. High abundance of Lachnospiraceae
was negatively associated with the colonisation

of colonic tissue with oral-liee bacterial netwarks
suggesting a protective role for certain micobiota

fypes against CRC, passibly by conferring colonisation
resistance to CRC-associated oral taxa and possibly
mediated through habitual diet.

Concluslon The heterageneity of CRC may relate

to microbiota types that either predispose or provide
resistance 1o the disease, and profiling the o=l
microbicme may offer an alternative screen for detecting
CRC.

INTRODUCTION
Miczobes have been implicated in the path
of several human cancers, most swikingly in the
case of Halicobacter pylori and gastric cascinoma

and some gastric lymphomas.t * . gylon is now
desi da i ;

T cfte: Fiamer B, Warran AD,
Bamett MF, of al. Gut
Fubished Oriing Frst: olesse
ivchucte Dy Monih ear].

dol:10.1136/
quijni-2017-314814

anda dinical risk
i b

What Is already known on this subject?

= The gut microbiota is assodated with colorectal
cancer {CRC) dewelopment.

= Faecal microbiota has potential as a biomarker
for CRC.

= Putatively oral bacteriz are more sbundant on
(CRC biopsies and Fusobactenium nudestum has
besn reported to be enriched in IBD.

> A Westem diet’ contributes to CRC
development.

‘Whnat are the new findings?

> We daveloped an oral and faecal microbiota-
based dassifier that distinguished individuzls
with CRC and adenomas from hestthy controls.
The discriminztory power particularly for
adenomas was higher than for currently usad
tests.

» We detected similar netwarks of oral bacteria
at bath oral and colonic mucosal surfaces,
including in individuals with colonic lesions fon
and off the tumaur), healthy controls and
children with and without Crohn's diseasa.

» A microbiota rich in Lachnospiraceae was
negatively correlated with Western diet
and colonic colonisation with oral bacteria,
including orzl pathogens associated with CRC,
suggesting a protective role, possibly mediated
throwgh habituzl diet.

How mignt It Impact on ciinical practice In the

foreseeanie future?

» If the suitability of oral microbiota screening for
the detection of CRC znd palyps can be verified
in langer study groups, this could significantly
improve current screening programmes.

repocted changes in the faecal or colonic mocosal
microbiota in patient: with colosectal cancer

[CRC)*® and data from several animal models

factor. Carrent i i

for colon cancer sach a5 faecal immuone test (FTT)
and faecal oeealt blood test (FOBT) have very low
sensitivity for detecting early lesions, and more reli-

able bi lers are required. We and others have

have implicated the micrabios in the path
of CRC*Y Our finding of 2 microbiota config-
cation iated with benign colonic pelyps that

is intermediate between that of controls and those
with cancer suggests thar the microbiota might
provide 3 potential bismarker predictive of the risk
of later development of cancer. It also suggests that

BMJ Fiemer B, et &, Get 201700110, Do 1 0.1 13GquEni-2017-3148 14 ﬁ 1
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