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BDDMBE L RI=51155 FREDIRE

OPEN & ACCESS Freely available online PLoS one

Mucosal Gene Expression of Antimicrobial Peptides in
Inflammatory Bowel Disease Before and After First

Infliximab Treatment
(PLoS One. 2009 Nov 24;4(11):e7984)

2= A (Colon N=6)

e BYL T L OBEFRET—4
[GSE16879]
HO— R BE(CD)* T I
(Colon N=19) Colon_control 6
| > Colon_CD_After.NR 7
Infliximab (A TNFafi{f) Colon_CD_After.Responder 11

B (4-6week) L AR T —(Res)** Colon_CD_Before.NR 7

Colon N=12
\> (Colon ) Colon_CD_Before.Responder 12

* reflactory to corticosteroids and/or immunosuppression.
** defined as a complete mucosal healing with a decrease of at

JY DZ;I—{’_‘/Q“_( N R) least 3 points on the histological score (CDc)
(Colon N=7)
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Inflamm Bowel Dis. 2018;24(6): 1251-65
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- RNA sequence-based NextBio Body Atlas(c.Jl :

Inflamm Bowel Dis. 2018; 24(6) 1251-65
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Inflamm Bowel Dis. 2018;24(6): 1251-65
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Anti-TNF therapy untreatable genes ( TUGS)W ..=
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Biological concepts

Cell cycle P RToVvEEI LT
DNA repair * Imbalance of IEC differentiation/proliferation

Impaired redox homeostasis

Increased ER stress/ impaired autophagy induction
Impaired lipid B-oxidation

Increased permeability

Adherens junction.,
Cancer signaling ™
PI3K/mTORC
Hypoxia T

Lipid metabolism |

S
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CD patients in remission

b

- Cured
EmEmD=E
KEDIA—

2. J)TIMEEIZEELHBHUCD B FldLrelapse-free EAHVELD

Development of the “Chicago Scale” © <<
of Inflammation =

0 Normal (completely uninvolved, no architectural
distortion, no infiltrates)

41 Quiescent (architectural distortion, increased
lamina propria lymphs, but no activity)

2 Increased lamina propria granulocytes without
definite intraepithelial granulocytes

3 Intraepithelial granulocytes (e.g. cryptitis)
withoutcrypt abscesses

4 Cryptabscesses in less than 50% of crypts

5 Cryptabscesses in greater than 50% of crypts,
or erosion/ulceration

Rubin DT et ol. CGH. 2013

_ B
(X370-1)

— Active

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2013;11:1601-1608

EMEmEEILE

10

Cumulative relapase free rate (%)

EICRENE-TLND

20

GASTROENTEROLOGY 1999;116:

=

- Uncured
U MEBEDERE
(RUN. oK. 5HE)

(yr)
Intest Res. 2016 Jan; 14(1): 37-42.
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» The Connectivity Map (CMAP)
vV EMEHETEITHSESFIEEYTLEL-EMEEMRENOD T/ LT ARGER
E%IE?‘“ REEELE-T—9X—X,
HBITHOEGCTFEILDO—EFHNGHRHZELT. EYMEEEDEEMBEEEZR

.':I:'.T_L‘h\.':l:'.ﬂ%é
EMEHZELESFIEEY (>1,000 compounds)
O~ ’\C B it Y (‘5‘
@ e 65 v @
~elalyls
CD patients TUG _—— = = Positive
m ) Up _— = —= e o}
\‘: . == = = \ L
PN . = EEE
—.— 2 == =P
o * Query Output
~ —r
of Down == i — == O~
B A = _ = = Negalive T
e A B s R TUGF IR ZFHealthy R EEIZ
St Null  Weak St -
egte | poskie:posive W HERIEEY
Nat Chem Biol. 2006 Dec;2(12):663-4.
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CMAPZE (&> /-fEHT  SEEs

- TUGEB A D REAE ﬂ#ﬁ@ﬁéﬁ/ﬁ#ﬂ@#ﬁﬁ 8 O0Ee

TUGLHERZ =Y Liz10lE &Y
Classification

Example 27 MEK inhibitor
PD0325901 MEK inhibitor
Example 74 EGFR inhibitor

1 Example C25  Raf/VEGFR inhibitor

2 Example 114  EGFR inhibitor
T_Ugffi;)*iiﬁg 3 Compound 2cb HER2/EGFR inhibitor
AIEEPPRE 4 Compound5  RafVEGFR inhibitor

CMAP > 5 PD0325901 MEK inhibitor
6 Urapidil a1-adrenoceptor antagonist
B 7 Gemcitabine60 Rlpopucleotlde reductase
e A DIREENR T inhibitor
8
9

—
(@)

Raf/MEK pathway /=7 5

Inflamm Bowel Dis. 2018;24(6): 1251-65
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Inflamm Bowel Dis. 2018;24(6): 1251-65
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