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krtippel: cripple

Liu P et al,
EFlEDHEICEKD, Development 131,

o CEASNTOWEESENIRLE L. G 4567, 2004

hunchback (red)

Kruppel (green) e S—
giant (blue) - L e
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Adapted with permission from the Company of Biologist.

Paul Z. Liu and Thomas C. Kaufman (2004) Krippel is a gap gene in the intermediate
germband insect Oncopeltus fasciatus and is required for development of both blastoderm
and germband-derived segments. Development 131:4567-4579, Fig.1 (G)(H)

doi:10.1242/dev.01311



KERENR(D D I5E) Olig (P FATISNEE)
Ly g i Ly g i

(g B
‘ .




MEg 2

[IEE#MEN

S

KLF5/ QAT

PDGF-A




IDBEXRICHEMRITERLH,?



DB DEFAA—DT

Red: Vasculature, Blue:
Green: Hoechst




ABX Ui DFHR BB ER

normal ventricle Remodeling

= under Pressure-load

conventional

Infiltrations of
stromal
iInflammatory cells

unpublished



IDIEX - DAZ(ICHITDREMAE - FEER

Te

IOOT 7 —=)>) Gk




KLFSIE{oFZiFHFlR T /v IOrPOIOMNT
B EIDIEK ERRFEEITE U0

RHSFHRAKLFS w7 b




KLF5*- YD ATIXMEDFELHIFI =N,
EEE5IC< W

Tumor transplantation model; sarcoma 180 (S180)
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Oishi Y, Manabe I, Nagai R et al Nat Med 2008 21
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Fatty acid oxidation
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Oishi Y, Manabe I, Nagai R et al Nat Med 2008 29
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Birgit Gustafson et al. (2007) Inflamed Adipose Tissue:
A Culprit Underlying the Metabolic Syndrome and
Atherosclerosis. Arteriosclerosis, Thrombosis, and
Vascular Biology 27(11): 2276-2283, p.2278 Fig.2

Arterioscler Thromb Vasc Biol 27:2276
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anti-VEGF{&(IHRREB O K ZHE T S
db/db db/db + anti-VEGE

MEFE (SRR EZ 32T I SHMRERARICHHATH S

“adipo-/angiogenic cell clusters”

FH S T IR
Nishimura, Diabetes 2007
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rolling firm adhesion

Nishimura J Clin Invest 2008
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monocyte

Nishimura et al. Nat Med 2009
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With kind permission from Springer Science+Business Media: Nature Medicine, CD8*
effector T cells contribute to macrophage recruitment and adipose tissue inflammation in
obesity, 2009, 916, Satoshi Nishimura, Ichiro Manabe, Mika Nagasaki, Koji Eto, Hiroshi
Yamashita, Mitsuru Ohsugi, Makoto Otsu, Kazuo Hara, Kohjiro Ueki, Seiryo Sugiura,
Kotaro Yoshimura, Takashi Kadowaki, Ryozo Nagai, fig.2(d) and (e)
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EGFR dimerization

EGF stimulation
ecF @ — | |
Signal transduction
Q s Autop{hos}#hor\ylatlon e G

EGF receptor

®
S

Cell proliferation

How does EGFR dimerize?



Crystal Structure of EGFEGFR 2:2 complex

Domain IV

Ogiso et al. Cell (2002)



Activation Mechanism of EGFR

Domain IV

Domain I %ﬁw



Activation Mechanism of EGFR
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Activation Mechanism of EGFR
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Stabilization of EGFR active form

Electrostatic interaction
between Arg405 (Domain lll)
and Glu293 (Domain II) locks
the activation form
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Second mutation T790MBEEDBETAERZLLE

EZFEDESICEKD,
CC[CHASNTVWEERZRIFRUE LTS,

S. Maheswaran et al.(2008)

Detection of Mutations in EGFR in Circulating Lung-
Cancer Cells.

The New England Journal of Medicine 359(4):366-377
p.372 Fig.1.

Second mutation T790MMREET B EFERIIFARICIRD.

(NEJM 2008)
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ASCOT-LLA

4 — Atorvastatin
= === Placebo

BhEZECEBIREERIAVZHELTLSH, BIRMEZRL
TLWEWEBENNR

-atorvastatin 80mg vs placebo

"FEIRFRAUMIBIEHNEEIIRZEE, ERFEEMIDES

- 2 EREFLDL-CIEM B T132mg/dL

-Bl|:#ELDL-CldatorvastatinBT90mg/dL. placebo BT
127mg/dL

F 2003 Eisevier Gl rights reserved) 0 0-5 1-0 1-5 2-0 2:5 3-0 35

Sever, Peter S et al. (2003) Prevention of coronary and stroke events T ( )
with atorvastatin in hypertensive patients who have average or lower- I me ye a rS
than-average cholesterol concentrations, in the Anglo-Scandinavian

Fandomised rial. Lancel S61(9364) : 1146-1156, p 1152 Fig 2. Lancet. 2003 Apr 5;361(9364):1149-58.



ASCOT-LLA

A — Atorvastatin
=== Placebo

Proportion of patients (%)
hy

HR=0-64 (0-50-0-83),
p=0-0005

] I | I I I I I
F 2003 Etsevier (all rights reserved) 0 0-5 1-0 1-5 2-0 2:5 3-0 35

Sever, Peter S et al. (2003) Prevention of coronary and stroke events T ( )
with atorvastatin in hypertensive patients who have average or lower- I me ye a rS
than-average cholesterol concentrations, in the Anglo-Scandinavian

Fandomised rial. Lancel S61(9364) : 1146-1156, p 1152 Fig 2. Lancet. 2003 Apr 5;361(9364):1149-58.
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It seemed to Brother Juniper that it was
high time for theology to take its place
among the exact sciences and he had long
iIntended putting it there. What he had
lacked hitherto was a laboratory.

(HrER)

But this collapse of the bridge of San Luis
Rey was a sheer Act of God. It afforded a
perfect laboratory. Here at last one could

surprise his intentions in a pure state.

Thornton Wilder(1927) The Bridge of San Luis Rey

Thornton Wilder, The bridge of San Luis Rey and other novels, 1926-1948
/ The Library of America 2009, pp114-115.
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