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Obesity 1

The global obesity pandemic: shaped by global drivers and

local environments
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Figure 1: Estimates of percentage of childhood population overwelght, including obese (with use of
Intematicnal Obesity Taskforce cutoffs] in a selection of countries

Based on data from Wang and Lobstein,” Internaticnal Association for the Stedy of Obesity,” and Matsushita

and celleagues. ™
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Figure 2: Prevalence of obesity (body-rmass index [BMI) =30 kg/m?) in adult women in a selection of countries

inthe 2000s
Drata from International Assaclation for the Study of Obesity.
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NAFLD: Non-alcoholic fatty liver disease
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NASH : Non-alcoholic steatohepatitis
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1998/1~2011/9
FEp (5% ° 55.1+13.8
45 (%&/58) 115/ 71
BMI (kg/m2) a 26.7+ 4.3
EhRIAcC 63 (34)
SIMEe 55 (30)
SAEMEE® 110 (59)
Platelet (/x10%mL) @ 19.7x7.2
AST (lU/L)®P 61.5 (18-332)
ALT (lU/L)® 90 (19-394)
Stage (0/1/2/3/4) 22/47/43/53/21

NAS (2/3/4/5/6/7/8) 8/26/42/61/32/16/1

a Mean=SD, b median (range), c number (%). BMI, body mass index;
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CURRENT CONCEPTS

Risk of Cardiovascular Disease in Patients
with Nonalcoholic Fatty Liver Disease
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GASTROENTEROLOGY 2005;129:113-121

The Natural History of Nonalcoholic Fatty Liver Disease: A
Population-Based Cohort Study

LEON A. ADAMS,* JAMES F. LYMP," JENNY ST. SAUVER,® SCHUYLER O. SANDERSON,
KEITH D. LINDOR,* ARIEL FELDSTEIN,* and PAUL ANGULO*

*Division of Gastroenterology and Hepatology, "Division of Biostatistics, ®*Division of Epidemiology, and 'Division of Anatomic Pathology,
Maya Clinic College of Medicine. Rochester, Minnesota

N }El IN = 5:'”
Lol §

Mallgnancy 15 (28%,)
Boweal 5 (9%) 1.0
Pancreas 3(8%) N D
Breast 2 (4%) a9
i . 0.8
lschamic heart disease 13 (25%)
Liver dizeasze Ti13%) o7
Liver failure 4 [T%) a? 08
Variceal hemorhage 2 (4%) -
Hepatocellular carcinoma 1 (%) ; 0.5
[
0.4
V% BB ESE ?
b 4 L 03
~ ~ el 0.2
(FRAVEE  (DERIEEE) )

& EREESE EERERERERETIETIET
T (years)

(‘i$$£ ) ‘i$’ﬁ ) ﬁmﬁmg) Mo, ol risk 420 359 389 382 361 308 254 21T 176143109 ¥1 64 40 31 2 14

Figure 2. Overall survival of patients disgnosed with NAFLD in Qlm-

i‘{l‘% : O|mstedﬂiﬁ1i0)NAFLD%%420% sted E':ll.ll-lt?'. Minr‘-&snta. between January 1, 1E|EI-E{ and January 1,

,EH FEﬁ : 7.6 (4-0) years (ra nge’ O 1_235) :E:::Eé S;:;. :!EI;I ;a:u;;;ed with the genaral population of Minnasola
RFAE R : 6561 (F3, F4: 11, 8)

NAFLD@overall death risk 1.34 @ OoCuUm

HeEPARTOLOEY!



| NASH OMBISESPoTTRN?

MENASHDEMEEL TRIUSN=EDRBIERA. LHLEDS, NASH
RIEDAN=XLEBBLI-BRBRHIESNOOHVET ().

BERAPVRAZRT pi, E93Y (4 E

12 RY /i3p'- DR

(1)} A4
Aelkfy O%=; PPAR-H U HY K

N=5 81 i 5]
REBICERE (RWHE - BEWE) R OICEIF--BEAMN R 1221

EMEEYRTIEMHIRENTOEY. T, RN, RME, WiEMEE
AL TLIRBRBEITDRMETVET.

BRIFEIEZ I O- VBRI % (NASH) OREBE BEMICDUVT.
FFERAR/ 7L Y2006 @ oCcCuUm

HeEPARTOLOEY!



AR Z:RiaT 5RER

D1H3E - NF U ARSEBANZELLS |
Q7=AIE<EEERZZ /I3 TERIC
= BEOBAT
BFEIITORHDTBRET
RYISIENZSL2EI(BDORM200M %)
| ”m

’B'JGOO-'-\'-I:UJI:IU— ¥1850%0H0Y)—

(lEE10%) (BRHES7%)

EEEEEEEEEE



EEOERE TOEME

EENFECELIZED

17 (Eitt - B8)
KPHIT

HRAH IR
RN

Rt (H<) RF—
PN =
20

B BOWEDIARAIHS
Ri#1~2h#EOI70/IN17 -

ENRECERINIL
EENFEICEIT DED

vaxyo

=K

v A5 IR
TrOEYDSI VR
=1

F vy Fh—=Ib
JILD (5O )
INTFD

=5

2T —

AFa-—NF1EVD

P B 57 0

Liswalking (332289

EEFREICESRNNBD

(VRO DBHDED)

REDBEHS
T_A
JNU—Th—)U
INFIV Y

T =M=l
Tw—
M=U>T
INRT w BI—=)U
Al

R
27N
MmAORL—ZVT
i1246)

K Hwalking & 5 1:81R @ oCcCum

HeEPARTOLOEY!



FEH

@ BRI HRPTIRMEAR. B2 6N
TRHWVEEA.

@ B@RHMBABDERREGIIBAB). TD
ATihR 7 BERGAT (NAFLD/NASH).

@ BRI ERBRH/N—D. [ERlC
O Hh\e! (BHNLEHAR, KR
EEHEITIHLET).




P [l B2 Y

O ELEER DAL HMFRGG : BELEEMNZEAT 2ERORSE
IKEFENhBI7 RV L, HE, A5, EBICEENDFRAR
JIAT 77—t (PDE) EFERIC L2 RERMERIGHEIIIEAIC

SUBERDES|ISEIT.

ONEii~7 ) A2 AL - ABiktk B {RER O LLEE: lBii <7 A 2R s

KiEICEY, MRASEHICEZIHE, FIRITEDRD EEERR

REEDEMELE, PEEERICEENZIENI7 I Y EPDE
HEFHZ S ODOFEDERSICEIVINTHIRTEIENTE L.

OB RLIEBENDEEEHNDIRES, BREXEBEICLEARRRE

RMEE TR L FES I UK

hE & NI

hE D RN

BE, TSICTIRA) BEREDOIRIETH SHMA-IREEZH .

O ELEEMOEERI TR E1 % DEETH

=R 2009:60:72.

HREREEFHIHEI - L.




RIRER

RRERICEFEFNIRERESRI 7 /- IVORIC, @Y
N—ELHFFRZRIHEHDFERDHEFET S, ChoSH
AEARRININEI, MF SV 7VEF 1 FMEOLFIGH. ERAD
BB {EEIER L EZR/T B,

(cm2)
2.00 -
0.00
AR —200
ik
ﬁ??
—4.00 -
E *k, ##
it *ok, #
L —am%
—8.00 - —®— RSHEZZOTPPH
—O0— 2aviru—)Lif
~HR= 4 8 12 i)
Al
1 AEREEIAZE(LROHER
Tl L EERERE

*p<001 Ow LHB L THEAD Y
<005 avru—LREL KL THEEDY
Hp<00l aY ru— AR HBLTHEEEDD

Jpn Pharmacol Ther 2008:36:347.

® 3 SEFRNEOHE

2Lt
HHE HifT e
Ow 4w 8w 12w
e (ke) BIEEZ OTPP 0 0.12+0.08 —0.02+0.12  —0.20%0.12
oG 8 avru—) 0 0.12+£0.08 —0.04+0.12  —0.08%0.13
’ BGHAOTPP 0 —0.1910.17 021+£0.15  —0.11£0.1
PN TIVE (%) T , -
avia—1L 0 027+0.18  0.29£0.17 0.37+0.21
BRMEFAOTPP 0 —0.13+0.07 —0.19£0.09* —0.49+0.12**#*
YILALF £
e (cm) avira—= 0 —0.05+£007 —0.08%£0.09 —0.0410.12
REMKOTPP 0 —0.13+0.07 —0.1740.09  —0.08%0.
by 7P (cm) R 0.1740 0.08+0.12
avre—1L 0 —0.05+006 —0.06+0.09 —0.08%0.11
BEMA OTPP 0 —0.02+0.01 —0.03£0.01* —0.04+0.01**"*
b
BT () (em) " Fe— 0 —0.01£001 —0.01%0.01 0.01£0.01
; ) BEHZOTPP 0 —0.02+0.01 —0.02+0.01  —0.03+0.01*
ETIME ) (cm) R gL =000
avirw—) 0 —001+001 —0.02+001 —0.01%0.01

B i3 Il + BRI

*$<0.05 0w &KL THEZESD D
*p<001 Ow EHERL THBEXED D
#p<00l av bo— VL HIRL CHEEESH D
BRHEZ OTPP ¥ : 130, 2> Fu— L3 : 128

("D[:um

HeEPARTOLOEY!



|l

5
>,
EI_IIR
i
®

*ﬁf?’?ﬁ\ EHRITERFESE

%ﬂ’é_&b\%éé:')’ﬁ’

= R

&



RAEFEEIrSDBITHAEZ AN

H o REMF R OHEH

RRF E L) Fih 51 A Bk
2001 SHES a4 i EHE R 2K
2002 =z =S 24 % hARRE ik, ERHnE
2003 Fian 72 B RABARE bk, iERHnE
2003 o 67 = R EXE bR, i EGHRE
2003 = ) 74 g i a3y ik, W TEGnE
2005 TES 60 =i BERM R
2005 N o= 50 % WS ik
2005 Hiths 67 B BRERM TR 37107
2005 wiEs 50 = MRLEDER A
2005 E55 BE i e b 3R N

_2006___s®o 18 KM var el

2008 fiE 511 52 g BERM REEGHE
2008 fiE 512 38 g )i Rh L& EE AR e

*E D REMEF . ERFLLERFEFEEZ X —7—FIZEDER(1998~200845) TRFR (RHE S )

\ 7A=1=

IZNMAMtE. 5512[8] H A IBFE SRS



RITDEEER

BRI ESENERIT ORI XAZEE T
_ERBYET,

FEXFITI AL TR ERFREATEWLTHRLD
o

Methotrexate

Methotrexate is a folate antagonist that is used for long-term
treatment of rheumatoid arthritis, psoriasis and inflammatory
bowel disease. The canals of Hering may be the target of
methotrexate-related scarring.™ The risk of liver toxicity is
exacerbated swith heawy alcohol use, pre-existing liver disease,
daily dosing and high cumulative dose.™ Minor elevation in liver
enzymes occurs in 20-50% of patients but does not necessarily
imply significant toxicity.

The histological features of methotrexate-related toxicity
range from minor fatty change, hepatoeyte anisonucleosis, mild
portal-based inflammation, and focal necrosis to more severe
hepatocellular  necrosis, fibrosis  and  cirrhosis  (Rg  6).
Methotrexate may exacerbate or precipitate steatchepatitis in

Na ¥ vy
v Wetalls 3

patients with risk factors such as obesity and diabetes. Some Figure 6 Methotrexate toxicity. Prominent macrovesicular steatosis
patients with high cumulative dose can have steatohepatitis-like and periportal fibrosis. H&E, x100. (Image courtesy of Dr Linda Ferrell,
histology without other risk factors.™ University of California, San Francisco, California, USA.)

J Clin Pathol 2009;62:481. % 2E-m



