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Table 4
Odds ratios for association of chronic H. pylori infection with ischemic stroke subtypes
Unadjusted OR? Adjusted OR?
OR 95% CI P value OR 95% CI P value
Ischemic Stroke (all subtypes) 222 1.04-4.72 P <0.05 2.57 1.09-6.08 P <0.05
Stroke Subtypes
Small artery occlusion 1.00 P<0.05 1.00 P<0.05
Large artery atherosclerosis 0.215 0.0430-1.07 0.215 0.0430-1.07
Cardioembolic 0.137 0.0236-0.796 0.137 0.0236-0.796

ORs and 95% Cls were calculated by conditional logistic regression analysis.
2 Matched for age and sex.
b Matched for age, sex, smoking, hypertension, and diabetes.

findings are consistent with a positive association between
chronic H. pylori infection and ischemic stroke caused by
cerebral atherosclerosis. When stroke is defined as a non-
homogeneous condition and stratified analysis of various
stroke subtypes is performed, this often results in a small
number of patients in each subgroup. Therefore, the lack of a
significant association with large artery atherosclerosis needs
further investigation in a larger population. Furthermore, it is
possible that the apparent association of stroke with H. pylori
infection was attributable to residual confounding factors re-
lated to socioeconomic status, although we tried to control
them. This might be of particular relevance with regard to
reports of H. pylori infection as a marker of lower socioe-
conomic status [24], which seems to be an independent risk
factor for vascular disease [25].

4.3. Chronic H. pylori infection and mechanism of
atherogenesis

In recent years, it has been hypothesized that only certain
H. pylori strains, which express the cytotoxin-associated
gene A (Cag A) encoding the Cag A protein, may have a link
with atherosclerosis. Several mechanisms have been hypoth-
esized, including inflammation, hyperhomocysteinemia,
immune-mediated vascular damage, and direct bacterial
invasion of atherosclerosis plaques [26]. Although we did not
investigate antibody for Cag A protein, Maeda et al. have re-
ported that most H. pylori strains in Japan are capable of pro-
ducing Cag A protein [27]. Compared with H. pylori-negative
patients, the H. pylori-positive patients showed more evi-
dence of systemic inflammation (higher CRP levels), which
gives some support to the hypothesis that H. pylori infection
may induce generalized inflammation, a recognized risk fac-
tor for atherosclerosis [7]. The strong non-specific inflamma-
tory response to acute tissue ischemia associated with stroke
may well have minimized a pre-existing difference of chronic
inflammation between the patients with and without H. pylori
infection. Other mechanisms may also be suggested that
could link infection with H. pylori to atherosclerotic stroke.

Amerisco et al. [26] recently reported that H. pylori might
be present in carotid plaques because chronic H. pylori infec-
tion elicits a strong local inflammatory response; it is possible
that the presence of bacteria may contribute to plaque insta-
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bility and the onset of acute ischemic stroke through a local
vascular effect.

In any case, our data suggest that infection with H. pylori
represents a risk factor for the development of atherosclerotic
stroke.

4.4. Limitations

The main limitation of the present study was its case-
control design. Although care was taken to avoid potential
biases, it is well known that prospective studies are often
unable to confirm the associations detected in case-control
studies, so further prospective studies are needed to confirm
our findings.

In addition, the cross-sectional nature of the present study
did not allow us to establish whether or not H. pylori played
a causative role in atherosclerotic stroke. Furthermore, given
the wide prevalence of H. pylori infection, it is possible that
unknown factors having an independent association with both
this organism and ischemic stroke may have produced a spu-
rious association in our study. Finally, our control subjects
were not representative of the general population and the en-
rollment criteria may have led to selection of a population
with a low risk of H. pylori infection. However, it should
be noted that the subjects with and without ischemic stroke
showed almost identical rates of H. pylori infection.

5. Conclusion

The present study suggested that H. pylori infection might
be associated with ischemic cerebrovascular disease due to
an increased prevalence of this organism in patients with is-
chemic stroke. The pathophysiological mechanism underly-
ing this association seems likely to be a chronic inflammatory
response to bacterial infection.
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Polycystic ovary syndrome
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Abstract

Polycystic ovary syndrome (PCOS) is an endocrine disorder characterized by chronic
unovulation, hyperandrogenism and polycystic change in ovary. Hyperinsulinemia is so often
accompanied with PCOS that insulin resistance may play important roles in pathogenesis
of PCOS. Recent studies reported the effectiveness of insulin—sensitizing drugs on treatment
of patients with PCOS. Thiazolidinedione, an agonist of PPARy receptor, improves not
only insulin sensitivity but also hyperandrogenism and ovulatory dysfunction in patients
with PCOS. Insulin-sensitizing drugs such as thiazolidinediones are expected to be a
novel therapy for PCOS, although further studies on the effectiveness and safety should

be required.

Key words: polycystic ovary syndrome (PCOS), insulin resistance, PPARy, thiazo-

lidinedione, insulin-—sensitizing drug
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Dunaif %13 1996 &, F7 V) ¥V FEHFD
—oThb tusY) ¥ YO PCOSEMNTOE
Bk %0 TG L. 25 o E B (BMI
=42.9) ® PCOS BHICHEMES T 1 H 200mg
7213 400mgd ta sy ¥y &3 RS
L7k 25, BMIOZ Lz b, ZEKB X
V75 7 K EARBOA ¥ A VEOED,
BRCHT 24 v 2 YEISREDED & A4
A VRSO E R 7z, JESHBG e
A bPAFuv, DHEA-S, A MZ7VF—),
IRV EOBP A ONT AT v T T4
ZEIRENICBWTIHESHBGHET A PATH
VST R ERGRO A4 Y A YEIROKT &
BEZWCHBLTW A 2 NCHIEA &80
L.

Ehrmann 5?3 1997 4E, 13 B0 fLHE & B
BERES AT 5 PCOSKMIZ 400mg/HO M
)y k3 HAEERS LB W L.
BMI SR BRIE A 12 24k £, BERBRE & &
VEVEEOUEL RO

Mitwally 5%k 7 v 3 7 = Y #HE O PCOS
REF BN L, trZ Uy Y BERD
ik z o3 7o U OBEBRSR T RE L
LR (66 BEA) H, 67 %IHEIR L 11%1Z
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(39%) \HHRE VW) R EHE TS

2001 41213 PCOS/Troglitazone Study Group
kY, 410 FOEBN PCOS KM, 7It
AELR sy HY72Y 150mg,
300mg, 600mg D 3 DDHE) & MAF2 1 44 HFH
Y5 L7 SRR O RES HE S h 0.
WA CEX 72305828V T, 7T RREICHEN
ThuzY &V 300mg/HEE L 600mg/HE
THERR I A BRI E o 2. RBEE R O
2, T RBE3G, busU Sy Y UYRIHAT,
S5 RKEEL YaF Y ¥ 150mg/BERICE
X, haFvy vy 300mg/HEE 600me/
AECHEBICE oz, TREEORELZDHL
9 Ferriman—Gallway score ix, b7V v
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£2 FPIUICBEHFICESPCOSEROEHA

Wrge wRAR(H) FRIRAIR
i VT s EMI - WRH ST P
(n) (B 511 By R ST e R
ragY RIS
Dunaif (1996) R(25) 42.9 200/400 mg + + +
a8
Ehrmann (1997) 0(13) 39.9 400 mg + +
________________________________ W# ..
Mitwaily (1999) 0(18) 36.3 400 mg +-CC + +
__________________________ U-SERD ..
Hasegawa (1999) 0(13) 28.7 400 mg + + +
________________________ a8
Azziz(2001) RC(410) 35.3-37.9 0/150/300/600mg + + + + +
(44 38)
ErJyaJ
Romualdi (2003) oas) 31.8 45mg + + + —+
R 2.2 L N
Glueck (2003) 013) 38.6 45mg + + +
(104 H)
ayJuaJry
Shobokski (2003) R(50) 279 0/4mg+CC + + +
(12 58)
Ghazeeri (2003) RC(50) 35.5-38.5 4mg+CC/P + + + +
(1238)

R: randomized, O: observational, RC: randomized, placebo—controlled.
CC: clomiphene citrate, P: placebo.
+HE.

VECTHEUCHEL TR TAEEEZRL,
600mg/HEETIE T I b RB L H_REBORT
BRAHELN. BRE~—F—DHEL L DI,
raZY S BETHREEFAPATO D
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72, SRR E 2 & CEWER O BHFIC LM
TEWE P07

FHSE T b Hasegawa HOA, 4 v AU VK
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VOB EMF LTS, tu Y I VY
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VI BHIIERA34.9% THo7=A5, hua sy
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YO PCOSHEMANDOHEE BBV RLEHRE S
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LHfH, LH/FSH, ##E7 X A7 fED

& T & IGF-1/IGFBP-3 lk T, IGFBP-3
BEOMM%E & 1 BHE RO, JPETDIGF-1D
bioavailability DIETIZ X 0 4 ¥ X ) Vi&kFH
DWEND 2L ENLDEHRL T2,
—7%, Ghazeeri 537 0 3 7 = VIEFMED
PCOSHERIca Y 71 Vv (dmg/B) +53
ddwigusrysyvr+rai Ty (%25
B DEAER HEBRBR A T - 7. HRIpsRId Bk
B33%, BEHBE77% T, FIREENLFN 1G]
L2BITHotz. BRI )V VIEERLZLT
W7 a7 = VEROBIMEECEDTH S &
L7z

S A AVAVE <L v /R AVIVE M A P > ¢
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THH 9.
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Change of endothelial function with aging
Keizo Ohnaka, Ryoichi Takayanagi
Department of Geriatric Medicine, Graduate School of Medical Sciences,
Kyushu University

Abstract
Vascular endothelium plays important roles in vascular relaxing, anti—atherosclerotic,
or anti—thrombotic effect through production of vasoactive substances such as nitric
oxide. Accumulated evidences suggest that endothelial dysfunction is the initial step in
the development of atherosclerosis. Recently, less invasive or non -invasive method such

as venous occlusion plethysmography and measurement of flow-mediated dilatation has
been developed to evaluate endothelial function. Several investigations using these methods
showed that endothelial function is impaired with aging. The mechanism of endothelial
dysfunction with aging remains to be fully elucidated, although oxidative stress may be

involved in impairment of endothelial function.

Key words: endothelial function, aging, atherosclerosis, nitric oxide (NO), oxidative

stress
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EHRMEEONE
1 BERE A MR SRR (FMD) O#IE

oxide: NO) 2w L # 0 HF L&Y, TuX¥
75 vV 7 L(PGL), CEFR~TF F(CNP),
TRV AT2Y Y, NEHRBSBERETF
(EDHF) 2 &0 &R F25H ), o
5 VAL o THE b — X APFAH I T 5.
IS OERFIIME b~ X AT OA L ST,
e OERICES T 505, 2 THRHICNO I
MEAREAIET 5 MEMEER, PlBIRE{LIE
A, JIARTEERAER 2 S OorRE 2 272 L,
BIRAEACIE DO RIE - R ICBD CEERRE %
Hy)EEZ LTV,

1L N RE B RE O BRI EE 1S, I RbRR S k)
THMEROERLMBEDOE L% A D HEE,
LY F4Y ¥, von Willebrand [R¥, PAI-17%
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L7 B MR RE % 3E T 5 & 0%, mMENE
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WTIEEE 21T, 7EFray r o3k
YR 50T B M DR BUG % 7 5 R BRIy /7 15
PITbhLT& 7,

FEAE, &0 RO I PR AR
EFRHEINTE T A, 1992 4 Celermajer
5NL, R BEY IR O i R AR AE M i B R RS
(flow—mediated dilatation: FMD) % 85 k3 1E
CTHET 22 LTk, mMEMREEEEE

250 mmHg, 5 %-EIERI

A ER SO P TR L

BRI AR
45-60 %

BENICHET 5 HFEEZRRE Lz, LFFom
EERAPNES, <ryay MCTS54MER
L, BREREO LRHMmmEms L 5 mERE
D¥WMEE %FMD & LTEHEIT230TH S
(B 1). RimfEkBomEEmL v E£F52
1) i3 /] (shear stress) (2 5US L THEE & ) NOZS
BN, MEIEERTSZEEZFALZDD
T, PEREAMET L2 IRRE T3 % FMD 131
Ttazbizis.

—%, BRI VFAETS5 74 ZROTCHIB
I 3% (forearm blood flow: FBF) Z#lE L, L
BRBIAR 2 & O Wi A~ O ME ILE RS % &
52 &Ik ) mMENBEEREE T 5D
Taddei 5%, Gerhard 5%7% EIC L Y |E ST
A, EAEWIZNT 5 FBF 2L X (slope)
Do TElT 245, SOFETR7EF VI
1) ¥ B X U sodium nitroprusside DFEAIZ L Y
PN AR A I R OIS & PR B FRAR A I 30k
BRSO 2 dHMEC & 5.

2. MEsic &2 MEARBEEDZEL

Celermajer 51%, WL REIRWEILE A S
W2 ANOBZIZBWTHETEREEZHWT
FMD 2% L, InEdic iy Iimes iy B e 28K
THaze®ME LA BHTIH40MUEC
MEMEREIMET LD 5 01zx L, T
H50RETERT 2ROV OD, FRUKE
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2 hSIC & B BN EEEEOEE”
AR A% 1% $55R SUG (FMD).

OETREMOHPEETH-72(H2). 2O
ZEHBCEI TR Y a S Y OEBORELE

o Twd, BERAZMHE LIREIZBY
T, MEEES FMD OETICOWTIERIRE
FREORERIRE N TN 5B,

Taddei 521%, FTVFRAET T 74 ZRWE
Behic X b, mE R mE N EREREAME T T
B ERWMELTWA. BIRIE, HERW, E
Mk LR EOREEZFSRVIERILEES
FUOBIMEE 2RI, TVFAEST T4
L ARG E T o7 TRF VY Y
a5 AR RIS BRAR UGS,  IERILE
. BMIEZE SR> TERT%2R0, &
MEEZCILVETLTWSS, sodium nitro-
prusside ({2333 5 PR FEARAEME LB YRR BUG 13
ERIcEHF OB LR VWEVS. Gerhard
524 19-69 % T TOEE A 119 N ZHRITH
REBETSLVFRAEFT 74 2T, MEWR

B A #eat U7z, PR ARAE M 4 3R BUS D
TiraEEACBNTh30mMR L VBICRD S
n(E3), HEBMNICCHER, BILATH
— v, LDL-CA$ii &h, SERMENT TIIE
BRSPS RIUMET 0F B2 EF
L7

Framingham FFZEDZN# 2,883 A &35 &
LB O KB Td, FMD TEHliL 7z
PR B BRSNS IR T L, R, I
MF, BMI 7% & LA T, MM B REE(L
feRAF & i L7 FMD o2/l D —>2T
BHIEIRENTWD,

TS PR A8 R AR RE 2SR T 2 871D
WTHBAED & Z AL TR, Ik
WNO EAEMMET T A XA A ALIOWT, B
20 N R M A & A v AT T, MR B
Wk TR EI NO A B (eNOS) O mRNA
PEHRBIBALNOEEMETT5 L)
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a. AREFEMEIRR

° r=—0.81
p<0.001

slope
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BEEICS T DMERC L B MBEREREOELY

TVFAET ST 412 & BMHE

£ eNOS #{HH LT % Akt BIKT LT3
EVI|EIND B, —F, Ty NTOMET
%, B#T v FTEEBEET v MHeNOSD
mRNAFRA L TWBE EWI HEIRL, eNOS
FEFEHEMLTWED, HERIIMETLTWwALE
TEHMEDDHY, —EL T\, vander
Loo HWidHEME S v M TEEM 2 MET 2 4T\,
EWT v N OKRBIIRY) > BTN BRI
BIWRUS R NO BHEMMET §5—F, &FE
VE— 1D eNOSEHSPHE®IZLLA¥MML T
BY, FoOMEORE L LTNO & RFIHEME
B3R TH 5 superoxide (O7) DFEELESHML,
Wi#Z & % peroxynitrite(ONOO™) D4 g 25
55 #HELTWE BIEX LRI X
HIEMMFMOMMOESIE, L MIBITES
EETONEBEREIBILA P L ADEE L
AL, MBLHITHLE Y IV CHRE T
ENBLVWHIREDE ST 5.

3. MEARREETICHT 55H

HMG-CoA ETEERHER (R F V), 7¥
VAT vy v ERBRERERACE), 7TvY4
7 vy v I ZBRETE (ARB) & KO %H], B
BBLEADORVE V(TR by V) BREE,
BEPRE 2 LI E R OYCEERA )Y 8
NTwb, AFFVEHEMBONOSHER %

HimsEsE b, AktFEMILEZ AL TNOS
HEE PR XS5, ACERARBIZT7 v VF
7Ty NOEHOMENIMA T, WETIRT
5V F o VBINC X 5 NOSOERAL, #BET
BR7 97y v IO ERICE B AT S5
EHALZ AL CNOSHEELE b 2bd & 3R
5., ¥ 20X v iEPBK/AktE A LT
NOS #{EMAL & & 59, EB)AH M R HRE %
BT HHF & L Tld shear stress 597
BEIhTnwa,

b

MAEPIRZHERR L, MREE & D ICHBIHE WE
RIVETEZHEDEY, TZOA7)—= v 7
HEESTEEE L TV, JFBRENE s
% FMD Ol d, BEOHETIIRESLH -
RARR BB W THIEIME W 2 L iR
WD P56 EHBHEE Sh b, FMD llE
DHEMLY AT LADOBRRER, 74V H—Fv 7
T — 7% AVTIRRTO KSR 2 W&
% A B R 5 ISR TR B b Bl s &
nTwa, HECHRAEKO IVWIERE, 5
VIZSMR R I~ — 7 — DI L ) MEFREE
R R G C S, BRMLEORIIZW - P8
HEOMEIZE D2 L 2 LW,
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