#&=X C-19
HEMREMHBIEHRRRBREE

Rk 21 4E 5 A 31 HELE

WZEiEE  ZABHE (O

I HARE : 2006~2008

2REES ;18591797
MEFREESL (F1X) REHLI L RIE-FE. 3RS MEEREEDH -5 8 EREK
HEEEL (FEX) New strategy to manage preterm delivery and pregnancy-induced
hypertension in view of inflammation
MERERSE

1E% HZ (SHIOZAKI ARIHIRO)

EWXE - K2R - B6

MEESHS : 00235491

WFFERR R OBEEE

IR 2 I BOEE (PE) 70 BIIC B W CHRIEDFRIE & 725 Th1/Th2 b2 7 v —H A F A h U —TKd
72o IEHIENR 59 11T [RARIC Th1/Th2 tha R, EFIERD 1%/ VELL % Thl AL, 25~
5% 4% Th1/Th2 FLIEH . 25%AVELT % Th2 AL & HE Uiz, Z ORGSR 3 BER] CRERIEI & b
B L7- & 2 A BIER OB A RIT Th AL PE T 75% & Thl (77 PE 0 32. 6%t LA BT E
RKTHY, BEEOEAREZETHIER TIL Th2 B7E PE NZ N2 & 2WHTHO NI LI,

AR
(BEHHAL - 1)
[ERESE LiEESE & Ft
2006 - 1,000, 000 0 1,000, 000
2007 4 1,000, 000 300, 000 1, 300, 000
2008 A 1, 000, 000 300, 000 1, 300, 000
FHE
R
o El 3, 000, 000 600, 000 3, 600, 000

Mot B - R ERE e
BfrE o458 - fA : 7308 FEIFG AR

F—U— N RS R, ERm R, RE, RIE, S

1. WFZEBIAE Y D =

BE, BPEMFET O T0%L ENREIZ LD
DTHHD, SHIT 32 BERBOREIRTIX
K 20%ITT HDANT 4 X v v T HRET
F 7o, WREIMEREGEREO T 6 PR
DOHLOX, FENRERERIECKIIY A b
VAZEXTTZ 0%, WoPkiTmd T
RETHD, LEEN-T, BERBIOHEHES
MEREGERED TRHILEERIE TR, N T 4
Xy v TREPLIEDRZ TR, NUT
o4 X v TN D E R 72 R E O H
WZH D75, UL, EaERNLRESH
YR L ESE ERE DG 2h 72 TRAIE, THE, 7o

B ONTIEPRIEII R T HESL STV,

2. WO HB
AWFGETIIRIE E WV OGNS, BER IO
TR i MR SEERE O IR IR, A B & 2N
5L LB, RO RMAD RIEN I RIZ G-
ZDHEBIIOXHLNNIT D, 5T, &Kk
7o FLPE 7o & ONTAT IR & ifn RS B RE O T Bh 1A,
THENE, RO WNCIREIE AN T 52 L% H
MEd 25,

3. WHEDTik
(1) BEREODS &ML A 7 IER M



@ (IEFEEE) 44 61 (24~42 38) | 0 & i E
m{“ (PE) BETO Bl Z RIS E Lz, KA
L HZERKE 5BE L. flow cytometry (2 CEiEZ
Bkrh oo Thl M=, Th2 Mifa#E 65 N
Th1/Th2 LA ME LTz, S HIZIEFRED
Th1/Th2 o A7 1/4 (7.1) 725 ONS FAL
1/4 (4.7) %H v bA7fEE L, Th1/Th2 kb
7.1 Lo PE 1% Th1/Th2 & (Thl )
PE #f. 4.7 L |k 7.1 KD PE 5% Th1/Th2
FEIEH A PE B, 4.7 K @ PE 5% Th1/Th2
Ml (Th2 ) PE BEIZAy T, BRERIERZ2 &
MRS A 1% TS LTz,

(2 BEREOL ESEERR T IL-8 /bW

SR - IR 2 BB U 27 I IE A e

865 fil, PE FIERE 24 Bl & %fGe & Uiz, ik

BIOSEE T IL-8 fE%x ELISA EICTHIE L.

360ng/mL Z 7% > hA 7ML L, & 600 -

SHE W) OMAREBIRAE 2TV, B
W R LTz,

. WFZER R
(1) PE BETIX Thl % PE 78 46 i & K¥-%
6, EkOME & —F LA, Th1/Th2 it
EFE PE #2316 5], Th2 ! PE #£% 8 fi
WD LT, 3 FEM] CRERIEIR & bl L7z
LA, WIFESR, Body-Mass Index. Ifi)E,
%Eﬁﬁz:&i%%mu &)fd:ﬁ‘o 712_753 Eﬁﬂ@
HEHAMKIZ Th2 B PE € 75% & Thl & PE @
32.6% I LARBICERTHY , HIEDEH
K& 2 2HEFITIE Th2 BALO PE 3%\ 2
EAVHIBA L 72, F72 Th1/Th2 LIEFEECTIE,
JFRSRE LR, . /M) & T 2 JE i) B
THY EERIER2Y Th1/Th2 thiz L 0 =42
DD EEPOTIERA LT, (BERRR Yl
H)
(2) PEJEHFI 46 FEBID 5 & SEE K+ 1IL-8
B2 RE T E 7= PEIEFIL 24 FEHI TH - 7=,
SWERTOSAE H 1L-8 fi 360ng/mL % 7% v
F7EETHE 14/24 (58.3%) BHETH
V. EFEREIOME (113/865, 13.2%) (2
L CHEICEWMEZ R LTz, PE I CiEiE
%Jﬁlfﬁﬂﬂﬂﬂ LAy X 9.3 S IL-S
fEA G (=2360ng/mL) 127203 W\Wo &
PVHIBA L7=, £7-. PE JEf] 46 JEFID 5 5,
fi « SHE W OMEREE & if T T& 7= PE
FEFIL 26 FERI Td - 7=, PE26 JEFID 5 B
FHE CTd D Lactobacillus DA &z
DT HOTNC 3 FEHTH Y . Lactobacillus
&M B R R RO X 9 E
Lactobacillus & M B [FIRERR T 12 5E
5. Lactobacillus I FEAE L2 7-Di% 2
JEHITHD., PE26 EFHDH>H 21 Hi

(80.7%) = Lactobacillus LIS DO HAFAE
T B0, DWW, Lactobacillus BFEAE LT3
WZENHALE, ZhbofR LY. PE
ESHENORIENEGET S22 2O LN
776

5. E7pFEFKmLE
(PR WHFE 148 e ORI 2 12
(=S

[ﬂ&nu nFHijC] (§+ 11 'ﬁ:)

(D Nakashima A, Shiozaki A, Myojo S, Ito
M, Tatematsu M, Sakai M, Takamori Y,
Ogawa K, Nagata K, Saito S.:
Granulysin  produced by uterine

natural killer cells induces apoptosis of

extravillous trophoblasts n
spontaneous abortion. Am J Pathol.
#e41 173(3): 2008 Sep; pp653-64

©@ Saito S, Nakashima A, Myojo-Higuma S
Shiozaki A.: The balance between
cytotoxic NK cells and regulatory NK
cells in human pregnancy. J Reprod
Immunol #FHif . 77: 2008 Jan; pp14-22

(® Saito S, Sakai M, Sasaki Y, Nakashima
A, Shiozaki A.: Inadequate tolerance
induction may induce pre-eclampsia. J
Reprod Immunol. #FHiH ., 76(1-2): 2007
Dec; pp30-39.

@ Sasaki Y, Darmochwal-Kolarz D,
Suzuki D, Sakai M, Ito M, Shima T,
Shiozaki A, Rolinski J, Saito S.:
Proportion of peripheral blood and
decidual CD4(+) CD25(bright)
regulatory T cells in pre-eclampsia.
Clin Exp Immunol. 149(1):139-45. 2007
Jul, &FHA

® Saito S, Shiozaki A, Sasaki Y,
Nakashima A, Shima T, Ito M:
Regulatory T cells and regulatory
natural killer (NK) cells play important
roles in feto-maternal tolerance. Semin
Immunopathol 29: 115-122 ; 2007 Jun .
A

® Saito S, Shiozaki A, Nakashima A,
Sakai M, Sasaki Y.: The role of the
immune system in preeclampsia. Mol
Aspects Med. 28(2):192-209;2007 Apr,
ﬁmu

(D Yoneda S, Sakai M, Sasaki Y, Shiozaki
A, Hidaka T, Saito S: Interleukin-8 and
glucose in amniotic fluid, fetal
fibronectin in vaginal secretions and
preterm labor index based on clinical
variables are optimal predictive
markers for preterm delivery in
patients with intact membranes. J

Obstet Gynecol Res 33: 38-44; 2007 Feb,

e

@il H7. FEE EE : BERPE L £ O
DTG pESm ARHERRIE T JEPEIR
W7 7T 4 A, 96 Suppl : 564—569 ;

)



2008, e

© W B7E, miE P E LIRS
EEMERE, PEIm AR OFEEE 57 (1)
23-30 ; 2008, Al

O HiF H7z, pokE W AR pE AR -
IIWRBEAERRIC LS U R 7 TR E B2 D
ay RURA XA T 26: 662-667 ;
2007 (7 A5). #AHiiE

@ Fa EWSE EH O ERL EE FZ
TRE WL TEANEY —EEHAKRE
WO THICEET HHAROER  J&E
WIEES: 37 : 439-442 ; 2007, A4

(P& (G 184F)

@ Ito M, Nakashima A, Ina S, Okabe M,
Yoneda S, Shiozaki A, Nikaido T, Saito
St IL-17 in the pathogenesis of preterm
labor. Amerian society for reproductive
immunology, 2008. 6. 10-14, Chicago,
USA.

©@ Saito S: Symposium 2, “Preeclampsia”
The role of immune system in
pre-eclampsia. 15t Congress of the
federation of Asia and Oceania
perinatal societies, 2008. 5. 22-24,
Nagoya (Invited speaker).

@ Saito S: Luncheon seminar. Prevention
of preterm birth and treatment for
women in preterm labor. 15t Congress
of the federation of Asia and Oceania
perinatal societies, 2008. 5. 22-24,
Nagoya (Invited speaker).

@ Saito S: Local regulation of uterine
lymphocytes in human. 14th congress on

gestational  trophoblastic  diseases,
2007.11.11-14,  Fukuoka  (Invited
Lecture).

® Saito S: Clinical management for
prevention of preterm birth and fetal
inflammatory  response  syndrome
(FIRS). 3 Congress of Asian society for
pediatric research. 2007. 10. 6-8, Tokyo
(Invited Lecture).

® Nakashima A, Shiozaki A, Myojo S, Ito
M, Tatematsu M, Saito S: Decidual
natural killer cell derived granulysin
induces apoptosis of extravillous
trophoblast in  miscarriage. 13th
Internation Federation of placental
associations meeting 2007, 2007. 8.
17-22, Kingston, Canada.

(D Saito S, Sakai M, Shiozaki A, Yoneda S:
Cervical inflammation is an indicator
for treatment to prevent preterm labor.
20th  Asian and oceanic congress of
obstetircs and gynecology. 2007. 9.21-25,
Tokyo (Invited speaker).

Saito S: Regulatory T cells and
regulatory NK cells in normal
pregnancy and spontaneous abortion
cases. bth  Kuropean congress of
reproductive 1mmunology. 2007. 8.
30-9.2, Berlin (Invited Lecture).

@ Saito S: The balance between
immunostimulation an
immunoregulation during pregnancy.
10th International congress of
reproductive immunology. 2007.6.10-14.,
Opatija, Croatia (Invited Lecture).

Ito M, Sasaki Y, Suzuki D, Sakai M,
Shima T, Shiozaki A, Saito S,
Darmochwal-Kolarz D: Proportion of
peripheral blood and
decidual-CD4+CD25brightregulatory T
cells and the expression of Toll like
receptor on interstitial extravillous
trophoblast in pre-eclampsia. 10th
International congress of reproductive
immunology, 2007. 6. 10-14, Opatija,
Croatia.

@ MW A7 fHE B R RS,
P4 ERE \E AR kB . F
BE ¥ : Th1/Th2 HCIEHRIPED ERRIEIR.
55 29 [B] B ASTLAR @ EF2x. 2008 4F 10
. ik

© ey A7, g RKE, K B
DA <Y SN E [ N QS TN

JE 3% :Thl/Th2 /XF A0 B B T= iR
ML ERE O FEARAEWR. &5 44 [B] B AJE FE
W - AN E SN GES. 2008 4R 7
A, Rk

@ i A7z, KW W, mEE B EE
Hitays  wHe L RHE 2 IRIE S ML ESEME
B BARFER AR - FrAERMERES Y v
AR A, 2008 4E 6 H . HEl

@ i A7z, KW W, miE R EE
Hiteys . wHE LJRHE 2 IRIEE ML ESEME

B BARFER AR - HrAERMERES Y v

AR W A, 2008 4E 6 H . HEl

® M F77. BA E1 KkE BT
SRS SRR DR GBILE, FRi TE,
FiEL WL, kM B, mik ¥ R

AR B RS E % L 7= Th2 B 0R & ifn B
JED 1 55 28 [v] H ALTHR & i s ie
2 PINAES, 2007 10 AL B

Wi A7, I IER), A EE,
SR ER EA R /MBS R
ZFHE % : Thl AUPE & Th2 UPE Tl ER IR
WEAE D 8543 [al B ARJEER - B
et - eSS, 20017 A, K/
" (SREZH)

O | BHZ, WEH BRI FEE FEE,
SR ER EA R /MBS RHI
ZFHE % : Thl AUPE & Th2 UPE CIEER IR



WA % 8559 A H A FERMG ARHEE
sy - HiEEES . 2007 £ 4 B, B

® Mk H7z, ex A &K Kl &
BE RS THIRRSHLE D> & T - h e i I S
fEfE. 55 27 Bl B AATIR S MRS s v
AT VAR & I B SE R & .
2006. 10. 7. HriE

(X&) Gta1h)

O HEy  HZz, miE B FURETAL, 45,
WM ERR I O AL, JE PE S )
JEREMERA A DO R A > b 38 : 2008 ;
200-206

@ WG A7, WHIER], 5B B s
A, 1. EEOAER. ERARSET
FZ b~ 2008 4, pp380-420

© R BHZ, EH OEFR, FmE . &
I RG] 2 g, Ve HE JNPEARAS
KMEEINR. 774 ~ V7 7w ANE
Ny MY A R THEIL-D 30 JER], 2007 £E.,
p8&-15

@ g A7, WEH OIEF, FEE . A
TN a—1h, BIEIEEKOZW, (L
FlERs . BpE Ao & B0 R,
2007 -, p81-85

6. HFFERHRAK

(D) WFFe R

Ry A7

B IR« KRBT - GAm
HFgeE &5 © 00235491

(2) W5 sy iR

TR W

B IR « REPBEEFHAER - %
FgeE &5 30175351




