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87449
B K RERE FLILE—i EAEE
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MHEEER
ESAF Y OFERRRREE
W — ~ N\ Y
ESAF 20D 20mg 91~
Bilastine OD Tablets 20mg “DAITO”
ARES
) FE-RHEONMAFZICLVFERATSIL HRFERfAA

2. 22 (ROBEICIFRSLEBENT L)

2.1 BRIORT I VBBIEDOBERED H 5 EE
3.1 Rk
B4 ¥'5 25> OD § 20mg[ ¥ + |
E=R) %) 1 $EF B9 25> 20mg
A D-v> = b=, ZOARE RV, A7 F0—RA, §&
. BEKTAB ATT7)VBY TR L, BR
3.2 HRIDMK
BR7E4 ¥'5 25> OD $ 20mgl %1 |
EXVN HEOMEOHRHE
g
T | C’)
{BlE [—
E% 8.lmm
RESF EE 2.9mm
H&E 170mg
4. FHEER FFNR
O7 LivE—HaR
OERNE
OREKRE (BP - KERN. REZ SR ICE3ZF5%E
6. iERURE

BERAICIRE T ZF LT 1 H20mg = 1 H 1 [BZEERIC
RORE9 %,

8. EERELRNEER

(Ghgg@E)

8.1 EMNTHONZWIEAICIE, BREEHHICOZZVES LW
EOIEEBTHI L,

(ZLILF—1HEER)

8.2 RFN#ZHMMEOBEICHRET 2581, FREHELEZEZI T, £
DERIPOEEGEZHB L. FREHFETHRE RIS EVEE
[/l/xo

9. BHEDNEREFIIEBEICHAT IR

9.2 BiEEEEEE

9.2.1 %E (30=GFR < 50mL/min/1.73m?2) XI[3ZEE (GFR
< 30mL/min/1.73m2) DBEEEEZEDH DEE
AROMEFEES LRI 2E8F 10D 5. [16.6.1 HE]

9.5 1FiF
TR IR L C W A AT O B 5 ik I2 X, A EOERES
falgtex EE S EH SN BEEICOABRETH &,

9.6 1ZZLIE
BAFOLEIITBE LOERERVOBARBEOARE 2 EE
L. BAOMRE LRI 2T A&, BMER (S ) T
FITHABITT A EFRESNT VD,

9.7 INR
INBEEMRE U BRRBRIEER L Tz,

9.8 SimE

—RREVICAEBEREPE T LTnA 2 ERZL, Blliro bkt
NBEARAITRIMFREDN LR T 52BN H 5. [16.5 ZH]

10. #8E{FR

I 2F VI PEEAOEETH S,
10.2 HEER HAICEETSIL)

A% BRRER - 1BEE | W5 - elRET
IVAuvAYy | KEOMBHREZPREEHOHEEICEK
TLFTEL ERSEZ L OWME HEAHOMINERDIH
[16.7.1. 16.7.3 Z|WH 5, MRS 5 CHEE
ey Eha,

1. BWEA

ROBWERDHS5DONZZ ENHHDT, BEZTTITITVL,
ERPROONIBEICIHRG 2T 274 EEYENEZTS
s

1.1 EXBEIER

1111 Yavd, PFI745FY— (DTN GHEEARE)

11.2 Z0fthDEIHER
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i (8. TR R B, AR,
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EHT 0 o AR

— sif. D&M QT I

i . LEREE. 5
IR, B1E

AST EH. yv-GTP|ALT E&H

e M

o %iﬂ JLV7F=ZV
F+
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e FEIEI, SALHE
EE. %, (KEE
. N ZY+EY R E

Zofh 5.EAE. OFAL
RA, BROUE. Y5

12. [RARBRERRICMIZTRE
KANE TVLVT Y ERARISZIHES B0, TUVILT Y EAK
JSRE EEM Y 5 3~5 HET &K O KBl OHRG 2HiEd 22 EHE
FLw

14. BRALOZER

14.1 EFIZMEOES

14.1.1 PTP RZEDEFZ PTP > — b2 5 MO L TR % &
SHEE I HT Lo PTP ¥ — FORRKICK D B FAET A BB
JEARIA L, EIZZFAZB I L THIRRREOEE L &HEL
MHETZLEDPDH 5,

14.1.2 KANZEH O _EICOEHER 2 RIE S & FERIER O & THRA
ARETH Do /oy KTRATAHZIEBTE S,



16. ZE4PENEE

16.1 MoRE

16.1.1 BEINURERS
TEEERLA B 20 flic €5 2 F U 8E 20mg % 2S8R B AR % 5
Lz &, MmEEh@EEIEemIic R L, %54 1.00 B ©&
MR R 277.86ng/mL ICEE L7z, 1HAREREH 10.54
REf TR L 722,
Y AF > OENEREL 10mg. 20mg KT 50mg OFEED ©
MR R Uiz, REBSICE2ERI LD o729,
1) AROAGEHEE 1E20mg. 1 H1ETHS,

(ng/mL)
400

300

AEEEE
19
5]

100

0 6 12 18 24 30 36 42 48
B [t ()

Y725 4E 20mg HEREORESRO Y T 2T MEEHEE
AR S, P IRERE (20 F)

Y5 25 Vit 20mg BEIRE %58 O EYHEE R ST A —F

E%% Chmax tmax AUCo-inf t1/2
(mg) (ng/mL) (hr) (ng - hr/mL) (hr)

277.86 1.00 1296.45% 10.542

20 (117.40) | (0.5-2.5) | (368.26) | (5.50)

TEIERHR S, PHE (BEERZE) 2060 [a: 19611, tmax 3HRE (&
ME-FAAE)

16.1.2 &EMZFHEF MR
'S5 2F > OD 4 20mg [+ ] €5 7 OD $ 20mg #.
JORF—N—EICEDZNZN ] $E(EFZF > & LT 20mg)
TR A B I R R AR S (K7 U CRRA UK TIRA)
LCIMERE T 2 F VIBEARE L, 5o NEMERE/ T X —
% (AUC. Cmax) DWW T 90%EHEX LI THEHRT 21T -
7258, log (0.80) ~log (1.25) O#ENTH V. WEHA D
MRS S N,

(1) K1z U THRA

HENRT A =% BEIINTA—F
AUC Chmax Tmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)

v 25> OD §iE

+ +
20mg [54 1] 1364.53+381.09(284.96+130.92|1.3+0.6|6.6£3.0

vZ /7 OD §E

1417.15+302.31|310.74+113.01|1.5+0.6|6.8+4.4
20mg

Mean=£S.D., n=39

—o— ESRFODEE20mgl 5]

---0--- E5/70D§#20mg
Mean+S.D., n=39

TR E

(2) kTHRA

HENT A=Y BENT A=Y
AUC Crmnax Tmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)

EIAF 2 OD SR | |500 19+339.12(278.99+95.12|1.3+0.7|4.4+ 1.5

0 6 12 18 24 30 36 42 48
FFfE(hr)

20mg 41+
£/ 7 ODSE 11901 92+327.55252.26+94.74|1.5+0.8|4.4%1.3
20mg
Mean=S.D., n=39
(ng/mL)
400

—8— ESRFODEE20mel 5 Ak
--0--- E5/70D§#20mg
Mean+S.D., n=39

6 12 18 24 30 36 42 48
B (hr)

MEEFREN NI AUC, Cmax FD/8F7 X —F 1%, HEE OB,
PRIE OFRENEIEL - R F ORI K > TR L DTN H 5,

16.2 ORUN

16.2.1 REDOXE
BERABME 20 flic o 24 —N—FETEERKEOEER (SHE
FAf) 128 T AF V8 20mg & HERROHS Ui & S BRI
NEBHEGRED Cnax KU AUCo 12 FNZENK 60% K% O
40%E N U722,

16.3 9%

16.3.1 ERFEEER
YIS AF D invitrok b MFEEAKEERIZ0.2~1pug/mL O
BEESFEICBWT, 84.22~90.04%TH - 725,

16.3.2 BA~NDIE(T
R (1246 2/RIC, €I AF 28E20mg, & RaFo Y
VROTSEREZEER, FUAF —N—TFNEFNELEERE
L. N8BT ZBRET LR, B9 RAF Ik RINEE D
LAY IV HI ZBEOEWIIRD - 720 (HEATFT—%).
[17.3.1 ]

16.4 {3
BERABME 6 flIC1C-¥'5 2 F >~ 20mg 2 BEFOHRS Lz
EELEIAFUIRIEEAERB SN P 512D (SAEANT—
7)o

16.5 HEtt
TR A B O flIC Y5 AF 8 20mg % EE R HER &S
Liz& &, %545 72 B TORBE S ZAF > O BREHEI
RIZ47.3%TH 72,
TR A B 6 flIC1YC-Y5 2 F >~ 20mg % BEREO#RE Lz
EE, ETREIXRS% 7 HE TICRHPIZ 33.1%. EHIZ67.0%
PRt SNz, BT AF Vid. JRHIC 28.31%. EHIZ 66.53%
PAREE TRt S /D8 (HEAT—%). [9.8 20E]

16.6 HEDNDERZHIT 2EE

16.6.1 BiksEE=EE
BRADBHERERZFICE T AF Vi 20mg 2 BEROHES L
ol E, BEEOEHMEREREIIBIIAE I ZAF VD Chax LT
AUCo-inf IZEEHRAICHRNEFNZEFN 1.6 BERT2.3[EED»->
729 (MEAT—%). [9.2.1 Z0E]



BB EREICE S A F V8E 20mg B A% 4% 51 0 33
EREIST A —%

B Re Crmax tmax AUCo-int | ti2

[GFR (mL/min/1.73m?)]|(ng/mL) | (hr) |(ng-hr/mL)| (hr)

EH 144.0 1.5 737.4 9.26
(GFR > 80) (57.8) |(1.0-3.0)| (260.8) [(2.79)
BEET 172.1 1.5 967.4 15.08
(50=GFR=80) (45.0) |(0.5-3.0)| (140.2) |(7.606)
FREEETR 271.1 2.25 1384.2 |10.47
(30=GFR < 50) (30.4) |(1.0-2.5)| (263.2) |(2.34)
BEET 228.8 1.5 1708.5 18.39
(GFR < 30) (81.8) |(0.5-3.0)| (699.0) |(11.40)

&6 floPiafE (BRERE) .

16.6.2 Skna
LR BEER O (18~355). BB EEROLE (65 LLE)
D4 TN—T (& 8HFl. 326l IC¥FAF 4E 20mg = Hifa]
ﬁ[‘?ﬁ—%‘" L/ff. & g\ %ﬁ%%‘ﬁt%ﬁ%'ﬁf‘%i 5—77\% > D Cmax
KO AUCo-inf ICEZ o7z, Bl SR LETIIE S R
F > D Cmax Li%ﬁ%ﬁ”ﬁﬁi 1.7 ﬁ%_l%—ﬁ”) 72h5, AUCo-inf ICEIE 72
o720 (HEAT—%).

16.7 Z4MEE{ER
EIRAF AT =4 VEER ) RTF K OATPIA2 OFE
ThaV,

16.7.1 TURAOXRAY Y
TERERLA 24 FlICE I AF V88 20mgl H I mET Y 20<A ¥
> 500mgl H 3 [E 7 HEMFARERZO®RS L&, MfEHE
FAF D Cmax KL AUCo24 1ZFNENH 2.9 B KUK 1.9
I EF LD (HEAT—%), [10.2 ZH]

16.7.2 X vaF V=)L
BEBA 24T AF 28E 20mgl H1EES b3ty —
JVED 400mgl H 1 [8] 6 HEHARKERO®RS L & &, miEd
YT AF 2D Cmax KT AUCo24 IZZFNENHK 2.6 ERUH 2
BICER LD BHEAT—%).

16.7.3 JILF7EL
fRRRRCA 12 6l (PK f#fT 11 6l) IcE 5 AF 28 20mg & LF
7YX L 60mg FFABEEREOREG L&, MFFLETAF D
Cmax XU AUCoint 3 Z NN 1.5 BRTK 1.3 [ZIC LR
L7283 (EAT—%), [10.2 BE]

16.7.4 JL—=7)IL—YV1—2R
BRI 12612 T AF V3E20mg 2 7L —T TV —Y V2 —
A 240mL TEE L& &, MEFLE T AF 2D Cnax KT
AUCo-inf lEZNZNH 0.6 BRUF 0.7 fZIE N Lz, 2o
BHESAF VBEOETRE I L—FI V=YV 21—k sE
FAF T DOHELE D 5 O FHEICKER T 2 & #ER SN2 HEF
EREATHSY (HEAT—%).
T 2) BOANZENREE,

17. BRIRREIE

17.1 BMUERURSMEICE T 255

(ZUILF—H2R)

17.1.1 EARE D855
BEET VLY —HEREFEENRE L —EEREEHERICH
WC, BEFRAF U$E20mg (LHLE), 72FV 7 25T VIER
15 120mg (1 [@ 60mgl H 2 ) & 77t A% 2 BEO%S
L7 FEFEEE TH 2 [MEEERATT (Bt <Ls#
e, B, BAZ SR O FgEtEs] 3, €I AF
$220mgl H 1 @HFSICED TI R L THERRED 2R
Lf:ls),lé)o

tmax |3 FPRAE (B ME-RATE)

BEET VLR 2 NR & U7 G ER RS

1 ~=2 | Day |pnea| T7tE
asw mom| 00| DY | T
‘ 0.35
U5 2F Vit 7.48 | 6.48 | -1.00
249 [-0.65~-0.05]
+ +
20mg B 154 | £2.12 | £1.83 | 000
7x%v7x| .o | 7.38 | 6.42 | 0.9 ~0.34
FUVEE +1.43 | £1.97 | +1.87 | [-0.64~-0.04]
. 7.33 | 6.73 | -0.60 B
TIEAB | 25| 1o | 1187 | 21.72
TR FAS. SFHE HEEEZE, [ ] OSBEEXE. REMEDH
FEz L

at N—=2F7A VINT 55 Dayl0~13 OFHR a7 OE{LE

b : %5514 HEOFHR T

c:HBER, R—ATFA Y RUMESRZFHALHE LIEET L (7272
L. 20mg OB CIE7 23V 72 F YV VBOT—YIZHAVT W
W)

Y'I R F V§E 20mg HEHORIEFAFIHEEL 2.0% (5/255 fi)
THo7z0 ZORNFULMER 0.8% (2/255 fl) . T BHER
FIEBEREN# 0.4% (1/255f1) TH -7z,

(ERB)

17.1.2 EASE I/ MR
ENHEICE VT, BESHZESE 2R E L —EERHEG
BICBLT. BT AF V8 20mg (1 H 1 @), €5 AF ~$E 10mg
(1B 1[E) D, 7o Rz 2EBROKRS Lz, TEMEE
HThs [HREERAIT (B, »0H) OHBTFEELE]
3. ESZF U8 20mgl H 1 EH#R5ICED PSR LTHE
%@ﬁ/}%%bf:nmwo

BHFIE 2 MR & U7 BB A

" . N=2Z | Day | e ema TIER

RSB EE| D | o), | 2R i
EIRF V8| o | 454 | 1.52 | 3.02 “1.52
20mg ## +0.89 | £1.36 | £1.63 | [-1.89~-1.15]

e 4.49 | 3.02 | -1.47 pfé:
TIURBE | 95 | 095 | £1.32 | +1.24 <0.001
FRITATR © FAS, FIE 1E#RZE, [ ] OS%EEXME. REEOH
ST L

a:iR=AF A VY BH%5 Day8~14 OFH R a7 OE(LE
b : #5514 HEOFER a7
c:IBERE. N—2AT A VEHAZKE LTS L

Y'I 27 U§E 20mg REBHOBWERRERERIE 2.0% (2/101 f1)
THolce FONFIZMAL Y ILE VMK OERBHE 1.0%
(17101 ) Td>7z0

(HEEE (BB - KEX. REZSHEE) ICHESZESE

17.1.3 EASE M4EE5R
BEREE (B2 - MR, 82 SEERE) IS 2 ERFEE N
FICER L FERERSHE (52 BHKE) ITBVWT. B
AF $E20mgl H 1 [\#%E LAER (116 61). WA AT 7 I
BERHPOER=AT A VICHRTHEAD L, 52 B E TR L
7219
BIMEFFIERIL 2.5% (5/197 ) ThHo7z. £ DOWNERIFERR
1.0% (2/197 ). AST #hn. v-GTP #Ehl&k R ESER &
0.5% (1/197 fi) TH -7z,

17.3 Z0fth

17.3.1 HEEHEEICRIFTRE

(1) f#EEERLA (18 fl) ZXRIC. €5 AF V$E20mg. EFAF >~
$E40mgH) . L ROF VU ROT I ARE ZEER, YUAS
—N—TzhZzh 1 H1[E8HERERES L, FT71 v /il
ICE D BB RITTHE LML & ET AT U
OEBEEEHREICKIITTHEL S I REARLEZRD D
57220 (EANT—%), [16.3.2 BHE]

(2) R (20 Bl) ZXRIC. €5 AF V8E 20mg. ©FAF >
#& 40mg. ©IAF V8 80mg®, B RuF v YU RUIT TR
Z_HEM, JuXA-—N"—TFnEFNn 1 HI1[E7HERERS
Uy PIRHHERICTIT T 23 L. FBAFHETIIE T 2
F 28 20mg KU 40mg 12 7T R EDEICEIZED 5 N h
S 7o EBIFHETIXE T A F U 8E 40mg KU 80mg TIE 7
TAREHE LT, BESRO LN (HEAT—4), [16.3.2
Z ]



17.3.2 DOEBRNRIETRE

fEEERLA (30 i) ZXIRIC. BT AF V8 20mg. €T AF VEE
100mg®), ¥'F ZF»$£20mg +%4 b3+ —)L 400mg. EF
T7uFY Y A00mg RO T T RE ZEEHK, JOAA—N
—Tczrhznl1H1E4HERERSL (EF270F52 00
% 3 B VDERSEIC KT HELHE L7z, FEIMMEE =
[QTCN? DNRN—=ZF A »irbDEBOT T REDE|E LT
I L 7R, ¥ X F VEE 20mg KU 100mg Tld. BE5ERD
WTNOBETH I ERITHT 2 QTN DR—=2 51 V5
DOEALED F#l 95%E XM ERIZ 10msec # L[\ 5 7 »
2722 EAT—%).

a RFRIE LIERIOWEE 7 — 5 2 AV TRIE L7 QT MR

) AROXRAEIX 1 E20mg, 1 H1ETH %,

18. FEhEE

18.1 {EMRF
EIAF IR RS Iy Hi REFEEHUERRORT LILF—{F
MZRT.

18.2 EXI =V Hy
ZEMEEFHEBEICBWT, B hOBRY I H SBERIHERUE
A (Kif# : 64nmol/L) %2R L7z (in VJz‘ro) EILE Y MEHE
%%*%K&Zﬁ’i%t%$ BWT. eXYIVERIEZZNZTh
100nmol/L & 30nmol/L &V #ifl L7z (in vitro). $¥&0O#% 512
K2FMHEBRICBOTIE. Y PERUELEY POBZRY IV
FIMEFEBETTEZINE Uz, BIRANBSICK2EMEERICB W
Tk MEEREILEY bORB RS I VEERLENEZ I L

REMSHIER

7-23)-25)
18.3 #i7 LILF—1EH
FURRME L7z BTy N ORHEEBERICBE VT, FURFHFHIGE

I L7z (ICso f8 : 95.5nmol/L) 2

19. BMESICEY 2IBLRHER
—fRE4FR : ©5 2 F >~ (Bilastine)
{bZ4 : 2-[4-(2-{4-[1-(2-Ethoxyethyl)-1 /-
benzimidazol-2-yl]piperidin-1-yl}ethyl)phenyl]-2-
methylpropanoic acid

(in vitro)

EE
H;C CH;
~0 CO:H
H N
N
as
N
TR - CsHa7N3O3
TFE:463.61
% R BEOEEEOHRTH S,

KIFTy ) — (99.5) I

20. BRV EDER
FE®ZIER TR TREFT A2 &,

22. @
100 $2 [10%¢ (PTP) x10]

23. FEk

1) &k OATPIBI, OATPIB3, OATP1A2, OATP2BI Xi&
OCT1 oEBE LCofEt (€7 78 : 2016 £9 A 28 H
AR, HEEERHNE 2.7.2.2)

[BEFOFEICHT S REIRAR] (0BT 2 E BRI
(€5 78E: 2016 £ 9 A 28 HA&R. HBEEMIE
2.7.1.2, 2.7.6.1)

MERRAS 2R E LRSS | HEER O RERSH
Bl CBUIEMEEROMET (EF ) 7§ 2016 F£9 H 28
HA&RR, HFEERMEE 2.7.2.2, 2.7.6.5)

4) HAER AR ERR (B9 25> OD $ 20mg [
A~

5) MmEEEAGEE (BEF /) 7# 2016 4£9 A 28 HA&GE.
BHEEEE 2.6.4.4)

6) Farré M, et al. : BrJ Clin Pharmacol. 2014 ; 78 (5) :
970-980

7) A phase I study to investigate the absorption,
metabolism and excretion of [!4C] -bilastine following

FEEAEBT 2,

2)

3)

Sk

oral administration to healthy volunteers (¥Z / 7$E :
2016 F£ 9 A 28 HA&GY. HEFEHMIZE 2.7.2.2, 2.7.6.
MC IR EREOHREZOE b 71/\5 v ADEET (B
THE 12016 49 H 28 HAFR. HFEERME2.7.2.2)
Evaluation of the single-dose pharmacokinetics of
bilastine in subjects with various degrees of renal
insufficiency (¥ 7§ : 2016 £ 9 A 28 H#&:R
RHEE 2.7.2.2, 2.7.6.11)
An open-label study to assess the effects of age and
gender on the pharmacokinetic profile and
pharmacodynamics of bilastine in healthy volunteers (&
Z /T 2016 £ 9 H 28 HARE, HEERMIE 2.7.2.2,
2.7.6.10)
A pharmacokinetic and safety study evaluating the
potential interaction of erythromycin and bilastine
under steady-state conditions in healthy volunteers (¥
7 THE 2016 9 A 28 HAGR., HEERMEIE 2.7.2.2,
2.7.6.12)
A pharmacokinetic and safety study evaluating the
potential interaction of ketoconazole and bilastine
under steady-state conditions in healthy volunteers (&
7 T7HE 2016 9 H 28 HARR. HEHEERMEIE 2.7.2.2,
2.7.6.13)
A phase I, open-label, randomised, two-way crossover
study to evaluate the effect of diltiazem on the single-
dose pharmacokinetics of bilastine in healthy adult
subjects (Y5 7§t : 2016 £ 9 A 28 H&R. HFERHHT
$2.7.2.2, 2.7.6.14)
A phase I, open-label, randomised, two-way crossover
study to evaluate the effect of grapefruit juice on the
single-dose pharmacokinetics of bilastine in healthy
adult subjects (E5 ./ 7§ : 2016 £ 9 A 28 H&ER. HiE
BRME 2.7.2.2, 2.7.6.15)
15) Okubo K, et al. : Allergol Int. 2017 ; 66 (1) : 97-105
16) BEET LLF —HRBREZFZ MR E UK IHRE (2
7 72016 9 A 28 HAFR., HiFERMNE 2.7.6.24)
Hide M, et al. : Allergol Int. 2017 ; 66 (2) : 317-325
18) BUHRZEE L NRE LIRS 1/IHERE (E5 7
$E: 2016 £ 9 A 28 HA&GR. HFEHME 2.7.6.33)
) Yagami A, et al. : ] Dermatol. 2017 ; 44 (4) : 375-385
20) Conen S, et al. : J Psychopharmacol. 2011 ; 25 (11) :
1517-1523
Garcia-Gea C, et al.
28 (6) : 675-685
Tyl B, et al. : ] Clin Pharmacol. 2012 ; 52 (6) : 893-903
Corcéstegui R, et al. : Drugs R D. 2005; 6 (6) : 371-384
Corcoéstegui R, et al. : Drugs R D. 2006; 7 (4) : 219-231
2% 32 HI ZBEEEIER (€7 782016 £ 9 H 28
H&GR. HEEERME 2.6.2.2)

24, RERERUHEWEDES
Bt 7z V8 r T 7 —v REEHE
T 105-0001 FRHEEEXE /FI1-1-18 b a—1 v 7E
9%
TEL : 03-6368-5160 FAX :03-3580-1522
26. BHERTEFRES
26.1 BHEHERSETT

DAITO 4 -tk XE

BRI/ \ D326
BR5ETT

7)
"7 )

- R

10)
11)
12)

13

N

14

=

: ] Clin Psychopharmacol. 2008 ;

DO DO DN DO
ar N W N
= I = =

26.2

) et eyTr—v

LIRS PREIL 105724 TE3 &M



