2021518 (HETEESHR)

B AR a7 5875200

EEmAVIE1—Tx—L
BARRRAMAD | F RHEHE(1 9985F9R) (AL THER

EL A

VLT Y fi g TR AR (BE )

TSUMURA Tokikenchuto Extract Granules for Ethical Use

123

&l ig BB oR A
AR7.5eh. FTROHEDEALEEOHRIF 3758525 3.
= BRI Ak 40g HEHAVYY 2.0g
BRsAYY 40g BRYav*ay 1.0g
—kR (LEFR) L E B B 5
\ st BE == o7 =% RNERFTERZEFERAH - BIG1&E 3 A 5H
SR TEE  mmE®R®ER S B61%105308
i ¥ 5 & B H:HBW61£108A30H
FF - BHSEERSE (FA) - F— Dty | =

EERFEHREIEOD

KRASttY LS BEFERZEO

TEL 0120-329-970 FAX 03-5574-6610
EERFRELID R—LNX—Y
http://www.tsumura.co.jp/password/top.htm

A | FIZ201 3F3AEI DRI EDECHICE I ELRET UTe.

RMOMINERERIE. PMDAKR—

LR—Y [EEmICET 5 1EHR]

http://www.pmda.go.jp/ ICTHEERL IEELY,




IFFH O F51 & OBEEE — H A BeSEAI il 2 —

. BEMA VI 22— T — AMER DR

BRI IO W TR A EORAER I YE (DT, MREBT) FiZf vy a—1L.
UM O 217 ) OICLELZERERERFE L LTEbhTW2, Y2 =T+ — A
%, WRRI63AE AR BeseAIs (BAF. HWSE L WE3) AMiBONERHADS (RN vy ¥ a—
=21 (BLF, IFEWT) & LTMEMTZHMEL. com@kXzRkelz, €L
T PRRI04E HIRSEAM B3N R AR X o TH A2 R MEA LIFRREHI R E Sz,

. IFEX

IFIE [ RN SCESFOM IR 2 #i5E L. BAE O RBIEFHIT L > THHEEBI
A B 7 R B iy 0 SEAE A R0 Bl 0D 72 80 DA > B N I FEHIIE HAR L D FAT T & 7 B HEE D
TR SNTREMN R EENMFIE L LT, HWEIRERESHZ HRE L. BHIMFED 20124
7% 2 3 ity D BIE A ZE TR N ORI 2 AR L T B A4 8 R L RLEN T 5 b,

LA L. SRR o BHI R R ATEOREFE I D 2 e, RIBIEO R ZPII X L 721
K OFEANME S A5EF - R - 2t 3 R X FIHFRIFORRFH L 1345 5%

. IFOKGK - 1Rk - Z84T

B IZA4H, BEEE L L. BHIE LCTORA ¥ ML EOFRTRB L. FIRNZ—fRl ) &5
%o FMOGLWRIHH M — L. K& U TRADOEGREEEIN/ERT 5o IFIZ HWEHHRE
L7z TIFRCHRESH | (2 - TRUKS % 2%, ARIFRLIE I, PIRITAETA DREIZRER S /e
PEEGDP OB E 2D BRI OV TIE (TR ] 12X 7R - 1462550 S
5bDTEZBVe T/, FRALOHME (BRRBRERIZ X %) 23% Sh7zkr% 50N
WISE DILRED 2 S, FLRNED KR E S R L5 CRIFDHET - Bir3h b,

. IFRIHIZH 25T

IFREDHE T ZHE Z. MR DA Y Ea—, HUWEDT— % Z MR CTIFONEZ L%
S, IFOAMEZ RO TBLLEVD %,

MRANDA ¥ 7 ¥ 2 —THAE - #iR52HH & LT, FFEORME. BA MR, %ﬁﬁm
BRI, JERABSFOHE BT b M 5. $72. MRFYUGET SN A Lo
6$QK%LTH\%&@%ﬁ@%ﬁﬁ%@%ﬁ@%k\Eﬁﬁ@%m&ﬁi%\kﬂ%@
E, BAZEMN. Drug Safety Update (BE3E 400 RIEHD 12 & 0 AR S
ME, BT 5. TD2DDOSEL LT, £l FEICIFIER D & % o 723 3G o1
WOLIEETEH 2R L Tw b o BB IEMHRRAEMRO P SR EI N TV DS [HRRIK
# R TERHETOFREFIRI] (2B 2 HHSFIS@RBIA OB - HE, Bk - ARD%5E
WENTVRYEVDHY . ZOPFRCITIIEEZ ZT %




|. BIE(CRAT 3IHE

LI e L LR PP 1
P L7 = = - < | 1

Il. B¥ICRET BIEHE

1. BEES
12 o)
2 -2 o)
D2 1172 £ 2 o)

2. —f&

()R (BRAZIE) -++-vveervvrrrreesseresseesseessteste et e st e et et e et et e et e st e e b e e st e e s e e te e st e e seessseeseenasees o)
O e o =2 L o)

3 . ABIETUTZIZTRMETE oo veeveerrreermeesee et et =)

TR 2 w10 s e R PP 3

o (P i) L 3

eI (=122 L L -1 TR, -1 3

WA O N R ot -3 P 3

. B3RS ICET HIEE

LI S5 15 7 N0 o | LT a4
2 . YIEEFHMEE
(1FHER « TR +-+veerveeemmmeemmeeemn ettt a4
) 1 a4
1) a4
QR (RET) . RS BB RS -+eeervveerrrreesmrresmree sttt ettt 4
) B =Y gt LT P PP PP 4
() N % T 4
A ) 1D 7 Sy - R a4
3 . D DOBIERIE T CE [T DRI+ vveerrvrrerrrreerrrree sttt a4
b . TGN DFESEERERIE - -eooveeerrrrerrrrerm et st r ettt 5
I =571 0 O Yo v e 5

V. RAEICETBIER

1. Al
O 200 ) A2 7 L 6
)= 10 L P 6
) 721 PP 6
@pH. SEEL. . EEDSRUREIEDHIEZE v oooveerreerre e 6
2 . RAIOHERK
()EETHEESD GEIERE D) DS BB -+ vvveervveersrreesmnteertte ettt ettt et ettt ettt 6
11 L PP 6

3 . @ﬁuw%ﬁ%{q:?lcﬁlj%ﬁilﬁ ............................................................................................. 6



4 . MR DECSZEL (WIEBILEEBIZE(L) -+ veeveerrveerreeerseeseesnseentaattente st e st e st et e st e snb e naeesateens 8
B . AT DITEEME DG D IRUE - +eeveeervrerererrreemsteettent ettt ettt 8
B . TEHHSHER - +eervverreerrererrrenee et et e e e ettt e et e e e et e et e e e e aeenaraens s
7 . BRI DTN DFETTEHER T -+ vveovveerrrerrseerrrrersrerssessttenteantteste st e sste e st e ssee s teessteesseensnesaseens 9
8 . BRI DTG RNEE S DR E e rveerreerrrrerrrerrseemteaittente st ettt et et e st e bt e et et e st e ettt et st ens 9
eI 170 7 1 = R PO 9
10 . %@ﬂﬂ ................................................................................................................................. 10

V. aEICEY 3IEHE
I - 3V L L P 11
P < 4 3 = - £ 11
3 . ERFRALAE

Q=7 1 11
(O)BETREETEERER | ZDZSMESER -+ +eervverrveerrreerseente et e sttt ettt 11
Q) ERZRAISRER © PR IHETRERER - +erveervererreerssrerseesssrestesiteestte st e stte st e et e s e e e e st e e neeenseeeeas 11
(4IREERIEHBR
1 EVE B LT TR IR IGERER -+ verveerrrerrrrerrresnseesteentte st ettt et st ettt ettt 11
D) EEBRERER -+ vvervveersreemneenmte et ettt ettt 11
L= o 5L 11
D 13111 11
CEmHIER
1) EARERT - ST ARETEE - BUEIRTSEREEIREEER o oorerrerrreerrreerrenreene e 11
DVEERME L T T EDONE LR U TSBRDIT -+ verveerrreerrrerseesseessnnasseenessnseenesnnns 11

VI, EEEIRICRIT SIER

1
2

IR [CEIESD B L MISLIT LR MIBE -+ overveererrereerre et 12
. FIEER
;2 I 4z e P 12
O L S (b B a7 TP 12

VIl. ZEMEREICEIT HIRR

1

. MPREOHE - AlEE

O A e =71 9111 = = 13
() R RS TSRS -+ vveevveervrerrreesnneenseente et e st et e sttt et et et st e bttt ettt 13
2 oo Y11= 13
QSRR IR T B IS -+ vveeveerrererseessseerseesssrentesteesttesteesttesteesstessseesseesteesseeenseesnes 14
. EYREERN S X—5
O e it TP 14
(2)}(',(2‘7/\“,(5&‘”7_-,( ...................................................................................................... 14
T T = =t R 14
()27 1) J7S5 50 R vvvennnununununututatatatatat ettt a 14

= LR P 14



G . IR eveesorrensessesonnntsossranessessansessssonstsessonnesssssansesossesnntsessennesssssanttsossesnessessenntsosssanetsossensessesaen 14
4. 5%
(1) — FRREPTIEB I -+ veeeovvvreeerormmmreessmmmeee ettt ettt ettt ettt 14
)y = AN Y -4 N 15
) = TN - PPN 15
N, o LNy - 4 - 3SR 0 RS PSRRI 15
(5)Z DA DHBEE N DFBITIE -+ vveeererrrrreesrmmmree ettt 15
5. L&
R L Tl N LGN - P PPN 15
OB CRIS T BDEEE(CYPASOZE) DI TRE-+++eerrovvreeererrrreesmmntetniitte ettt 16
B ENBBN R DITEE LU F DR -vvreeeerrrreeererrnreermmite e ettt 16
AR DIEIEDITEETGUFELER -+ +vvvveeesrrrreesrmrntee sttt ettt ettt e ettt e ettt e e sttt e et e e 16
T aw LS Ed i 1 L PPN 16
6. Bt
O 3 e R PP PPN 16
(YRR  «+vv+svesouuetsossauncrsassossasrossaunesossosnossessossessossaunssssssnstsossonetsossaunsssssnonntssssosnatsossasnassass 16
)7 311 ) S U SR R NS PSRRI 16
7 . BRFICKDIRER
()RS AT - -+« vvveeeessennnrrennnereessnnanttttt et e e e e sttt e e e e e se bbbttt e e e e e s ettt e e e e e s ettt et e e e e e saane 16
(OMIIITBITEAT - ++++++++onossosseunassessennasssssannesossonnassessossessossannessssrenntsossosnessossannssssssonntsssssasetsossannassass 16
Y =L 11187 -7 T T S 0 0 R S PSRRI 16

Vil. 221 (ERLOEEF) [CEATDIER

1. %gwgt%w}im ............................................................................................................... 17
2 . ’,—%‘EW?C%@IEEI ............................................................................................................... 17
3 . FHEE - THRICEIET BB L DR E FDIBEY -+ veervveerrrerrsrereesseesiteateestesteentasteenseesseenseennns 17
4 . m;ﬁ . m%':gﬂﬁj%ﬁmi@;i%t%@iim ........................................................................... 17
R ==t 1 a0 ) == LTt 17
6 . EEHE$H@5$%C%®EEE&UMEH§£ ................................................................................. 17
7 . 1BE{FA
(1 )1#%%%&: %G)EEHE ............................................................................................................ 18
(2)1#%51%‘\& %G)IEE ............................................................................................................ 18
8 . ElfFA
Q=25 10 =P 18
D) EATEEIWERR ETJHRRELR -+ +++vverveeerreerneenseente et ent ettt ettt ettt sttt ettt et 18
B 17D L4 LR 19
(2)IEEﬂu%fﬁﬁﬁ%ﬁﬁfg&Uﬁﬁﬁ*ﬁﬁﬁﬁﬁ—% ........................................................................ 19
OBREE. ARE. EEERUFHOGRSERAOBYERFIRET oo 19
QBT LIV — CHF T BIEERTRUSRER K - veervveevrerrerrseenteente st ettt 19
T == 11 LS 19
LI 2 T T - T L T 19



11. ,J\IJEU%/\(D;Q‘_:,__ ..................................................................................................................... 19

10 . B R TG TR T GBI e eveermre ettt st ettt 20
13 . i@%;ﬁ .............................................................................................................................. 20
14 . BALERUERRHIIEOEE (BBECEE T NEGAEEITLE) o oveerrrrrrerrrerremreeneenrenaneees 20
T 0 10 3 = G 20
LT 1 LR 20

IX. FEERPREABRICEI T BIER

. 21
2 . Bt
(1) TS RS ESRER -+ veervveerreesssrerseessseestesstteste et et e st e et e e st e st e et e e s se e e st e s s e et e e an e e s e e nes 21
O =t e T L o1
N o ke o LT 21
O ) Dy 7 =L v R P 21

X. BV LDEFEFICRT 318

I = 51| BT g o) -1 R Y]
LI L - PP f=Y)
R =) e LR Y ) 5 o= U UL f=Y-)
4 . 73%73‘%14: .............................................................................................................................. 22
TR = =18 Y]
B . [BI—HHS) « [JFNER o vveevveererermeemmee et ettt f=Y)
7 i @ngﬂgzﬂiﬁa ..................................................................................................................... 22
I Dl o | D O a et =Y
= 7= 2 T 2 | = Lt PO Y]
10. ZHEE - SHEREN. FiE - AR EENEDER AR T DL wwrerorrrerrrrremmeremmreenieeneeneans [=Y-)
11 . ﬁgﬁﬁﬁ%\ ﬁ%gﬁﬁﬁg%ﬁﬁﬂsﬁ E&U%@Wg ........................................................................ 22
12 . ﬁgﬁaﬂ&ﬁ ........................................................................................................................... 23
LT - 17 V=1 = PP o3
NI = 20T i = 3 0 R o3
LT o o o T D D5 L o3

XI. 3Z#R
1) 5 LT PP 24
I 1 ) s v XL 24

XiIl. 8EZEH
A VGO E i Tty oy LT 24

Xill. fsZ&
B D113 = L P PO 24



|. #IZ(ICET 1A

1. FERORE
AHNZ, Bl oW (SEEN) ITRHRIT TR ET (LEEDE) 2V 2A7MEO

WRAENBEICEIVRA LR T ERAE LTRAMLL., Chz [JEALEERER2
1205 B (S.605314F) | H0 X BERGEHGE L, Rl SN EHHE T 2 #HA|
[ &g Vgt o 3 2 ik (W) | Thbo

2. HmOEHNRUERAM

OAFANZFEHOERE (Y x72X 7, 4, 497, vIF AVVYY, YavFay)
ZARKOATHIHL, WHEEHBECIVRLGHRIF 2, GRIEHECKEZ ~UEHL
vy AT MBEORAERBEIC L ) FRAE LT F ZARHATH S,

QRIRE IR R, BTFOEBY TH S,
WITLR T L, Mg hend DORDE !
A, TR, 2. B O%E &



Il. RFRICET HIEHE

1. BR55%
(V&
5T Mgy o 2 WL (BRE)
@iF&
TSUMURA Tokikenchuto Extract Granules for Ethical Use
(3)BF¥RDHEE
PN WX &ty &5 o5
WimdEhg  AHIE. HALBDUERE DK T L72ARBIH W 075 Td % /N 1A 3
DOYREEMZ. SThEFRLELAZZLEZUHTAHLELZDDTH S, LI
kRl BHOBBREZUET LI 2P LS TVS,

2. —fx%&
(F= (8&iE)
e
@FR (&%)

tokikenchuto

3. BEANERHER
(%]
HBDAEREL —~EDEETRELZDOZMB L TR F ZAH/AIT, Yy 7Y 7Hk
ORF=Z7a) v, AVIVIHEOZ)FN)F UM, YavFavdiko [6]-Y 33—
HA—WVENREGH IND TOREN LT OREREZ D TITRT,

glc A = glucuronic acid

glc = glucose
glc-O,, : 0
H
—=0
COOH,.C™ Y &y
ot
glcA

paeoniflorin glycyrrhizic acid
(¥Yx2X7) (hvJw)



0}

HaCO _
:@A)‘\/\(CHQA.CHS
HO

[6]-shogaol
(YavFavy)

. PFARUSFE
FHLRw
. E2R (@RE)

B P/A%

. BARA. A, BS.
s HFs TJ-123

CE&

Al

. CASEiRE=
B P/A%



. B ICET HIEE

1. B3 OREIXS
M LEw

2. YRE(LEMME
M5 - IR
FBOOBET, FRZICBVIDH Y. BRITH L TV,
Q)BmFME
U Lhw
QMR
BRAMHEE IR ETE Rve BED720, WRIMHRE RS,
* #
—-=—=-=25T 80.7%RH

— — — 25T 61.8%RH
25C 50.8% RH

e mmm—— 25°C 29.0% RH
- T
e
.~
— .~
X 20 R
- '/
I T
4 /' P
R R
® 10 /7
Y L
0 1 1 ]
0 5 10 14
B [ (day)
I3 2R AR O WL

@Elm (PR . HR. BE=
Y Law
B EIEERREL
BYLaw
(6) 7 ECRER
AL ew
7)) ZEDMDEERIHE
Y Law

3. BUMRSOBERETICHIIDIRE.
Wtk [TIL 2. QURRME] 2S5y 22 &.]



4. BINRT OIESREERE
V. RFNCETBIEB] TR L2255 X ) % 28K o FRehE A 3 % e a2
ERCES
YXxIX 7. rAe. M FAVVY, YavFay

5. BWRS DEEE
MV. ®AIICATSIEER] CHRLZABRGFECI ) = F 2R PoMAKkLy ) -1 F
AR Tt g BB OERERD 5,
[ZVFAYF V. [Rb=7uY V]



V. RFIICEET SIER

1. HIRE
() EIRZ DR BIR U R
N
A
fty ZBw 73
SR ) PRI A 11 BRZIZBV Hw
@HBE D%
WKL DDA SO
A##E (g/mL) J A Gk g
W % A o) (B) (%)
#90.54 #70.63 %935 %955
Ny F—F 25 =12k % (25C 50%RH)
@HRIO— R
V5T, 123
@) pH. ZEEL. HE. BEEOENUREFpHEH
[ DpH]

Aim25g12K50mLZ 2 TH EEAE72WOpHIZHFIS2TH 5o

2. HFIDHER
B S GEEmD) OSE
Af75gH, FiloHGORGEEDOUB T F A3 75g2 H5HT 5o

HEeyx7Y¥7 5.0g ERGRNVAS 40g

HR71 e 4.0g HEA ¥ 2.0g

HRZ A4V 4.0g HRYav¥avy 10g
@i

WEL <. BRATTIVB 732390, BIEHT AREEET 5.

3. HEIDFERUTICHITIREM
(DA OEIR - & RIS 5 D21
TRAFIE TR PRAr Gt R
.2 ¥ ) W5 A | EfkLL
RY)ZFLYRMV | ZHil5 HE 2k L
*IHH (PRIR, BB, ARBUSIR O/l BAIERERS)




QBF DIBIOZAL (BE )

PAF T PRAE S fOR
25C 81%RH 1H | r—%v %

- 25C 62%RH 1H | r—%v %
25C 51%RH 1H | r—%v 7

25C 29%RH 7H %z f

25C 81%RH 7TH | r—%v 7

. 25C 62%RH TH | r—%v 7

S ade 25C 51%RH 10H | r—F v 7
25C 29%RH 14H | Zfb%L

DAREEIRBIZ BT B 3 2 ik o Wi ks

E

30+ —=-—=-=25C 80.7% RH
— — — 25C 61.8%RH
25C 50.8% RH
21 25°C 29.0% RH
;\E 204 ‘/_/"-
~ ‘/
] /
gg 15 /'
[o=" T
* 104/~
7
A
0 2 4 6 8 10 12 14
B A (day)
2)7 T ¥ VA S O WL i
30 * #
—-—--25C 80.7%RH
o5 — — —25C 61.8%RH

25C 50.8% RH

===-25T 29.0%RH




. Al DEES R (MIR(EFHZE L)
FMER R L

. BAY 2AHEM DD 2 IHEY)
HIZEWRY . S OFFEIXTE v

. B ER
A O E BRI E M BH OWER R Z LT IR
B, EIEREEA PR R DO RBEE S G ROWEMEZ100% & L.
KB AR [EmERERE: OSFVE) ] 12X %,
M Ry FIVE D 25g
[ 35 3 © 100rpm
BRI ¢ RS BLK
M7V F N F L EBEOFENRE

100
g 80
# 60
H
B 40

0 ] ] ]
0 20 40 60

TSHEFE (min)

@ F =71 vORBIHZEE)

100

O ] ] ]
0 20 40 60

BHEFE (min)



7. REIPOBEZIRT OEERERE
P2 &7 4

WEsu< b5 74 —=12&k) [Yx 22X 7] HROARY P Z2MHRT 5,
@74

MErsux b5 74 =12k [Ffe] HERDARY b 2#HRT 5
B b

WEza< 7741280 [ Mo F*] HROAKRY 2T 5,
DH I

WEa< b5 742D [HrVy ] HEDXAEY b 2ERT 5,
G)rYavFavw

WEra< bS5 74—k [YavFay] HEDZAKRY P2#EET S,

8. RAIPOBIRST DEEE

kT s ) — VT F
A EETh s F 2B EHEOT Y 7 —)L (995) WEKSOEZHIRT 5 REBETH 5.
BTy —)L (995)
BofE W HAERY., R [EERBE o FAEROH [2—F VT F X

P CHET S,

@QZVFNYF B
REPIZEINE AV Y ] HROTYVFV)F VBE, Hkru~ 757 1 =12k
DERT S,

BRF=7m1) v
AEPICEEIND [Yx 22X 7] HkoxRF=70) V%, Hkru~ 7957 1 =12k D
EET bo

9. BROME
TIAF v 7R R FL Y - RKYy7aL vy -Ffuav
7V I B ATV RKY)ZFLY - Ry FLUFL 7Y L— )
7 NV I RITFTVIF - -RKYZFLY - KRKYZFLYFLTZFL—F



10. Zofth
(DB B2

AR BRI ARG T . ZEWEHO IR RS ORAEY AR e B | (SRR
[ I 106 41 ) D B 22 I LS5 B AR Rl ] b TREDT GRARMERG) | I2#5 5,
FEmAEWIZE LTI, WEICTHIRIN TS RIBRIZMA . HAERY . #BAWRRE
BRI DR S N TV AV ER T EREL TV 5,

H H A B Vil S RR 2 il
T 3 103CFU/g
% R S A A B P
%
o "
Bx oS | 10cCFU/g
wmOE W K PF
HASE R . APy BREE
e REBRPEICHET 5,
£ 1 K Wi L] D
%
H
W
AXlw v = 2 3 B
K
CFU : Colony Forming Unit
QTR R

LIRS, BAIh o REWEEITTE O FZNB 2R T,
Na KO M X IR, 2N DINIFHER G T 7 X~ Rk T 7213 5H &

7T ARG I TEML 72
T # Na K Ca Mg P Fe Al Zn I
—H®FR | 93 | 593 | 52 | 81 | 101 | 03 | 06 | 0.04 | 0001
(mg)
g

010 | 152 | 026 | 067 | 098 | 001 | 0.07 | 0.001 |0.00001
(mEq)

- 10 -



V. JBEICRATSIEB

1. ZHEEX ISR

WITLR T, M F Shiwnd DDROHE -

HEE. TR, B, BUILO%E A

(%]

HBEE RO TLAZAT, EH LRI, BEEAR, FROBAMRH Y. THEER
ED A ERZDLEEITH VS,
DYESF L, F 2 & 205 Y a
WA KEG T, WM OMEEHAEA L T BE5E
HEL LT, RREREROBAICHONS

2. RENURE

WA, WAIH75g%22~3MI25# L, AR I EMICRORE T 5, 2B, Eikh. ARE,
JERIC X D B EHIRT 5o

3. ERPRAUE
(1) BRPRANER
BMFORE L
QRFREIZHE | BEMHR
BMTOR T L
R | FIRRISRRHR
BMTOR L
(@)IREEETER
)RR LT AR RIS
BMFORE L
) HAREAER
BMTORE L
TS MR
BMTORE L
NEE - BB
BMTORTE L
(O HRIER
1) R - I FIRATE - SIS IR
BMTORE L
2FRERM & UTRIEFEONE R SR L IR OBE
BMFORE L

- 11 -



VI. EHEIRICET IEH

1. FEFNICAESHLEYRIILS1)E
(%]
M. 3. \HERAXETRER] 22552 L,

2. EIBfER
(){ERBERIL - 1ERAEF
M ER L
QFEM =TT D HERRIR
AMEF R L

- 12 -



VIl. EWEREICEST HIEHE

1. MPREOHE - AlEE
()iaR LB mPRE

B LR L

QEEMFREEEERRE
. @EEAETCOMPRE] 22W3T5Z &L,

QEFEAHECOMAEE
(B#E] ZVFNVLF VB
N2 H ¥ I F ZRA (v T F ZABEMN0.63g % &) & BRI
HL72BomERIIBWT, 7V FVYF Uy BRORBYWTHL7)F VL F VBRI TRIO

IR LAY .

1000 p=
3
£
>
< 100}
i
au
i
AY
LN
2 10 |
N
o
2
#+

0 12 24 36
B B (h)
[P+ BEHE R 75, HPLCIZ X 0 #il5E]
TVFNLUF VBORYEERN ST XA —F
tmax ) ConaxV t1,) | AUCO-lim)" | WOl R | % 5 g‘fﬁ‘%‘%n ;}‘j@,‘ggn Ig}g'%;%_'m
(h) (ng/mL) (h) (ng-h/mL) (h-1) (h-1) (L) (mL/min) | (%)
128579 | 2280+10579 | 74+2.7% | 32489+1146.09 | 0.812+1.4179 | 0.096%0.0399 | 1195+80.69 | 154.6+39.19 | >999

SEfE £ BEHEfRZE a)n=12, b)n=9, ¢)n=11
*TUFNVYF UERE L T602mg. 7Y FNLF YRICHE T S L344me A

- 13 -



2

4.

[(Z%] WRAERTORRR DD F v MBI 5 WH)E

DRA=7a) Y (T x 27X 7 DRG)?

1000 —— ~4=70Y> 0.5mg/kg
’g —F ~#=70U> 2mg/kg
> —A— ~XAZ=70YU> 5mg/kg
£ 100
i
£
AN
>
o 10
[
1
¢
5 1
&
g

01 » I » »
0 60 120 180 240
B B (min)

Sy MY ZX7DORGRF=70) Uk
OG- LzBofiEhxr = 7oy ViREfER
DERE + B s n=5 EIA 2 & O &)

@HSBIERZERIRT 2MARE

D6]-Ya—HF+—N(TarFavoly)?

20
—-"“C-[6]->3—#H#+—J 3mg/kg
—-@-"“C-[6]->3—#H+—J 10mg/kg

16 —&—“C-[6]- 2 —#7—JL 30mg/kg

12

MmigEPREIEERE (H9eq./mL)

et

12 48

16
B @ (h)

0 4 8 20 24

FyMZ¥avFavORHUC-[6]-va—FFt—
ZRRBE . U 72 B o M35 i JBC ) B 35 B i A2

ES Al = BEHEAR 75, n=3,4C-[6]— Y a—AF — Vi
RGP A ]

LR L

. BYRERNINS A—5
(1) IRUEE EEL

. QE@EERAETOMHTEE] 22H3T 52 L,
@QINAATRASEUF o«

M. QEEAETOMHREE] 22HT 52 L,
@HKIREEL

1. QEERETOMHEE] 22W3 252 L,
@WoOUFPSUR

1. QE@EERAETOMHEE] 22W3T 52 L,
G)amEE

. QEFEHAETOMHRE] 22H3252 L,
(6)MIRERRESER

M. QE@EERAETOMHEE] 22W3252 L,

. TRIR
BALRE L

5315
Ol g e L
BRI L

- 14 -



@RBIR~NDBITHE
MR L

@A AP NDOBITHE
MMERR L

@BERN DT
EMERR L

(5)Z DIt DFEBDOITIE
MM ER R L

5. X
(DI CEHEBLR: UM SRR
(%]
De MERNMREICE S Y ¥ 72X 7 0n~t =70 OB (in vitro) V?

_ ,OH
N F o AN
glc-Ow.. -gle HO-.. \J H-O4,
H —_— H —_— CHO
Bz-O-H2C N0 Bz-O-H2C iNO Bz-O-H2C o
OH @H H+,J
paeoniflorin { Bz
H H
>\O >\O - OH
©) \""“ O, \ ..... o) Z
+2H
HO™ R1 — HO™ —
R2 O O e}
paeonimetabolin | CHO
R1=H, R2=CH3
R1=CHg, R2=H +2H
_ ,OH _ ,OH :
N4 o A o "
+2H
OH — OH —
H+
O (e} 0]
- CH,OH
paeonimetabolin Il L

glc=glucose

Bz={_)—co-

2t MENMEICX 2 H YOG F VY F OB (in vitro)?

., COOH _ ,COOH
~/ 54

glc A-glc A -~

glycyrrhizic acid glycyrrhetic acid

glc A=glucuronic acid

- 15 =




3)7 v MG EIFICBT B Y 3y F a7 O [6]-7 3 — I F — v OREHHRERS (in vitro) ¥

I I
CH,CH,CCH=CH(CH,),CH5 CH,CH,CCH,CH,(CH,),CHg
OCH,4 OCHg
OH OH
shogaol
OH OH

| |
CHy, CH,CHCH=CH(CH,),CHj CH,CH,CHCH,CH,(CH,),CH,

_ >

OCH, OCH,
OH OH

OHBICHST3ME (CYPAS0%) OHTHE
B L
EBENROERRUZ O
BRI L
WRBYOFMOERRULE
BALRE L
SEMBOREIR) (5 X —5
BRI L

6. HEit
(B BRI
MMERR L
@Bkt
MM EREL
@FEMHERE
M ERR L

7. BERFICKDRER
(ESBEEMT
MM EREL
@MAET
MER R L
QEEMRER
MMERR L

- 16 -



Vil. 224 (EALOFEESE) [CBIYDIER

1. EERBSEZDER
Bz L

2. BB L ZDIEHR
T2 L

a5

3. 38k - HIRICEHET B EALDEREZDIER
[V. ;BEICRETHIEE] 22+ 52 L,

4. % - REICEAET SERALOFREEZDIERH
[V. ‘BEICETSIER] 22Hd5 2L,

5. BEERSABLZOER

EERS (ROFBEICIEEICKRSITDIIL)
(DFE L BB o RS 2 BE [AHRAR. BElAPE b, TRHESRH bbb BLThd

Hbo ]
Q) EHAR, i, WHEodh 2B [ThoORPEATE2BZM0H 5, ]
[PH]

AN P FBEERTVE 20, FELL BHOEE 2 BFITRET 5 & SRR,
BHAPE,. Bo. TRHERDODLDNEZBZENR D DI0 | Ll L7,

QOAFANIZ P EFREETR TR L7720, BEFRAER. Bl Whod s BFIkRE5T5L 2
O DIERDPEALT 2 BENDDH Y. iR L7,

6. EELEANIREZDEANUNETTE

(DAFOBHIZH 725 Tk, BEOIE (KE - HER) 2ZEL TG TH2 L, &b, #&
W2 HITBIE L, SER - T ROYED D LN WIEEITE. #bix G e &,

@AFFNZZEA Yo HREENRTVLOT, MiFH Y 7 MERCMEMEFIC R, BE
MRD LN GEIEG 2T 52 L,

GMbDH ) BHNFEZ T 2553, SALEEOREFIER TS Lo

Bzl

(DEBRHEFRADOLY ~EOBEEHZX 5720, EHEFDOZEZ T 2HZR L THHT
bRxEWL 7,

@AYV TIFELOUFITREERTWE D, BRI VRTAENZED Sbhes
K BAHDTHRL 7=

(BB A % B 3 20561203 BERAERORIMMAKWEETH 57207 L 72,

- 17 -



7. tHE{EA

WHAZRREZDEH
iz L
QHAFEELZDIER
| EEEE (BRICERTRCE)
H 5% ERAREAR - 4508 5 ik B - kR
(D) A ¥ 7 &4 A BT NVERATFRVERD OD | 70 F V) F U BRIGRME
Q)Z7VFN)FVBET | W3 b, £72. KAV | TOA ) 7 APEAENER
ZOWKEEAHTHEA | 7 AMIEORRE LT, I | B3H D720, MiFEAHY 74
NF=DHobhR T %5, [HOKTHRESNEZ L
( TERZEWEH] OEHBH) | 8Ezxbhb,

[P ]
JEAEBEBRE XD @S N BALG3E2H ISHMN I8y [ 7)) F V) F VY IREZ &
AT BEEMOIY P IZOWT] 1I2HEOE, LELOFHEREZ LKL 720

8. EIfFA
(WEWERDEIR

AFN AL SR A F O RIE I FEBUHBE D E 2 2 A Z FEML TV, FEBUH
JERIAWTH 5o

DEXFENER EHIERK

DBZIVRRAFOVEE KA ) ¥ AliE, ME LS. F MY YA - REORHE. 7,
REIMEDBT NV FAT B VERD LIS LRHLHOT, Bl (iFEH ) 7 4
OWEE) % +aI1cfrv. BREFED ShALEICEESZHIEL. AV Y2450
PGSO HRMEEZITH Lo

DZANF— KA 7 AMFEDKREE LTI FNRNF—HODbNDLIENHLDT,
Bigt e AT, B DB - R O FUE AN S M AT G 2
L. 2V Y AF ORGSO Y R 0EEZTH 2 &,

[(Fid] (1)2) )

JEAELREHERE X @MSNBR534E2H ISHA SR HELRS [V F V) F VS %2 &
AT HEEHOPYFIZOWT] 12HDE, FRloRfEM 25k L 72,

(AL 5 3]

JEHIIC 33 G- HIEIC X D8G5 %25 G A ) 7 2MEQIEMHB TV FATa Y - L=
YISO ZIT . BTV R AT a VHEECHE SN2 RA R EIROMFER R X
DY) REHEATO Lo

KA ) 7 A MAEISH LCTid, A Y 7 AFI ORI X ) BFE N T ¥ 2A0@E IR L& 179 V2,

- 18 —



2)ZDithDEIVER

BUE A ]

WO ET | FB. FER. RIES

oAt & | BEFCRIR. BEABUR, B, TR

1) 2D L) BRIERYD SbhE Ik E2HET562 &,

BBIRE
(¥ ]
AHANZ T A e BRFTEFNR TV L7720, 5. R, MESOMRBIERTD bbhdBZh
B, Fha, KRN L B L BDbI L MBOERDICH - R THE IR TS,
NSOz, FRORWEN %2R L 72,
(AL 5 3]
BRI IE B G IC TS #B T 525 BEISS U THE R I VA - A7 a4 FAI L5
DY) R WE ZFTH T &,
Hiks
(B 1]
AANZR Py FBEFENRTVE 20, BERAIER, BEHAPUR, Bl PRSFEOHLIHER
BdhHObhdBENDH YYD FELORWEM Z ik L 72,
(AL 5 3]
JFHI I Z B G-Ik X D 3 525, WIBIZID U Tl ZLEZITH) 2 &,
(2)IEEREERRIEE N UEFRREERE —&
HMERR L
QEREE. GHE. EEENMUFNOEESFERADEERRIEE
HAYER R L
(47 LIVF—CH T HERNUMRERE
8. BWEA (VEWWERODHIE 2)Z0MDOEIER BEUE] 22352 L,

. EEENDRS

— BRI E TIIAEEREME T LTV A TRET AL EREET A &,

[PHH]
PRASEAN THA SRR 30D [ Wl ~OH G IS 2 ERHEEGR O EOEZOGR
BIZOWT] RO E LR EoEEZRRL 72,

. Em. ER. ARSI DRSS

R OP G 2 REMEIZE VL L T RO T, i UERL TV 2O H 5
I, B LA RS ERER LRl S LW SN EGEICOREES T L,

. INBEEADRS

AR 2RI LT, R 2]

- 19 -



12.

13.

14 .

15.

16 .

o

ERAREERICRIETRE

MEFRL

'i\{l‘b

BERS
EUER L

BRAERUEARZMGFOER (BFEFICBREINELERFEF)

GEA EoikE)

(Z#]

AR OB IZH o> Tk, V. JBEICEATDIER] o [HA AL ETW [VI. 22t
(ERLOEEFH) ICEATDIER 5. 8ERSATETOEH] 22Hy22 L,

(EAZLNREDTERE)

RANIWIBVEATH DT, 75 ¥ VIREDTBEO 2 waa g cillAl L&,
BRICH D oW THAERET 2 BEBIEZ 52 &,

(%]

AP OKGBTBU LR o728, r—F v 7 - BOSOBRERI LTV, 75
VUM LESER. Fr v 2N EOC S — VR R G OBHEED BWERICA
Ny Lo #EZ LT, BEFHEEZ ST, 22 _LBROVEVELWE A4S %,
ZOBE. HaOPIERAE AND DT L,

ZDMDEE
Bz L

ZDfth
iz L

- 20 -



IX. FEERAREBRICRE T HIRE

1. —HxEEE

BMERE L
2. 5%
(1) B[O SEERER Y
Bl e | MR LDso (g/kg)
HE >15
ICRR~ ™ A e m ST
Wistarzovh| #8171 ﬁ ;g
@ REKRSE AR
BMERE L
() ENEFRLESEHER
HUERZL
4)Z Dt DYFHEHE
S

M 2 H v 5 BURRRERRBICB VT, BEFRRERFRTE RO b hkd o7,

- 21 -



X. BV EDFEFICET SHIER

1. BB EFRHAR
IR - &d SMEICIOR (B4)
BRI 22 PR R IC RO ¢ (H )

2. BTE - (RTERMF
HoOWHZRO720, TEAZFRAZ ST, HEFHEOH 520 LWITIZRE S S
Nl

3. EAERWLLEDFER
WS 720, BIERERFICRAE ST, BT % EHHRWICERT 2 L,

4. RSV
BrlizZe L

5. &K
500g. 2.5g %421, 2.5g %1891

6. E—m% - FME
[ — 45 43
mL

7. EFSEEFAB
WAI614E3HOH  (BRUGEAGEAEH H 2 FBGEAEEAH 2§ 5)

8. & - WAESRFAARUERES
6143 5H

(61AM) 1126

9. EMEZENSFRH
IEHAI614E10 H30H

10. &€ - HREN. FiE - AEXTEENEFEOFEABNUZDOAE
Y Len

11. BEEER. BiHEERLXRERABNUZOAT
EEARAR

- 22 -



12.

13.

14 .

15.

BETHR
M LEw

RERSOEE
SN P 5- W D W R 2 520F 2w

EEHBERMBERERERI— K

5200109D1028

Rb=falt EDFE
Bz L

— 93 —



XI. 3Z#R

1. SIFAE

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)

B &Y & 5 SR

Ishida, S. et al. Chem. Pharm. Bull. 1988, 36 (1), p.440.

Takeda, S. et al. J. Pharm. Pharmacol. 1995, 47 (12), p.1036.

Asami, A. et al. J. Nat. Med. 2010, 64 (3), p.281.

Hattori, M. et al. Chem. Pharm. Bull. 1985, 33(9), p.3838.

Shu, Y. Z. et al. Chem. Pharm. Bull. 1987, 35(9), p.3726.

Hattori, M. et al. Planta Med. 1983, 48, p.38.

Surh, Y. J. et al. Res. Commun. Chem. Pathol. Pharmacol. 1994, 84 (1), p.53.
H AR Rl 2. B55 6#E O ABC. EREFE, 1992, p.14.

i . hEREE S 0 Y 75 4 X, 1990, p.125.

HWZA TF Al ERRKEME. 1985, 4(2), p.184.

BAIEZ - Mo, FIBELR A REE. 1991, 8(1), p.1.

MAHFR R - . BRIREE D720 D5 [FEBEM]. 7V ¥ + 7 7 ¥ —, 1989, p.30.
AR, KPR M i 1984, (6), p.l.

H AR B A SRR RO SR 25 B 2. B ARG 2 4fERE. 1988, 38(3), p.191.
AHGERE - i P55 1993, 12(7), p.18.

A EZ. HASKA 2 4ERE. 1982, 34(8), p.727.

&ty 2 5 B F

Katami, M. et al. Environ. Mutagen Res. 2002, 24, p.1.

2. ZODSEM

2zl
XiIl. 2EE&R
FIFHETOFETERNR

202141 HBME, SETIZFRER S Tu v,

Xll. &%

— 24 -



	表紙
	目次
	I．概要に関する項目
	II．名称に関する項目
	III．有効成分に関する項目
	IV．製剤に関する項目
	V．治療に関する項目
	VI．薬効薬理に関する項目
	VII．薬物動態に関する項目
	VIII．安全性（使用上の注意等）に関する項目
	IX．非臨床試験に関する項目
	X．取扱い上の注意等に関する項目
	XI．文献
	XII．参考資料
	XIII．備考



