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A Historical Review on International Conference on Harmonisation of Technical Requirements
for Registration of Pharmaceuticals for Human Use (ICH) and Internationalization of Japan’s
New Drugs Development and Regulation®'

Tatsuo Kurokawa™
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(5) ICH o4 #fig sz & 55 1 [0l ICH

FHREO LD IFPMA %°5, ICH (International Conference on Harmonisation of Technical Requirements for Reg-
istration of Pharmaceuticals for Human Use) &9 ZFAEF S, HHE N2 L2k 5.
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Summary

In Japan, there are about 250 Yakushi Buddha (i.e., Buddha of Healing) statues in Buddhist temples. They
are listed as Important Cultural Properties and 14 of them are National Treasures. Belief in Yakushi Buddha
was especially prevalent from the 7th to the 13th centuries in Japan. The oldest wooden Yakushi Buddha
statue is in Horin-ji Temple in Nara. Among the approximately 250 Yakushi Buddha statues, about 200 have
medicinal containers—or rarely, a bowl-in the palm of the left hand. However, these medicinal containers are
wooden blocks.

Very recently, it was found that the Yakushi Buddha statue in the Suho-Kokubun-ji Temple in Yamaguchi
Prefecture, Japan has a medicinal container in the palm of his left hand, in which an offering (ie., 220g of
materials) was found. The date on the reverse side of the lid places the offering at October 12, 1699. The
offering is composed of five cereals (rice, barley, wheat, soybean and azuki bean), five medicinal plants (Acor:
graminet, Acori calami, Ginseng, Flos carvophylli and Lignum santali albi) and six minerals (rock crystals,
purple and blue lead glass, CaCOjs particles, and silver and golden foils).

Recently, the pharmacy educational program was extended from four to six years in order to meet clinical
pharmacy requirements for patients. From studying the Buddha of Healing and its medicinal container
described above, the author suggests that, in addition to pharmaceutical bioscience, philosophical concept be
studied as part of the history of pharmacy in the future.
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Tl M, —EF 23 | 2V 2 b L7 R T LR -
BMOKEE20u L FOR O | K
FIZTARA Tl B, —EF o3
BKES20u DT oo
ICTARA
GIES
Bl T ORVE N IZBWIEHR < B A
FEROM W, DT [ RIAH L, A —ThL Mz <, A4 —TAhL
VR EAUS FEUS
R (8 5 —) TARA TARA

T, any, M JERE
kA
WEDD 2 EZE O, BT
MR HEDO L) b o, A
Fillli)

T, vy,
WEDD 2 EEOET, BT
MR NED XD b o,
Hllf

7% 8 B A THEE D JE Vit
DT REIZTEATIY
TARAED %\ ZA
SAEEANY Y LB E N
TR LRW
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(17—t 5%)
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R ORE
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]
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BUIFAT7 L) T HROBUE - BlERE

DAB7 EAST 1964

DAB7 WEST 1968 DAB8 WEST 1978

DAB9 WEST 1986 DAB10 1991

Baldrian

Baldrianwurzel

Baldrianwurzel

Valeriana officinalis L. DR ERENSE SN D,

Valeriana officinalis Linné O b A% % #o5: S &
72bD

Valeriana officinalis L.s] DM T 2
A0C LT CHzle, M, R, WEELY 25,

BoA# Bem DR S, K 3em DS
N

T OB SRR, 2

RAB B 7213 HH o

M~ M, RO~ 0
FHMINZ R REIK, £& 5cm, K& 2~3cm
HEWTE B 22 BEAR, R4S, B
HEE RO LB, MR BSOS

72 F T~ EIKE~PH W0
PRy

F&50mm LT, E££30mm
MW B, 22 & B

KEFK 3mm, #EIZT T, bHN
REWITE - O LR
Wt ¥ 7213 we e

£&15~20cm, K% 2~3mm
e ~H#ig M, Heb
REWTET /N S, B

FIZMEE, EE1~3mm, ESEEVWLIOT
100mm DLk, fidmEL ZIZF LT
#oo Hn

EE®A 10cm, 1K 5mm, #lidd <, fiEiZ L,
A ~Kitet

W2 WHEKE
ED O A

i 20~50 mm

anvz

R -Fefilie AR kE

PR -HER R - AL ISR OB (b L <
Zeili) A

B O FANE, Hi-M2 VR FDOTARA

SMUREE: a7 L L 728l (K A3 a v 7 g
BB -CARA, FAN BE-FAE

WE an 74k, RELL 72l

MEAE AR, HAE, AN

=S 5 ) NS & 1) )

=R OMEO%EETY

MWD A7 i 2
i EEe anvskE

i~ ZE{

FEAMNL, K THIk O (BEix a2 4b)
IR -FAE NI

ALOHEHEET - OIS IR OB A
BB OFAN, Bl-H2RFOTARA

KB BT MO

A pIg

sl

Bl

SAUE, B MEEOBE, BoORME W

HEERDTARAKL
ER . SNAAVINE A

eI FRz-av 7 b L 72/ Sl
LRz -V 7 AL L 72K & Wl - A
PR fE- v 7 4k, Rk
FHfa-TARARLT
Bk ERJE, EfE5~15um
BEMR  HARK 125 2~6 O &1k
AR A 20 um
A

A

MERA, B

2B WIS EE Y

i RN 12 B W

R <, ALFne

T, BRICBTWT, LGB

BV R, £ HER RICRT
L. BRIERMETH WD, TORITAINAS, T —TR
R

WtE i, M, EE0—
A VKFDOTARA, Al

W, REORRWH, RoOKE

HEB L O TR0 &8, 4 OB RO
FARE D —E, HFEEE O AR
KOIROEE B X OFHlLo—#R

TABSARS TR IR

AL, HARFEZZIZEE

AT A A LTS

LA, L, Bt~

HELDDE K A5 2RO—E, -1 PVIEBE T,
EamIZEREEY o

ESIESI R o 72 BEDO—EE

B

TARA L GO FTARBEO W
OB E ST, NI NT IR o 72 aM
o, S MR, NI NTIIho2RE, T
74 L 72 Rk O W

HEou~ N7 74—
RVEO RIE 0.67~0.76
Rt F 72 I H R OB
RxfE  090~10

FRIOWAMBES (2R

Truu Xy XY & 98%ERE 1 25%1f
M=1:10RAHEREDEM
PO — T 12 S

IEE L RIS WK 20%
IEFEEIC X 2750 &K 30%

OB~ 7774 —
K4 © Valerenic acid, Valtrate,
isovaltrate, acetoxy valerenic acid
@it o &A=

MR L7243 (250) 200g
100~105C THzl S & 7255
AL 75 mg (15.0%)

®KA12%  #45 ORI A 150%
(DIERRAEIEIR Y R 7.0%
B85 EM200g MWK L7z WA L7243 (500) 250¢g

% 0.5ml/100g

% 05% (v/m)

SeERWITH L
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Lo L#EB s u< b 797 412X 82RO
SENE e o 722,

P K4 CTHIfTo DAB9 (1986) 2251, 7L 75
OfEERE (FA—MERlE) L LT, 2ovrnuxsy vi2k
DR & 98 % HEME 1 25% k=1 1 DREHE DR
B Os (Flc2f) Bk sz, 2nigy L) 7RI
DWW, kDS OMPEIREOMIZ, FOEHE KT D
LFEMHE IO VR BT LT, ZOHE - [FE
%95 L) ALFNEEN b s b DTH Y, &
DFEREEEI R L o2 RIEL TS, F/-

ol

WiEEREE LT, OB ru~ NI 74012k
FROEA G OB E S, T2 L - THhei

SNA A & LTIE, Valerenic acid, Valtrate, isovaltrate,
acetoxy valerenic acid & &7z, THIUIIH N1 D DAB7
(1964) Ly dFEBRBEIMELZdDEF 2 L), Ol
whosgHEEL LT, TV THR00mgdLy ) —)L
Y % 100~105T H2 )k S & 725 W 13 K 75 mg (&
R15% LA L) EHE SN ONERDIKIFIZDO VT,

WBAEEIR S, WK 70%, BRFRIEALIK, K 15% &
SES NI, O &) HlEERER - IS DR, YUET,

O SEHE LR IEHEL L2 5127 L) 7T RICE
iﬂ%ﬁﬂ@%iﬁ%ﬁ%tuﬁ%éﬂ ZOE A
R 05% (v/m) EBEE NP ZOHMDO MIZEED
F A 3, die Masse DIETH 5. 2D L9 12 DABI (1986)
TiE, TN COMYFNFEEE EhE LT LY 7R
OFEHIFAEZZ OREPLFIPE R DV 7o f5E - MR
BR, & OICEABMOEREREEAIND Y, T ~itdE S
HZOMBIEEMELZDDE RS2,

1989 £ D K A 7 @ B % — 1% 12
(1991) TO T L) 7 FROBME - SEREONE I
O FA v » DAB9 (1986) & [i—TdH-72". ZhLlE
X DAB O %412k, 7L ) 7 FROPERIE AR o 7.
FThbb L YTIE, 7L T7FHRIZOVTIE, EP 0%
SEBHET LR o7

25 & 7172 DABLO

4. DAB3 (1890) BB LU DAB6 (1926) M7 L U7+
RO - HEEERERD USP, BP, JP & O3t
HicoWT

DAB3 (1890) 3 £ U DAB6 (1926) @7 L ) 7 F MO ¥
# - BRE"™ L 2 [4ERO USP, BP, JP & OXfHic
DWTIE, #£2, 3ITRLATY,

DAB3 (1890) & U"DAB6 (1926) & Zh 5 & [A4EA
» USP*#, BP##, TP* % L o KEFERHIZR S iy

L) 7 RO - ABREONEIZE, MEENRSND
75, WIRB X OCBEMEE TR S N, BLUR
WV, R EOEREIE, S SRS R EOSEIFEEIC L
Tw/zZ e, s sns:.

5. DABY9 (1986) & KLU DABIO (1991) OT7L U7
FTROBIE - HBREERFNRDEP, BP &EDXfLE
2V T

DAB9 (1986) 3 & O°DABIO (1991) » 7 L 1) 7 F 1R
DI - REEFEDP L FERO EP, BP £ O3 HIZOWT
d, FAITRLEE,

DAB9 (1986) 3 £ OF DABI0 (1991) & [F4E %o 3
#5770 BP1988™, BP1993*, EP3.0 (1997)® X #f i LT
HbHE, TL)THROBE - BEBREOWNEIIIEA EEE
LCw7z, BP Ti, BP1980 127 L 1) 7 F AT H IR &
N2 THhe, ZoB - RERBIL EP ICHERL THES L
72, ZOMEO—F»5, DAB9 (1986) TOT LY T F
WoBH - Bl EPICHILL THE - EShz 2
EWER A, ZHIELEE, ECMBEOWE FA Y 2EP ©
AN L T /220 Th 5.

6. DAB6 (1926) (CYRXE D Oleum Valerianae 7 L 1J
TFHA A (KRFBERERH) (CDOWT

1) DAB6 (1926) ko Oleum Valerianae 7 L) 7
F AN

DAB6 (1926) 12i&, 7 L) 7 HARO B SH L LT,
Oleum Valerianae 7 L) 7+ 4 A VOW#ED H L. £ D
JERL D FLIEIL Valeriana officinalis Linné, var. angustifolia
Miquel DROFEH L FRBMEN TV 2T, T2abbZOR
BOREFIENA Y 2 EDOBMEDT L) 7 FRTIE %<
ARIBE DA SIS 7 a vy, FHERTHDL L EZRER
LTWwa., ZofEE LT, #a~4E, 2% iRt
Bt ([al,?" = —20°~ —35°) OWAT, Tk LY
T FHMEEO RN L WIRAT 5. L 0955~0999, FR1L
196 LT, T A7 WAb$926~1375 L HmE sz &
L THALE B L O 27 WAL e e 5 720 DR S Bl
SEENTY.

—75, THEFFARFETTRA SN2 ]P V (1932)
DIEKRBERER RS HUEHASER S (1949) OFEMRIC
& Th 7 avy, @ERIIEEmS~6% e/ L, €0
RAIAMERET L) TR E DA IS . Tl DAB
121%, Oleum Valerianae & L CHRH N TWw 5. -—DAB
ORI OILE d 0955~0999, WfL% 196, = ATV
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7 2 DAB3 (1890) Wik 7 L) 7 Fio#ik & USP VII (1890), BP1885, JP I (1886) & ottt

USP VII 1890

BP1885

JP 11886

DAB3 1890

e JE Valeriana officinalis Linné @ | Valeriana officinalis Linné @ | Valeriana officinalis Linné Vallerian officinalis
UitE R e} HEJE L 7oARZE LR
JEIR | RZE | S 2~4cm, K& 1~2cm |5V, HIL & 4em, K& 2cm KRS 2ecm LT, £&4cm
B, B~EOD 0o 74 | B WH ) o 70250 [ERYA
| 2%, MidTdAw, B | TR BRI 3~4140F %%, #f, K& 2mm KK 2mm, £& 2dm Dk
28, M Th A\, REL IR~ Tt
A Lo WM, AKE, R
SR | A | RO R WV, R, AN szl R, TR
MR RERER, W» KBEE AP B, DT Il | bR, FEHER FERER, DT
¥ 3 DAB6 (1926) YW#o 7 L) 7 FIRO#ME & USP X (1926), BP1932, JP V (1932) & oktit
USP X 1926 BP1932 JP V 1932 DABG6 1926
IR Valeriana officinalis Linné @ | FIZIUEE L Tzl L 72 Valeriana officinalis Linné W, BEZEE—HICERS
IR L 7oARZEEMR I ) % Valeriana officinalis Linné @ | var. latifolia Miquel D2 % | &7 Valeriana officinalis Linné
WMELBIVES RERICHEERE L7250 D
IR | RZ | EA7, £ 2~4cm, EE 1~ | B, £ 2~4cm F&# 15em, EfE1lcm B, X 5cm BLF, K& 2~
2cm WAL DIh o T, NS | KT 3cem, BRI, ASHHEZ IR
WD) /O~ | o3 W5 o~ g
W |28 MidThrn MTLAHY, £EX2~10cm | H&3mm, £ 1dm IRIZZ O RV 2~3mm
DOKE, HEFRD b A\
W8 o~ s 1g
S | B4 | Valerenic acid @& il < HFA I il < AE
| R, BBV (S | 2R, Bl DI | b W Ay —ThLEw
W T
gk M| MEERE Al NEOREVHINE #HIWMEH | T REAE I Rz, HMEETR, BRI
_ ] BEEHOLMNE TASAR | KRSVl
NEOFHE TARAK |V EARBIOFTHME 8o | ER FEMER e AT | s b%iﬁ%%ﬁﬁ\, TR AL/
TAXR S
AL FIAEDOARE
)V 7 AL L 72 B T AR e —
bRl
FHfE—TCA R AR
R FEEE DFHKE T AR AR | AR wi—A Al
Ho— 2~4 HEE RO
DBA FAla—ME, —EFI3H
NE oMl M ES ¥, KE& 20ugllFoT
YIB Y A
JK 53 BRI 10% VLT 10% LT 6% LT 15% LA
HHEEY) | 5%LT 5%LLT

1650 92.9~1375] &\ ) WEDR#A D Y, 41D DAB6
(1926) T® Oleum Valerianae DIRFAE R & GF L Tz,
2) DAB6 (1926) J{#® Oleum Valerianae 7 L 1) 7 7
T AN DTSR
DAB6 (1926) IU# ® Oleum Valerianae 7 L' V) 7 F %
A NVDOERIZIL, ZDFEBOREFIIEMNED T L) 7 F11
TWE%L, KBoH 2 avy, FHERPLENLLF AV E
A, WONET L) 7RSS
BENDLA AN mE LT GRS A TEBLT,
THUIHAT, ECTHRMT, [ UAMifEZE b DARFEDH

REELH &AL T b,

FMPHHASIN T L7720 Th 5. BRHNED L) 7+l
SENL A A VITEMETE OB EN DT %720, K
FERRRHIZICHCS 2 & ) A A Va2 B 2 LIdEE L v,

bbb ZOMBIIARF TS, WINT S, KAERARIZ L -
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T, RIFEFERDS T A V2K 8% T 2 2 &A5T
ELN, WINET L) 7 FRTIE, 1% LdZENUT
Thb. FIMEMEMIFEO~FET, MEROMRET,
B2 R+ 5. HEIX15T/15C T 0960~1.004,
DAB T, 20C/4C RO BRFHE % 0.955~0999 & LT 5.
fettid e, [alp—23°~ —34.30°, Belfk) & I FFAEL,



# 4 DAB9 (1986) # X O*DABI0 (1991) Wik LY 7 o

BP1980
4R Valerian
)5 Valeriana officinalis Lsl DM T DLE L ) o> T 5.
WE, R, APbOrz&HEATWYS, 40C LT OIRE Tzl
TEF
SIS AN B3y, $iv, Valericacid &7 > 77— T n» 5.
'S
K IR [itE 2 NR=T 2~ KB 5 7255
7o F T~ FIRER
£ 5em, B 3em Pk
it MAER RELFE LA
EE1~3mm 4 10cm Dk
L AT
= WAN— D a
ARk (SR i! REWIT v 27 b L7/ S BRI, A -1~2 k8
)V 7 AL L 72K & WA R 56 1 O o) /N
MO -3V 74, 2~4 B ORHG % & A 7RI
WO -C A S AN HURL L B, H4E 5~15um
By 0 2~6 OHkL, EE 20um Dk
MR RE-2 v 7L L7 o H—Tg Fefk
FrAMs OZRUE) AR, MBS
[iLE 2 HEWIE AR &ML R IXZHOMEE RIS & > T
Bz, AbEz, RS
s
W2 TSRO
KEHOEE-IL D L TS0
WE, a7 Ok
e Avrzanxy 2k bt e 6M FERE © 7TM HifE=1: 1
WElR - MR OTRAEE & DR A0S Hi
BHEEsu~ 77714 — [ %o Valtrate, didrovaltrate, acevaltrate
it s 29% 250/m 055\ £l L 14K 2g OHIRIORIEL
100~105C Tzl 15% 2L Lk
TEHEE ALK 55 130% LT
RSO
FRAS VAR 53
IRV IRIK 55
BaiiEav o HEME o
R
Ve & I
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HE - BUERE & BP1980, BP1988, BP1993, EP30 (1997) & oxitlit

BP1988 BP1993

DAB9 WEST 1986 DAB10 1991

EP3.0 1997

Valerian Baldrianwurzel Valerian root Valerianae radix
[/ 22 Valeriana officinalis Lsl O T2 Valeriana officinalis Ls1 O T DOEE L ) -
TwW5h,
A0C LT Cgle, W2, W, MREELV 2%, [HRE B, A o rE2&ATHS. OCUT
DIE TR
1993 £ 1 % RIK 05% (v/m) & 5ml/kg Lo iEM % &L
0.5%v/w LLE OO % & .
[ /e B 3om BFEBIN T, A VR IZOL | BTV R, Valeric acid &1 v 7 7 —
Twh. BT,
ATV HEPHL, ZFRA0LFEFEZMDE, | RITED, HOD, ZORBRIEANA =T | HKATVLE2rHL, ZFAroFEEFERE,
DI PITE R, DI PITH
FULA PR~ WK 5 755 IR~ 2 WK WK~V K E
[/ 7o F T~ 72 eI~ M
[ /e £ &50mm T, EA30mm & 50mm, EAE30mm
TETI  §,  2290 & Gl HERTIT AHE- 2T
EY FIZHEE, BIIRESIZIZEL S8, AP, RELEUCMA

EZ1~3mm, ESEEWHOT100mm Pk
E DN A

EE 1~3mm, HEE 100mm Pl =

HOHITA LIRS

RN O/ ]
i 20~50mm  F 1 IS e 2

FAH

HWOHEIKM, ZER
i RNDE PN

%& % 20~50mm D E &

REWIT FR-a v 7 b L 72/ & Wil
AVRETE -2V 7 AL L 72K & WA R T
MR-V 74t FIdsiRk
FMifa-CARAKLT  HAK  ERE,
HE5~15um
A T BRI T2 2~6 DA 1K,
H AR OK 20 um

WE-a v 7L L7-MlaofE, oo, 85

L s i ) 7 | A i =S RN ¥ 2. 1) )
91~ﬁ—ﬁ}~2 &, 3v 74k L7z k & WA
DN

SHl DM Rz - v 71k, 2~4 BRI % & A 72

i

Wl -T AR AR Bk 0 50,
A% 5~15um

R 2~6 OHAL A 20um DL

WE -V 7L L7z o —fE, Gtk
PR ANIRE, HERETR

Ml MReRn b

REWTTE R 7o R
hRz, FRz, anvsE,

- 22

MR AR & 7 o 72 L
W13 B B OHEE TUC B
WEe, 445, Aii-72

HHWEE RO
KREHOEE IR L < AXEE 10~15um D
INE R

MWE, gy OB

TARAZ GOCEBOFHBOWN

W OBE L & Ol
INTINT e o 7oA, EE, MEER,
INT NGl o 72ARTE, a7 b L 2o
W F

HEWEE FRER OB
REEB

)V DR

A (BP1993 JKEEEE © 7TM #HEFE=1: 1)

98% kML « 25%3Fk =11
W

OKMERE R - MEEE R1=1:1
H

Valerenic acid, valtrate
isovaltrate
acetoxy valerenic acid

GeiERERE LO)
Valerenic acid, Valtrate, isovaltrate
acetoxy valerenic acid

Valerenic acid, Valtrate, isovaltrate
acetoxy Valerenic acid

No. 250 & ¥y & 2 g @ i i O ¥ 3 % 100~
105C THzfék:

150 % LL k1 (BP1993 %% 3 o # & 75mg
(150%) LLL)

AR LzAE (250) 200g  100~105T T
B S 72 WK 75 mg (15%)

A L 7238540 (250) 200g  100~105C THZ
BRIk om S 5mg Lk (150%)

15.0% LT A 150% 150% LAY
05% v/w &M 05% (v/m) 5ml/kg ML L
70%LLT

"R 70% 70% LT

3

2

ST OO OWEIEEATS .

#

[ & LB RO A4 Y | 125 Y
HGEEAT). BRIC Lz (500) 2508

I ORROMSE L Y 17
A L7235 (500) 250¢

LU 725 e bRk

Wz wETHZ &

JorbiRiES NIz, X P U2 B ERICRE

S
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FRALEUE 1~20 ORI 2 BT 5. A VOFEHIRIZ 5 L
LB L BN 225, DX A A NI I TIIEEL
vy, TATIALHUE 92~138 T, A VDT LT VALK
(& 139~166 12 EA-F 5. #HEICIE80% 7 )V 2 — )b 1~25
Vol SLBET, EHIZT7NVa—VEIzbE, 2FICHER
FIE SN B
=77, BKINEET L) 7 FR2 SN D F A OVIEARIFEERH
e RwEid—%T 55, BAMEIIELD, HEZ
15C/15C T, 0920~0962, WEtt: (o], -8~ —14°, E&
L% 56~50, = A7 VALE 50~129 TH 5. 80% 7 )L I —
VISR D EEHL T EE TR, ZOF A VIiETry
YT TF— FE IR TV ARV D, HEIIARIRER
B L ) ST,
COXHIHRIES ) a vy, FHERE X OE O/
2OV, SIS ENT Wz, 2D L IT4EE, FA
T, AFEES TV, #HEB L OZOMERIZOWT
DERAFERDL N DT Y PE SN T2 DL F R 5.
3) ARz, FAREEDURR @ S5k 568 (1929) 127D
) & 172 Oleum Valerianae 7 L) 7+ 4 4 v (K
FR AT

RSKET:, FAREETURR  3E7HERE 568 (1929) (213, Mk
RIBLH L 0 AR/ REEM O B IZ oW T, DAB6 (1926)
OBUE L IRE LR H Y, ZNUICOVWTIEESICE L
$7219 . KIAHOMEMR L ) B REEHO S 1) 12
RL72 DAB6 (1926) OHUME LIS 5 L, ARIBOFHEN
DORFEIZISGTIZHB VT, 0968~0984 DFEIFIHNIZH Y, =
% DAB6 (1926) OB ED 20T ICHET L L, BB X
Z0964~0984 £ 7% ), DAB6 (1926) OMEIZHEET 5.
B b4l DAB6 (1926) & 0 id2 22w, SHUd KA v
i, fEsk, ARFSL D ME e L ey, FRMESED
B & LTl 2720, T 27 VEsridsmsdg, #HL
CHEL, BEORBWMEMAELL720THL. FED
HEICE DY, TAT W LEIZ DAB6 (1926) O#MME LD B
R\ iEtElL DAB6 (1926) OFLEOH#FINIZSH 2 A7,
FORERISI, ZdEE L CEREOE VT v & —
WT N A= VEEZFOT v FMEEMDr v =T+
F— M NOERVEETHLZ LITREAT Y.

7. % =

TILNE— R [A 3R B | (1889) 21, [Valeriana
FOVEEAIEE /N2 Y Baldrian 7OV RFE &K AV E /S
Iy ERWMENR TR $abLHIP T (1886) ~
BIAT JP XVI (2011) 12B VT, £50H /) 3V 7 DHHE

LCREEINTELT T %D T L) T v Valerianae &
FA %30 b)) 7 > Baldrian (2320\W g S 7z,
FEITE 1282 C, USP, BPICH N7 L) 7RO
g - AL OZ BB L OHH O IZ oW TR Lk
L7290 g5 134Tid, JP T (1886) ~JP XVI (2011) I2H
SNIzH AV OB - BEREOEBIZOVWTHRRL
Tk USP, BP & O HIZ oW T T LY. 2
L CTHFNZNOFERIZHESNT, RKEBLUEETHOT L
) 7 FAROFEZEFMICONWT, TbaETOA ) 3y
7 DIFNFHIIZOWTER L. SHOWCKTIE, T
)7 FRITEZNICH VM 2 Twr b0 EEx 72
W, BWETO 7 2V 71264 52 OFHiL T &
b eEz72. b USP, BP, JP O&FKICRIH S
N727 L 1) 7 F Valerianae DA KA Y EED NV )
7 ¥ Baldrian I23E DO WTHEAE L 72D TH UL, f1O THE
ELT, ZOHBEBRIILZDOIEFA Y THDEEZ TV
DTERVD. FLTEBEZTOLHOBEL D K1Y
DDABIZBIFA2 T L) THBIZONWTL, BET L5
HrE Lz, 22 CHENE N4 YO DABIZBITL T L)
7 FROHM - RERFICOWTHRE L, & USP, BP,
EP, JP L O IIZOVTHEL, KAy ToOTLY) T F
ROFELRFHMICOVTER L7z, —F, Kk F
T, RIREES ) 2V I ZDOREN KA V7 &0 SR
WCEWVEEZ 2Tz, SD0F0FRET, KLY
FAIANEAZHH SN TWz, 22 TIOMPBETH-
72 K4 Y TOZFDOFHMmIZOWT, DAB %3l L TEL L7,
1) DAB3 (1890)~DABI10 (1991) 2B} 57 L) 7 F
WRoOBE - ABriEOZES L OV USP, BP, EP, JP &
DX Iz DNT
F1LIRL72 L9912, DAB3 (1890) ~DAB4 (1900) T
i, T L) T RoB - BBkE LT B, REE, B
% EORP ORI, B X UR, Wk EOERNE
B ETH o729 3 4bb ZOBLIZBVTIE, 2hb
DR 2 I L LT, ZOHH 2T o T2 EHHR 5.
DAB5 (1910) Ti&, 7L 7 FRIZOWT, oIt
B MORLRNES T E 20, F-BEMEBZIZL S
KW D &% B OAAREOTERE - Wik (A IRERE) OF
IZonWTHRENZY, chidEhETo~x s aziEmo
kL NV ofkdz I 7 a Al L ~Ov oHRE ST
Y, ZOEHNEIT)DICYU> T, FELLAFICHLIES
Nbors52489.
DAB6 (1926) TiE, T OBEMEEEILIC L 2 BENED
MY, SHICHELL FRIRGHESHRR SR,
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725 FIMEH LY EIMEEIHOSEIZOWT DAB6 (1926) OFIME & IS L - R (1927 4524 5)

FEHh Mo AL I A5 VAbE e
DAB6 (1926) KITE 0.955~0.999 196 LUF 926~1375 | « —20°~-35
DAB6 (1926) AFE | 15C/15C  0.964~1.004 1~20 92~138 @ —23~-3430°
T 20C/4C  0955~0999

Wi | 15C/15C  0920~0962 56~50 50~129 a -8 ~-14
1927 4F (WRA12) | O 15T 0.968 25 1375 15° 345
RIRE TR D o
e TS i 0.974 31 1501 -328°

I 0.987 28 1463 -313°

RN 0.988 17 1494 -30.7°

=357 0.974 11 1431 -332°

MAPKESR, HARIEDURR. ARFRAFEFEDL (5) MHIAR. HEAHERE
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WO EREMOBAGEZTRBIZL72b D EEZ 65,
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HZOFHELDIE, B, Ay o3RS SERMY
EDIEERIEDHES T ISR E S 2 L.

—%, #2, 31ZR L7z X912, DAB3 (1890) B L ®
DAB6 (1926) ®7 L ) 7 FROBH - bRz 0T
N ERERD USPP®, BPPY, TP oz kit &+
Thbl, HEERFICBITLT L) 7 FROBE - A5
FOWNEIZIE, MEAESIRONS 00, WIRE X OHK
BETHR O NP, BLURY, K EOEREN
A F O L LTS S EEAR S
720 Ledo CZoERIBWTIE, ZETY L) 7]
DN - REBFEOWHIC Y > T, SERLHEIC L 7 EHEE
SR 7 & DAL AV IIRIR — KD 5 726 O
LEZLNA.

WK R, A VIR 2w
DAB7 I3 505 JIEICFIAT S M7z, J612 1964 4E 12 TIAT L 72
HREAYDDAB7 Tld, 7L U T7FIRIZOVWT, AIRE
L OB TR S IR A R R O Fe b AY DAB6(1926)
IO BFEMICR Y RELL. FRERBs o< T 7 4R
Blzk->TC, L) TFHROESEHRETAZET, Z0
FR AT ) R A ST S B ICEE LR,
WK 20%, WX D755, K 30%7% SHEERERD
MA SN ZHIIGHEBOER N A Y TOEEE KA
TS & OBEKIEDR L ERELEDDETZ XD,

1929 : 568 : 610-1 & b 51H]

ZLTZEIIIRENT L) T FRIZDW T O 72 7 244
MR ZIY ANzdb0eEz 6N,

Z O, 1968 EI2WH KA THAT S /2 DAB7 T,
7 L) T RO O E 2 DAB6 (1926) £ 1
MY, LA FREEICTITEREE RS YD
DAB7 & 0 &, HRIZEEMEE TR S N7 ko i) 22k &
IZOWT, FRMlICEER S, SERbks L CEM T S
72, ZLTCZOEBBEENFTELZ. IKFIZOWTIE, &
KIBB—=12% SN, B mol, THITLD,
T L) T F RO ST B anBE S S e 51
Rl & BB S SN, K 05ml/100g & BlE S/,
ML ST, BERT L) T FROGHNOLEMRAES
WEIZR 72D EZ6NE. LELERS Y OMHE Y
U~ 777 4 3B K B EERBOEANIA SN h o
722,

CORMDO DABTIZR SN2 T L) 7SRO - i
BREOUGEN S, BRI, 5 LR N A Y B
TOEHES MY, & OEFKEDN LR S,
—7%, B DAB7 TOT LY T FROBME - iRERED
WS, FA Y ORPET, HFIKEIEAPE L 5N,
ZHET LY T FIROBIUE - RELE R EET L D145 T,
ZIUTDWTDVAH WD PRI AR 3 A Ml >
W, B ERDH 72720 TRV EEZOND.

P A CTAAEO DAB9 (1986), WP — %12 A% D
DABIO0 (1991) Tix, 7 L) 7 FROHE - HABZEIZOW
T HEREGRBRGEE o7, FLIIRLAZE DI A
I & OB TR S NP RO W Tid, K
WCBOEE N7z, F-ERRe LT, YLy T ROY S
Ou XY LD & 98 % WERE 1 25% k=1 1
DRAW L ORBRG, MEREE LT, OB o~ b
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7974 X DEERG OB, Qo EE R, %%
DIKGFIZOWTIE, OMRFEAEIEIK 75 & OFERRIE ALK
&Eéﬂé&t,ﬁ%%%%ﬁﬁ&%owtﬁ%#%ﬁ
NP0 ZHIGER D S DR B oMz, T LY
T FIROEH S DAFEE DNk E 1T 2 &
T, ZOHEFE - WEET DLW H A bF L& b o
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BRTAZEI2E > T, ZORMEICHS B EFEEI ST -
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Ehn, EPIZT LY THRENHETZ2012485C, 20
SELME L L TRG E OA& RS LIRS N
DFMEINRIEFA— L N VICh o/ #E 2 bN5. b LL
IZEP 22121 C, FA v, EETIE, ZOFMGHIL
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WoOBE - REHEICOWTSH, EP IS L CTHES L
Z & H» 5, DAB, BP, EP TO# 0# - ko NE L
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%&%@k&b,%Mﬁ%f@%ﬂ%?ﬁgﬁ%wﬁ%-
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KD EIZEB2bDEEZBENL. —J, EE, TLY)
T FIRAERF & LC, EEWFIMA TS L1k o
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BHIRZMR L 20T bE 272,
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RIRFES / AV 72DV TUE, KRR E T, W5

JII%EF'AI}O’%i{ﬂ“C“ﬂCiﬁéﬂ %@ﬁ:gﬁ‘ﬁ A7 720, A

JEIE NS B SHFRINCE VRl R 2., S0 2k
WCBILTIE, MIEOESEY: - SRR BRSE, H A
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Ve LTI, AFREMEH A R L T\ b, SAIUIARIRE
FEI O EMEEDS 2~6% 120k LT, WMNET L) 7 i)
DEMERIT 1% EE S, MEMOFA L LT, KN
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I O REAE O HHE & B L 72 R ICO W T oGS
Ho12. ZOFEMIZOVTIE, BIEO 6-3) 12K L7z
DN TH5.
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DOFFFIIZONWT, BLAEro72bDEEZ LN, Z0D
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DAB3 @ Kommentar zum Arzneibuch fur das Deutsch
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TWw5,

CORFES 3V 7IE8E, KIFTIE, HANF Y
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DFET, WEEN % FLICERIBAH THE: STz,
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N HRIED 71 7 3 7 HACHEE TEEE STV 5 721712
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RFL, WELLRWZ EOY L figTir, BEOES
BHFEVFMENRL o2 720 THL. L LESED
BEPL D, HANF Y VT ITERICEE AL LT,
B b L RERE T E 2 b D EFH IR L T
5. ZLTCIOX) RELEZ LD ) a3V T & BRIIZE L
FELV. Lo TIDIEEN )TV ITDOEVER
OFOBEEZYME LT, SIUCHERT 2 XME Lo T,
BImA L T S &g, AR b3 b JERICK
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Summary

Valerian has been used as a name for Japanese Valerian and European Valerian root. Valerian in the
German market today was originally called Baldrian. Transitions in the standards and the test methods of
Valerian root listed in the DAB were studied this time. Moreover, we compared these standards and test
methods with those in the USP, BP, EP and JP. We also considered the pharmacology evaluation in Germany.
At the time, the standards and test methods had content in accordance with the EP from DAB9 (1986) of the
West Germany publication. It also agreed with the EP and BP of the same period. To date in the DAB,
botanical features have been mainly derived from the discriminating characteristics of the Valerian root. In
DABY9 (1986), standards and test methods were added to the content, enhancing it and making it more
stringent. This is thought to have happened as a result of a new, academic finding showing an improvement
in the pharmacology level. Valerian root has been listed continuously in the DAB. These listings suggest that
Valerian root has continally been evaluated as a sedative. We think that the listing was connected with a
relisting in the BP as a result of scientific communications between Britain and Germany, EC member
nations, such as through EP publications.

On the other hand, the oil made with Japanese Valerian was listed in a radical field in DAB6 (1926) in the
past. This is a valuable result, proving that it was used and evaluated as an important herbal medicine from
Japan and foreign countries at that time. The Japanese Valerian referred to is not grown in Japan today.
Moreover, it is not possible that cultivation will be restarted through good quality revaluation. However, this
fact introduces a valuable piece of history supporting the survival of Japanese Valerian and European
Valerian root as a sedative in the future.
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FEIRMOUEDOHAL, T b BT HALE W) OIFESE
MO ERTLEIICELDOT, F LI, BEEHEAO
FERIZBITHZEEBIZOWTHETTHL.

VEFED SR L 7R ER MO BT RAIZ R~ F & E
RIZLTBY, ZNHB—D ORI > T, PIHHE
FCIIVEERSEM I VA, B FICTHR#ML TWiz, A —
MVEEABRH L7 HARERF O M2 1887 4F7 A 1 H
IZHAT SN B R, CNDEEMOUIEHAII X — P Vitie
FIRT 2B L 2 ), REICEHAEREGOWTEHALIER
BE (LeohAldd), BV F-F 255 25g 100g,
500 g WEATEFTNZ R > T <.

FRTITRAEMN S H > T, —IR, HDVIE—H], —K
DO T H % ERTTARARLSHELTBY, REFEICX
5O EEHEALIIE ORI IZ A L7z, BELDREDTE
O WHERN TIIHTEMIE DEEP R E . 1 EMELO
W, SHICHEEIZ L S 2088, 3088, B D\ iF 100 B
e & ORBHALANE 2 TE 7z

HEHENZD1E [—KD) ] L) BEEHAT, ToT7TH
DA, 4TI FHEEAEY weekly package & LT
FICEBEHICTEL LTV 55, B ED %o 7271k
AT 7 HpAFE B 0h, BRkHHEZAHTHS.

1. EEREZEROBRSTEA

TR OEMIANT OFRIIAEIENIKL T TH L DT, iz
JE L2 EROIESCH, B E L ThH o7 TNk
HOWEIZOWT—EEKRIFIERD & ) 12T Ww» 5",

[EEEH LD #ik L CE7MEED BE 2 HO ik
FoTRHILT, 20nTWwid 1l oo, 4 2004
WX S ATEEN L FE T

HAIZT 2o TV 575, TOF &) BTIZHEETSH
A, —EEKIBIZAEED 1 TIEMEIC L > CTERDPRL 5
EVoT, RIOXHICAEEINNIWENTVD, I
A5 DR TH D, JLFFAT D MRS B CHALIZE
DHBHENFHENTHE, ZHIFIT &) BALOMER
b Lz, B, BT Z0 b oldd R E KT,
HOFREHEA L L CTlEbIL T2 & 2R (1775~
1835 4F) IR LT 5,

KO A E R AL NN T2 L 20 HiRE R
B E B OFIRDI IS H D L, 213 1877 4 [T
MM HE]O—THs. Lo k)12, MEOMEED
LIC1IFOERIEDLDOT, ZORTEELLTNEY.

1897 SE DR LHETIE, REEORMIHE—Sh, 56
121900 4ETIE A — P VEIC L AERLREN TV BT,
A= MVERRTOE R E DBED D 5H, X — PVED
FEIBR A9 12 HARAINE L 72 013 1886 4E T, &% i1,
DVIRIED 1966 4ETH - 72.
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Summary

When planning pharmaceutical packaging, the package size for the product is important for determining
the basic package concept. Initially, the sales unit for herbal medicines was the weight ; however in 1868,
around the early part of the Meiji era, Japanese and Western units were being used and the sales unit was
confusing.

Since the Edo era, the packing size for OTC medicines was adopted using weight, numbers, dosage or
treatment period. These were devised in various ways in consideration of convenience for the consumer, but
the concept was not simple.

In 1887, from the time that the first edition of the Japanese Pharmacopoeia came out, use of the metric
system began to spread in Japan. Its use spread gradually for use in the package size of pharmaceutical
products. At the time, the number of pharmaceutical units (i.e., tablets), became the sales unit, which is easy
to understand by the purchaser.
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IR 2 ML DS H > THLRZWMETEL DT
E7 <, HABBOS D RaEh, #EL TV, Zom
I2H - CHANGFEITSDED N5 b, oL bifFES
NBIHED—DTH L. FHNGFEO T TH 2 Hrsa# O B
FIFMHR T A FI v 7 IEDLENTEY), HRLZD
BT CldZe v, HAIZ BT 2 BUlEHI B 5 O B EUL BRIRITSE
WINZC, e b A ICED SN TETEB Y, HARIIN
JEH % AV BAIBEE O —2 & L TO%EIZ R72LT0ab.

PURHIBIS IR E o> Th B L BRI IZ LR
BRI SN, RIS S 7005 1940 4F4%
Thb. TOH220MWLEDLY T TS L OB
WVENEE S (cytotoxic drug) & L7ZBEN % SN
T&7 R LICHARIZBIT 2 REMN R PUER O AKTRERIC
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# (BRM), —hruvw L7, 755+ (A& LW
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. 21 AL 7 o TS HBEOMBD FFIEHEL D,
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S HICHARIZIIME OFEFIFASE OB - 74 FF 4 >~
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7= NWLIZHE, ZOFEPRELEMLTETN S,
HARDHUER OBFRIIZE - O BRALm0B & - T4 F
TAEHEFLRDS, o a— N UL EZEIT RN HE
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ARG TIEHARIC BT 2PEARAEORER 2R RS & &
DI, ZORSOELRE A KT 4 v HERYROB) % %0
LF¥F2T M) =AY ZADFEDIMZ Tim U THI,

1. 1980 X & TOHEHIFHERE

b LTSN T VR VLRI TH S F A b
VxR AY — ORI OPUEENELSE S LR Sk
DIF1940FERTH 5. DOSET D 19484E 121k 1 b dx
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PRI E LTI~ A b~A 20 C, TLERA T UD D
5. %A <A Ty Cld 1955 SEAL T ZEAT O R EERD 5 12
X o TIH E N7z Streptomyces caespitosus O B: 3 gL D>
SELN L —BOTERBUIENE TH LY. ZOHmhs
TREEDE L, ROBOPEGEEEHT LA b~ A
¥ CO BB TEDOEARER S 12X > TERBOF &
LChorE s, 1960 RIS HARTHARR S, 1974 412K
EAEMEREME (FDA) TR@ESNZ. 7LE~v A2
(BLM) 131966 4, HADHERERIZ L o THR I N
Streptomyces verticillus TIEV) RV — LB TEE SN D
HRTF R TH B,

0%, HATIEZLAFYY ¥inz=—1" Lo
FF 28 L OEYEIS S HRER (BRM) 2HRET 5.
AR B %o 72 BRMIZALILY 7 F > &k 7 F >~
Dd b, HINT 7 F 213 1981 4E O E S TRIBIC 7 b *10,
Z Ok, HEZEOBMWTHERD S F ) AR SN2 WA

1 BRE SR B AR I TR B S L B SS BRI R 358 Drug Development and Regulatory Science, Pharmaceutical Sciences,
Graduate School of Pharmaceutical Sciences, Keio University. 1-5-30 Shibakoen, Minato-ku, Tokyo 105-8512.

27 AT 5 AR SRS A TR B S =
2-5-1 Nihonbashi-honcho, Chuo-ku, Tokyo 103-8411.
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Summary

The cancer therapies currently available do not yet offer fully satisfactory treatments, even in 21st
century, and efforts and progress are being made daily in the area of drug development. Anticancer drugs,
which play the leading role in cancer therapy, are being developed dynamically around the world, and Japan
is not an exception.

Looking back on the history of developing anticancer drugs, cytotoxic drugs were the mainstream of drug
development until the end of the 20th century. In the 21st century, they have been replaced by molecularly
targeted drugs, and thus the development of cytotoxic drugs has been declining rapidly.

There were various approaches to the development of anticancer drugs and clinical trial endpoints until
the 1980s. In 1991, the “Guidelines for Clinical Evaluation Methods of Anti-Cancer Drugs in Japan” was
issued. From 2000 onwards, there was vigorous discussion on the clinical trial endpoints of anticancer drugs
in the United States. In conjunction with this discussion, the “Guidelines for Clinical Evaluation Methods of
Anti-Cancer Drugs in Japan” was revised in 2005. The revised guidelines required survival data at the time
of filing a new drug application (NDA) as a general rule. Around 2005, a bridging strategy was promoted as
the “International Conference on Harmonization E5” was promulgated among Japan, the U.S. and EU,
resulting in an outflow of clinical trials to overseas, with more non-Japanese survival data generated outside
of Japan used for NDAs than Japanese data. Subsequently, the “Guideline for Basic Principles on Global
Clinical Trials” was issued in 2007, which promoted the change in the mainstream approach from a bridging
strategy to a pivotal, global study involving Japan. Thus, an era of full-fledged globalization in clinical trials
began.

We believe Japan will need systems to enhance the motivation for anticancer drug development, such as
an expedited program or pediatric program, from now on. We hope that the enhancement of these systems
will contribute to shortening the period required for approving an anticancer drug and reducing
developmental costs. Furthermore, we expect Japan to be creating breakthrough anticancer drugs in the
near future.
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Summary

In Japan, biologics have been described as special sorts of medicines in the Pharmaceutical Affairs Law
and are regulated by the Ministry of Health, Labour and Welfare (MHLW). In contrast, in the United States,
some of the regulatory laws for biologics are different from other medicines and the relevant regulatory
agencies have been changed historically. We reviewed the histories of the laws and changes in regulatory
agencies for biologics, especially focusing plasma fractionation products in the United States, which may give
suggestions and advice for the regulation of biologics in Japan

In the earliest stage, biologics were regulated by the Biologics Control Act (BC Act) of 1902 and as parts
of the Federal Food, Drug, and Cosmetic Act (FD&C Act) of 1938. The effectiveness of these regulations was
not equivalent to that of other drugs; therefore, Congress passed some amendments to the FD&C Act, in
which biologics were treated in the same way as other drugs. In 1972, the authority for biologics control was
transferred from the National Institutes of Health (NIH) to the Food and Drug Administration (FDA).
Thereafter, in order to achieve the most efficient regulation under the rapidly evolution of biologics, the
biologics regulating sections in the FDA have changed several times. At present, some biologics that are
used in ways similar to other drugs (e.g., cytokines, monoclonal antibodies and immunomodulators) are
regulated by the Center for Drug Evaluation and Research (CDER), and other biologics (e.g., vaccines, blood
products and cellular products) are regulated by the Center for Biologics Evaluation and Research (CBER) of
the FDA.
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