The situation in toxicological stidies

2004 07 29



o ICH



° |ICH

oM (Saraty)
DEYT BT RS, PSR A7 by B
S1A, EdSioHIT DA B | R 2 F A Do T 5 1997414 BA  Eh
S16 [EeEn DA SR T Sl DA TR T 2 T 2 B 199879 H#& EH
ST EREmt A E BT D BRI 3 T T B 189685 H T
SR [[ERGODARENHB SO R RRER (CoLT 5 meg7e |gi Eh
[ESE L AR SRR R T S A F AT DA T - mesan1 ga -
cpf  EERSOSHOBCENTRROHERE MY AH 1A I0T 5 [89672 @ @&
SEE B - HE AN - (e -y aaet - o) T g o e W 5 199874 |H& EAH
[ER o AR R ST E T A (DT - |lmgen1y g~
Sah b T T o (EtE R SR 2 e BB IR (DR T A L R DT B [as6 72 [H A
S3E ik SRt oD = e it e e A Fage | 5 (98872 H E
54 SE[ER TF R e S e e TF SR (LDl T 5 199380 B -
Fiate SRR RS R S =S E i C 2T - [1aga45 |H &
sS40, it S=tma] T F o1 4 H o
S04, EsEdn AR I RS T D R E S A F S A Tl T B 19sdyy (H i
S5E; EREn A M R RS S MU LT 5 987414 H @ Eh
[FE e TE e s L P T v oy e T T e W B 20001227 & oA
£ AT 72./00 — [P mn D3 PR cin T 2 2] | =2 E 2000222 HE O EA
S, ] TS e B e s H ZMEX HE =
c7n L HEREE S OER R GTMIRLE) ORI REEE TSI O EMREN 1F51 e B
| BHHAFS AMr~i— | Drug Info Guide Home Page™ | NHSTR— A8 —n |

http://www.nihs.go.jp/dig/ich/sindex.html

X X X X 0 0 X X X X X X X X X X X X X



ol

23

23

316

9 4 14






Bartlett

p 0.01

p 0.05

Bartlett

Studental residual)

SR 4

1%

Dunnett

oY% Hamada, et al., 1998




@
Williams test
(x=0.025, 2-sided)
Not significant
(p>0.025)
o
Steel test
o (ax=0.025, 2-sided)
Williams type

Significant
(p 0.025)
End

Dunnett 5%[2-Side]  Williams type 2.5%][2-side]

2000




o Regulatory toxicity study



o GLP

. B

CSV

Guidance for Industry Computerized System Used in Clinical Trials, 1999, FDA
GLP



NS TA =G 1

L RS P T [ |

i i

(1=

SAS

Comrisht (TR 2 A 824 Ogax




xcel - M_TREE_SETxls

DeE&S@QY bR

E] 77E REE FTN #FA0 FR0 v-uD T

=8y i Frd AL TEHH)

W= A2y E g0 - )

=18 x|
=18 x|

MS 1330 -2 - B 7T U EE=EHEH 9 %, WM EE A,
A2 ~| = | TREE:
AEENANL—TH R 5 (NoSave)
W FEa—F F kIl AKE HEIHYRUL BAEELNLURUY: =ts4m
|| REE : BC 1 1iAERi= A2 L
I EARTLT I 0.05 0.0 JOWCKHEE 1ML IMRED
L9 | OWCKHEE I 0.05 0.0 KRSKAL kRSkKAL
|1 ML TMRE I 0.05 0,05 TANDVA T AN,
|1 AMOYA I 0.05  0.05 PDUNKET END
r FSkAL I 0.05 0.0% STEEL END
S TEEL I 0.07 0.05%END END
O POLMRET I 0.07 0.05 END END
10 [[=EHNE EC
11
12
13
14
15
16
17
18
19
el o )| [REE: M2 REE ?
a1 TLL TAMS I 0.07 w... W EWD
22 |=ENE Mz
Pl TREE: e 1 1 NS:Not Bartlett P<0.05
24 [REITRE I 0.01 0.0%E Significant
25 |=EE t3 <0.05
26 [JIz==8 k4 1 17 . <0.
20 Jli= U NS NS Jonckheere P<0.05
el | ASPWEL I 0.01 0.05E
EROTEEE - [ F—bu T - N — —
Dunn William I -William
ot 6o a0 EEE unnet ams Stee S ams




SAS



, 2001



F JIg+ MEFEIJE
BEAA T 2T A R AR E 1R Rl
b g B A0 IR 7 B8, 1 F R
B o Bt X EOTREDY BT 2R
L
BT R S0 2 L R TR
i e EREBLE o ff BEtH
L L
TREZL REORD D | # 2y AT 1R
# 2w HUAR R R i3
= —
pAbode o Ao il e
Elakciallioin TEHTIL i B R
L1
TREDLDFAN e [ TRHDL ETRE
L AT - TR T
FANERO &R bolEela
L FRAMERD ST
R A AL 7 e (GO F &7 2o AR

oo

R

TrdTLit#E®
XERS

Bt el —H
D S &

BETh T o o L fF Rl
R0 o g8

BETh T ol o f8e

BETh T ool S tE 5T
R0 o g8

, 2001



L
]

O BRIRETE T O RCER
EEFH 2 Iow T 49FEFRL. Fisher's exact test (A #1735«

O EHEE TR
To o LFS EF001

FrH T hEe EF001. 84S N
EIFEERE OBFOFR i
EIFE ek £ H B N
Ted Tk, vy, V2R | EXABCIEZIE01ZESASCODEE VL N

MFE LA
EITFIE. EEFH I T 4EEERL . Fisher's exart test |7

() #1735

AL - AEEAIE. | BEE < SO 499, Fisher's exact test (B8l N

BRthT =48 24 72 )e | E¥ABC123¥019¥DATAEPROD

BHET-4¥ v e | TUDGE~
FORMAT T4 72U EECOMMONEFMTLIE

mAR procedures FREC¢
HHe A (DRUCH . 1% (EFFECT) » M

mtatement, options tables DRTTG*EFFECT / exxact.
TAMFT7 A LRER] T—A 7270 | EEABCIII¥015¥DATAETEST,
Ted Sk, 2P | EEABCIZI¥019ERARCODEETE
V2 MMEE 2040 3T1e
e FEAI I TAARURTFOEFEL T i

) , 2001



SAS

SAS



	前臨床実験データの統計解析はいかに検証するのか
	安全性試験の特徴
	医薬品の生殖発生毒性に係わるガイドライン
	毒性評価の流れと統計学的決定樹の関係
	Hamada, et al., 1998
	榊ら,　日本トキシコロジー学会，2000
	現場のニーズ
	安全性試験システムにおける統計解析の検証
	導入時バリデーション－統計検定動作確認試験－
	統計解析の信頼性の検討－プロジェクト報告書－日本製薬工業協会　臨床評価部会　部会資料
	解析システム検証の考え方（私案）

