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MICRONUCLEUS TEST (48 HOURS)
Frequeny of F..quellyor

Range of MNPcElE Raio or PCE 1%1Compound Number of auùils
PCE/animal

MNPCEI%J
(Min-Max) (Mean:! S.D.) 

(Mean:! S.D.)

O.S'oCMC.Na , 200 0.12:0.09 0-' $9.0:14.6

, 2OCIO 0.07:10.0$ 0-3 nl:!H

, 200 O.lIl:!IU16 0-3 4'.7:1 7.3'

CMC.Na, Cårmellose soin.

PeE. Polyebrni"ic Cldiryk:s; MNPeE. MilOuuclcaicd polyciiiooiatic eiylhocylO..
,. p-:.OS SlUdc,d I'lest

(Sponsor, M4, G2525, p24)

Compound Number of animals

MICRONUCLEUS TEST (72 HOURS¡. ¡. ... . "'., i.... , , " ,'" ._, .'.' ',',,' '. ,..,.... .
Frequcucyor Numbe of MNPCEI%I Rage or MNPCE/E
PeElauimal (Mea:1 S.D.) (Min. Ma.)

Ralioor'PCE ('Y.J

(Mean:tS.D.)

O.'%CMC-Na 201l 0.12 :1IU~) 0-5 57.0:!5.1

201l 0.03:!IW4 0-2 34.0:t2.9

I NK-104enaliliomorh 3 201l 007+006
 mgig . -.

M .Ne. Ciiieiros soiwn.
! PeE. Polychroatic cryihroyies; MNPeE. Microiiuclcaici po.chromaiic crythros.

(Sponsor, M4, G2525, p25)

0.3 '6.0:t'.R

--

4.2.3.7.7 Other

RT200212S02 -Reviewofthemethods used for statistical analysis of toxicologicaldata on NK-I04 .
This study was a review of statistical methodology, as there was concern that a statistical
test (Sheffe's) was used where Dunnett test was recommended by Pharmaceuticals and
Medical Devices Agency (PMDA) of Japan. This was found to be the case in eight non-
clinical studies, where six studies were found to have altered results.

STUDIES WIERE A STATISTICAL RETEST REVIELD
A PREVIOUSLY UNDETECTED SIGNFICANT

DIFFERENCE IN AT LEAST ONE PARAMETER-
Cortion

S1udy
Modification
ofNOAEL of overview 

On-monih realed oral dose 10xicity .tudy of NK - I 04 in rat. Not neeed Needed

Six-month repted oral dos toxicity stu ofNK-I04 in rats Not neeed Not nee 

Orl dose stuy of NK. I 04 in rats before and ealy stage of pregnancy Not neeed Not neeed 

Oral dose study of NK- I 04 in pregnant rats durg fetal organgenesis Not needed Not neeed 

Oral dose study of NK. 104 in pregnant rabbits durg fetal organogenesis Not neeed Not neeed 

Orl dose study of NK- i 04 in rats durg penatal and lactation peod Not neeed Neeed

(Sponsor, M4, RT2002/2502, p15)

Studies where a significant difference was detected upon retest were re-reviewed to
determine potential changes to conclusions. Regulatory interpretations of studies were
re-inspected, but conclusions remained unaltered and further re-review was unnecessary.
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