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3. HAEBRIEHME
3.1 AmERES
T-G850

3.2 A ER K E
3-methyl-5-phenylpentanol : ¥ 4 =— X « NA R X —HEF MR EZ W5 in vitro %
R 5 R

3.3 HER B M
F v A ==K e A AKXl HESEHI I O B ML (CHL/IU) % AV C. 3-methyl-
5-phenylpentanol ™ Y (K ¥ 55 R 68 & Mt L 72,

3.4 HECET 21FH

3.4.1 GLP

o THHBULZEWE SR DB 2 EhE 2 R BR sk (2 B J 2 L
CFRk 2343 H 31 A, EAF 03315 8 5, Fhk 23-03-29 ®FE 6 &, BRiR
%% 110331010 &)

3.4.2 sMRBRAAM 1Y

o UHBALTFE IR B O FiEIC o T
CERk 23 45 3 A 31 AfFIF SRR 0331 5 7 BEATBHEEELMEER. Fik
2303 - 29 WRH 5 SR EEEREEE R, RIRMERES 110331009 5 ER5E
HRABREBOR R REA @) (R diE : FR 3043 429 H)

. [OECD Guidelines for Testing of Chemicals 473: In Vitro Mammalian
Chromosomal Aberration Test]

(2016 427 H 29 H)

3.5 HEREZFEE

JE A G A
EHE EELFEETHSE TEPERLERIRE
T100-8916 A AUHL TUH XA B 1-2-2

3.6 HERZIEE
KSRy VY —F ko ¥ —
T151-0065 HAEHESEEA X K ILET 36-7
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3.7 A ER M ER

MRXEHR YV —F ¥ — BT
T156-0042 HRAEHSHHASXPIRA 1-3-11

3.8 REREEE

HRASHRY VY —F v ¥ —  HESERT

3.9 AERELE

R B AT
S EEE o

3.10 GHERBHIE

R B 4 H © 20245 9H 4H
R s E H : 20244 8JH 7H
A e HE G 4 o X R
FEErBA4 A © 20244 9 H 24 H
FEERHET A © 20244 9 H 28 H
ICRER N N
FEErBA 4 A : 20244 10 H 18 H
FEHETH : 20244 11 H 22 H
AT A © 20254 34 17H

311 FRISIENTETANM-HBOEEEHICEHEZRIEITR D
HLAEFERUVHRBRHBEBZSICKOGEMN -2 L

ARBRICEHL, TRITDZ2ZLDNTERDTERBROGEMEICHEL KIETRVOD

HHEERORBEEEICED RN ST 2 LTl o T,

3.12 EMRKRHE

ARG E A GUREIEELEEG L) | RERCGE. £E7 —7 . B ERER
Bt s EEH (REEREEORAZEER) RUOROEERIRASAR Y Y S —F+
VA — WEGHEET OB BRI (S RF T D, . T OWIHITRER T 10 4
MEd 2, MK THROIMY FWIZH>NTIE, BEATBHE EFFE ERLEFLAETHE
W AEFEEZEAREERASERN Y VY —TF o 2 —MTH#E L. TORLELIR
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4. EH
3-methyl-5-phenylpentanol D YK RFEFRELZ M T 2720, Fr A =—X N
LA H — it SR ARAEZERIIE (CHL/IU) % AW 7 Y fo (R B 5B & £ i L 7.,

PR B ERBOHEEZRET 5729.1800 pg/mL(10 mM AR Y) 2 & e HE L L,
UUTAK2 THRLUER S HEZRE L, MMM AITo72, TORE., Mg
HEAE ] R (100 — RPD) Id, L RE [ AL BE 3% 0 FE AR BTG 1 fb fe OV fge AL 81 Y% C I
225 pg/mL PL b H 8T, A SO RETE ML TIX 450 pg/mL UL Eo & T
50%Lh A 7R LT, 50% M Ha B8 5l B il B (ICso) 1. BRI ALERVE O FEEHITE ML T
158 pg/mL, %8 FER]QLVERVE O EHEMEL T 256 pg/mL, HEEALEEYE T 138 pg/mL & &
Hanz, £72, T X TOREED 450 pg/mL UL EOHE T, ILEAEBEO b, L
FoOfER LY Yk BB O F 8T R AR %O IEREHE ML T 200 pg/mL
EhmAEE L, LFAZE 20.0 pg/mL TR L 7= 180, 160, 140, 120, 100 KO
80.0 pg/mL DFF 7 H &% FRFHELEE O RHTEMEL Tl 400 pg/mL Z f&m M & &
L. LA FZAZ 50.0 pg/mL T U 72 350, 300, 250, 200, 150, 100 }2T* 50.0 pg/mL
OF 8 HEA ., HEFAEE T 180 ng/mL ZikmAEE L, LLTFAZE 20.0 ug/mL T
J&k U 7= 160, 140, 120, 100, 80.0 &% T 60.0 ug/mL Ot 7 HEZHE LT,

Yufo (K BLE BB TIX. MBABETEIMEI RN 55+ 5% A R Lo BEe ke HEL L, &
I R AL BV O FEACETEPE(L TIX 180, 160 & O 140 pg/mL @ 3 &%, 4RFRALBLYE
O AHHEMEAL T 250, 200, 150 XT8N 100 ug/mL @ 4 EZBE L7, TOME, H
IRF F AL B VA O FE TR ML TIE e B (RS W (TA) RO R (5 & O
BN INAIRL) o BRIV 3 O BRI B8V C b R M T REE & o ik THE 2=
LA BTy o To, FRFFALERE O BHE L TlE, et iigiERE (TA) O HELH
BEVIREME o BB & b U CHEEH RIS A BN 4 7R L (Fisher O ELHEHESRFHR L,
p<0.05) . TOHBRIIEMESREBEORBFNET RT — XD 95%EH EREZE X, H
MAREICBWNTHAEZ2HEERAEDRD 57 (Cochran Armitage 8 7] 1 7E |
p<0.05) , £70, ERFRABEEORBHEEAL TH O RBEBHER L 2o lo/od, Hfk
WVBRIE D FEARBIEIT FENE L7 o 72,

2B, TRTOMEET, BRSO RKUELZ G- L7720, RBITEUICEE S
BN,

PLEDOFER N5 3-methyl-5-phenylpentanol (X 4o (R BB LM TlcB W T, Y
BARERYE (TA) IF%RT 2220 (B . BEEFIIFHER L2V E R LT,
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5. #E
3-methyl-5-phenylpentanol O F ¥ A =— X + /L A & — Jfifi H e HE ZE MR (CHL/IU)
EHVLORAKREFERRLEMLI-ZOT, ZOMELHRET 5,

6. FHERMH

6.1 HRYMERUVEEXEME (FHF)

6.1.1 RERME

AN O #IEIE GLP THEME S oo RICES <, s, KEY A F /LA LR
¥ K (DMSO) OEMM K NEEF TCORE®RIIHASHERY VY —F 8 ¥ —T
Fehin U 72 S RPE R O R R I K D,

i I

E2x i : 3-methyl-5-phenylpentanol

GlIEA D3 AFIS5-T 2= R H - — L
CAS &5 : 55066-48-3

B AR S © (3)-1044 ([L5R1E)

A 1 AT R M

D on

CHs

713K : Ci2Hi30

R : 178.28

2y NEE : -

AF&E © 5gx2 K

i g : 99.8%(GC)

ANHH D 4 TR Je OV JEE
NS

Wy ELIR fE D ORIE

4 ) I E R

A : 143°C/1.5kPa

2 EME YRS TICBWTIELE

il FHHI TR N

Vs i . /K ; 50.0 mg/mL TR
DMSO ; 200 mg/mL T fiF

TR C D& E : KT DMSO ; 3B, T ADIAELEDISNEN 727>
7=

10
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PRAT A

RAES T
B> FoREE

PR A7 Rk
FRAS i D JLEE

6.1.2 fEtExt R E
44 Bk :
B
A —Ty—
ny hES
PRAF 1
R A7 T
VA I oD S R B

6.2 #HERR DR

D mEAT RFPAHLDH : 1~15°C, SERAMEIXFFARHAN TH -

=) - Eke

D BRI E R E
DR DA D KW ETTTAT O B0 22 O H A a5

Do MENRBLARWVWE ) ICEET L, BIWRITFR
B 8 LED, TENE, BHRTERE S, HES
T Y VIR AET HHEIIE, RETtERE W5, K
g, MR LOKMH L Ok kT 5,

D WBRWER 1 g 2 RAFREHE LTRFET D, IRFERHT

Ames Bt (BREEE S - T-4209) tH@mL L7,

D B ORI ETHEE L,

GBI

: DMSO

A Y

B BT AV AR EERR A

: ACK6788

co =R

ORE AR M AR A

D WEBRME OEMEN BAFTH O | L., FEE WEULER

DN o T, in vitro DB EERBRICIE AW G
NTEY, BT —4NEBEETHLLZENLEIRLT,

AR 1T, SRR AT OB AT T T R L 72,

6.2.1 0 Al 12 5 410 7
6.2.1.1 R IE

A ER

2mL DA AT T A IHBHRWE 03600 g 2B L, @EORELZINA, BfSE
TOLHBICERZMzx T2mL & L, &&emHEFK GIRIRE 180 mg/mL) 27 L
Too ThvE, WL CTEMEEMICAR (& 2) LT, 90.0, 45.0, 22.5, 11.3, 5.63, 2.81
L 1.4l mgmLige L, st 8IEEZHRMU L=, ZoKOHE (REZREE) (2o

WTCILEE 7.2.1 HES W,

6.2.1.2 SREEE

IR L. FREER 1 RFRILANIC R L7z,

11
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6.2.2 ZEAREEHR
6.2.2.1 HEES B~

10 mL DA A7 T A2 (ZHERWE 0.4000 g 2 FF & L., B ORB A2z TR S
OB EICEMAMZ T 10 mL & LU, fem H &R GRRIEE © 40.0 mg/mL) Z 7%
L, 2T, Wi CE#EAN L T, 35.0, 30.0, 25.0, 20.0, 18.0, 16.0, 15.0, 14.0,
12.0, 10.0, 8.00, 6.00 7" 5.00 mg/mL D&t 14 J2FE &2 H8L L 7=, MR LD IE
REEME L TIL, 20.0, 18.0, 16.0, 14.0, 12.0, 10.0, 8.00 mg/mL ¥k %, K[ L
PRYE O RBHEMEL TIX, 40.0, 35.0, 30.0, 25.0, 20.0, 15.0, 10.0, 5.00 mg/mL &
%, B ALERYE TIX. 18.0. 16.0, 14.0, 12.0. 10.0, 8.00, 6.00 mg/mL A L
oo ZOROME (MREBHERE) ICOWTIEE 722 HBH,

6.2.2.2 RREE
FIWF o R L, FRAL | BRI L7,

6.3 EE xR E
UTo2o0{bamaElnic, 2 OGS RYEIZ T A K7 A4 > (OECD TG473)
THELE X U, invitro e K R FEHBRICIASEHINTEBY, £/, 5T 4B EF
THHZENLBIRL,

6.3.1 xR E 1
1) ~A F~ATr (RETEMEAEL)

Eax i : Mitomycin C (B&#r : MMC)
CAS &= : 50-07-7

A —T— VI E IV Ve o

ny &S : 031MCFO01

RIS D R

TR AT 55 BT ORE AR e AR

2)  MMC ¥R O
FRFIZFR L 72,
MMC (2 mg/vial) 1HICAEREEK (AAERS, KNS RFE/IETY, o v
F &5 K4C70) 2 mL ZX CIEfRE L., | mg/mLIEKRE Lz, ZOREAHEAEE
WCHIZ 400 5 AR L C 2.5 pg/mLIEK & LT,

3) MMC O &
R ALER S (REHEIMEEEE L) T 0.075 pg/mL, HfEALEEEE T 0.050 pg/mL &
L7,

12
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6.3.2 BT RYE 2
) v7ma74xAxA77 I8 ((REHEMHIEED)

e : Cyclophosphamide monohydrate (H§&F¢ : CP)
CAS &7 : 6055-19-2

Btk s AEMFEA (97%8L R)

A= — C BT AV AR SRR St

2y &S : LEG4020

RIS DR, D

TR AT 55 BT o BRI AR =

2)  CP &K O
HRFIZFRE L 7,
CP 14.0 mg ZE LB TR L7-, ZHICAEER (BARKRDS., MEtt kG
BT o hEF S K4C70) % 20 mL I Z THEME L. 0.70 mg/mL &G % 755
L7,

3) CPOH=E
FIRE AL ER VL (FREHEME(LSR) T 14 pg/mL & L7z,

6.4 ABRRRUVZTORINER

SR TS 2 MARRII T A R 0 (OECD TG473) THEZRE S LTV 5 Milfad
—DOTHY | invitro O FERFERRIASFEHINTEY . TRT—FVEEFETHD
TEMBRIRLT,

6.4.1 il R B

i 44 S F v A = — X N R X — il kO R HEIE R R
[CHL/IU (IVGT) ]

HEAS TR

7y hEE :

AT H : 2020412 A 9 H

UG S A D RIREFE (-196°C)

e A D MR OEENIER (v — VIKHE ICHERE LR O RE
EHT D) . MR IIRER] 15~20 REFLLAN (SEHIE ;
17.7 BE[) . YR58 25 RO 70%LL ., Yufh
WEERAERNSURBETHY, ~f 2T T XA~ DiHY
DN ERfERINTZLDOEH W,

HEEIRE O kA 3K o B O S A A A B S T R BB T 10 RN, B
BREERBRT 17 R Th o7z (FFAHPH : 3~30 fk
) .

13
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6.5

6.5.

1)

2)

3)

AR

1 S9 mix

S9

4 B
A==
A
vy b3S
Hi ok
#EYH

oY) e O LB

i A

7 FH 7 TR
W - P
WA E
Rt S
R AF 55
a7y A=
X

A —T1—
M2 =
oy MES
s A

fitt FH 391 BR
(EEE s
R A7

S9 mix @ FHL S5k

: S-9

AV = HOVEERE TR ARt

: 2mL/ /XA TV
;24051702
. SDRHET v b, &

7 x )N H— )L (PB) L X5,6-X2Y 7 TR (BF)

: PB: 4 HREIEMENEE (30, 60, 60 &1 60 mg/kg)

BF : PB# 5 3 HHICHFRIEKENE G (80 mg/kg)

© 20245 H 17 H

: 2024411 H 16 H
D7 -

: 220.7+109¢g

D W (=70°C LAT)
DB AR e AR =

. Cofactor C

D AV T FOVEERE TR A
: 4.7 mL//NA T v

: C24051502

: 202445 15 H

: 2024411 H 14 H

. MR (=70°C LA F)

D BEAR M AR

AL L=, S9 L a T 7 7 X —%2:47 DEE (K 1347 )V) TEEBHIC
BAELTSImix #FHH L7, S9 mix DL (1 mLF) #LLFICRT,

K
S9
MgCl,
KCI

T a—RA-6-V g

: 0.7 mL
: 0.3 mL
: 5 pmol
: 33 pmol

5 umol

Wbl =aF o 7 I RT7F=0 X7 LAF R i (NADP)

: 4 umol

14
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HEPES #%## (pH7.2)
: 4 pmol

6.5.2 BEER
Minimum Essential Medium (MEM){Z3EMB1{k L 7= “F1f{E (bovine serum, BS) % &

FEIRE DN 10vIv% & 725 £ DI L 728538 (10%BS-MEM) Z#=#R# L7, A% O
R IImEAFE L, 1 EADNICER L,

1) A1k
A —T— : Thermo Fisher Scientific Inc.
2y hEE : 2688466
P A7 e o Wl (-20°C LA F)
TR A7 53 AT DB AR e AR =
2) Minimum Essential Medium (MEM)
A —J]— : Thermo Fisher Scientific Inc.
7y hES : 2925213
(EE Sy DR
TRAF 5 BT o BE AR e A R =

7. BRERAE
B RLERVE DN &2 DL T ISR,
ERFRAAEE (RETEYEEE L)
© S9 mix FELFELE T CTHEBRWE /xR E 6 Ref L, = o
% 10%BS-MEM 554 1% T 18 Wil k5% ([I1E K5 4%)
HERFRAEE (RETEMEE D)
: SO mix fF/E T CHBRW L/ xR W'E 6 Ref LBl = Dtk
10%BS-MEM £ 45 ik ¢ 18 Rpf15 4% ([R1{E 15 4%)
LB (FREHE M L L)
: S9 mix FELFELE T CTHBRWE /> A E 24 FERA] AL

iy

=

5

7.1 BERUVRTA FEKXRDOHEANE

RelIBRE 5. R - B ER OCHEZ R T - BT Tl Lz, Ykl
HORATZ A NIZERIEICL2BEDTED, ARESZLOERGIIHIL LT a— &S
L L7 7~ L Tihl L7,

7.2 REDHKE
7.2.1 0 e 125 B8 0 1 5L BR

FAEIEIZ BT 2 B2 BET 5 BT Al M/ /0 e 18 58 20 ) K OBk ig s i
LD EEBEEROZAL QLB OFE 2 ETe) 2T Lo, M7 M/ e 5 5 40l o

15
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R U3 A £E [ A% 4% (Population Doubling : PD) K OVAH %} A 48 [ 5 4% (Relative
Population Doubling : RPD) 75 Hi i3 2 MR FE AN S0 L 0 #EE L7z (BRI
7.4.1HBH])

EHEZ, A RT 42 THBUEFEF IR LD FIEIZ OV T ITEkSn
T 1800 pg/mL (10 mM AH) & L7z, BATF., &k 2 TEL T 900, 450, 225, 113,
56.3, 28.1 LM 14.1 pg/mL 2% T, 5t 8 HEZFLMHIEICRE LT,

PR VBRI TN %, A AL BR IR T B BRBE A 5 T T

7.2.2 ZEAREEHAR

R 16 S R BBR L d8 1 S Ml B B A B Al =2 (100 —RPD) 1%, A2 RF [ AL ER V5 o FE AR
TEPEAL R ONE ¢ AL ER V5 C 13 225 pg/mL PA b oo & ¢ 48 W5 R ALER 75 o REHE ML T
450 pg/mL PL EDOHET 50%LL EZR L2, SO%MAREESHI G E (ICso) 1%, fEHE
M AVER V5 O JEARHHTE AL C 158 pg/mL, 48 0 R AL ER 15 O AREHE (L T 256 pg/mL, 38
FEALERYE T 138 pg/mL EEH STz, £2, TR TOLEED 450 pg/mL BL RO H &
T, WEPRO LT, DLEOREKI Y, REERFERBROHEIX, EIFHELBED
FERBIE AL TIL 200 pg/mL Zic@mHEE L, L TFAZE 20.0 pg/mL TR L 72 180,
160, 140, 120, 100 % 0" 80.0 pg/mL D Ft 7 H &%, 4R AL O RFHE LTI
400 pg/mL Zixm A& L L, LLF2AZ 50.0 pg/mL T U 72 350, 300, 250, 200, 150,
100 % O 50.0 pg/mL O Ft 8 A&z, #fLHE TIX 180 pg/mL i mMHELE L, 2L
T/A720.0 pg/mL THL U 7= 160, 140, 120, 100, 80.0 %X 60.0 pg/mL D F 7 &
ERE LT,

F o, BB E LB TN 2 C A AL BRYE T B ot FRBE S ON B MR e BB A2 8% LT 7

7.3 BERBHRUEESN

1) HBEARHK
BERICIZyREEEFE AT T ATFy 78-O7 L —F (B 60mm > v —L) ZHW
7
A 28 508 4 I FUBR TR AR 1 SR Y (single culture : B5 38 #& 1 W oD il 3= BE I E ) |
Yeth AR B H B CIXARE 3 R4 (triplicate culture : 2 SR ¥ & Yo A AREEAVERL A |
1 RANE R & TREOMBIRENER) & L7,
F o, M EETEE R L N a R R EREBRE b, IS 1 o7 L — k&AL
LERF O ML EEHIEH & LT L,

2) KM
I 37°C, IR K O 5%CO, FCH % L7,

7.4 IR A %

7.4.1 40 e 425 8 400 ] 5L BR
HEBREBIED 5 B 1) ~ S)DEAEIC OV TR, HEEBRE T CTEM L 7=,

16
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1)
2)
3)

& 3 Bk
I

E N

L7,

SIUEHL B A B D g 2 T

R NN D

fv—h(%%ﬁ&mm)%t@zﬂmﬁwwm%%ﬁb 3 AR L,
. BINTAL AR ZE TR T TR R e
WZHE- T, BRI A BrE U, Mkt B ST #RIE . & 5 WX S9 mix & s

& %5&:& Lf:o

EROT L —F 1 IZ2W T, 0.25% trypsin ZLER#
(AR & B U, o BREHREE A W CALER B AR B O AR IR FE 2 I E L 7,

. S0 Iy AL B VA . .
iR NS e ALY
ARNE RATEELEL | AL ERELIEE

R LR 0.050 mL 0.883 mL 0.050 mL
S9 mix RN & 0.833 mL

(S9 B H it IR E) (0.980 mg/mL)

e P o PRI S 1

B U R 0.050 mL 0.050 mL 0.050 mL

CAHEEEREOGTHEWIR CBIER L., £72. B ETEME T
G LR YE T 24

4) FEREFERZIC
Tm%@ﬁﬁ%ﬁ%bto%®%\@ﬁﬁ@ﬁﬁfi6ﬁ%\
e e (L) L7z,

5) FERFMERIETIX. 6 FEROMER L BINLALFH ZEBEMEE T CIRE O A B L ia o
KREZBIE Lo, IRWT, WBRESRIE & #5C . 2% MG i A B 3k C e %
Ve L. #H LU 10%BS-MEM £33 5.0 mL % 12 C 18 MR EE3% (mERE#) L
77

6) IEEMETHRIC, BISNACAHZBEMEL T CEOA Mok L Bl L,

7) WWT, £7L— % 0.25% trypsin CTRLEL L CTHIfE & [alL L, ifn Bk G 5 2 H
WCREER A T RO M B & I E LT,

8) ALBEBRAAIE K OVRE R AL TRF O MR E D 5
N OVRPD ZHH L7z,

O T LR 2 IiEV, FBED PD

log (H53&#& T W QML e + ALBEBE 4G BF o M0 e 2

PD = log 2
(X1
o\ (W B BRI B T 5 PD) y
RPD (%) = (BHER R 51T 5 PD) 100
(2]

9) RPD 75 Alfi@EsId = (=100-RPD) #H i L7-, HAEHEAEEDH =% 50%L0L
ODHENALNTZTZD, 50%%Fde 2 SOEHRNS, ICso R LT,

142 RBEAHEERHER

1) H74.1HD 1) ~2) LR UCEIEZIT -7 (WLELB A O ML E RN T %2 &) .
2) TRICWE-S T, HBEREEEZREL., BEERE, #BRIE XIGESREK., H 250k
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SO mix WML, FAUBLREICE T 2B ERE LTz,

L I ] AL BRI

LB N R — —— T e AL ER Y
I RAEIEEIEL | RaUEIELA Y i
e 0.050 mL 0.883 mL 0.050 mL
SRR S B (0.150 mL)* (0.933 mL)* (0.100 mL)*
S9 mix WIN & 0.833 mL
(S9 B H it IR E) (0.980 mg/mL)
o S BRI 1
ph oy 0.050 mL 0.050 mL 0.050 mL
BV %l PR IR
P 1 MMC: 0.150 mL CP: 0.100 mL MMC: 0.100 mL
&

* o M BB T OB IR A R

3) HTA1ED 4)~5) LR UEEZIT 72 (QUEE % & OVE R R LHEE To 6 Fi
ERZOBER EMLOBIELET)
L, SE2HORAERIEARERAZ L — MoV T, BEKTOR 2 K
Azt K (FA2LY KR, 10 pg/mL) % 0.1 mL i1z 7,

4) BEEK TR, SREH2HOLRCERERERA L — MZoWT, LFOFIET
P RIEAR A ER LT, OBRERITT L — NS00 2 ER L -,
0.25% trypsin ZLERFZ ICHIRE Z B L, 0.075 M LS UV ¥ A THI 15 5 K
RALER L7, B TEER (A %11/7/1/:1~/I//E’Fﬁ4z 3/1, v/v) THEE L7,
BELZMAE AT A AT A IICHOET2EATICHE FL, Mgz L7zobF L4
WRCYets L T EREEAR L LT,

5) BHOEVO IO TL—F (MREENEN 7 LV—K) 2l TILEY oA
O OREEA MR LT, RWT, 741D 7) LT 8) ®FJE T PD, RPD
P OVHE R ¥4 Hl i) =R 2 R L 7z

7.5 HMREEsSEICEAET S T —2DXRTE
P EE . RPD K& OSHEMOEGFE NI 2R 1, DU T A L 0 356 Rk, PD XU LA
WXV NBEE2METER L, £/, ICso FAIBEF 3T TR LT,

7.6 R2EFRERODHE
7.6.1 HEFIE

Qe kPN RSERL, AKE—FE2 08 e A7 23 A0 T HER O
MBI T (f53 : x600) THEE 300 (2 RFIx150 @/ R5]) Bl L, HERF O
HERFEZROMBO MBI ZFER L, HBRZHEH L, FRRFICEES (IR
FOBNENMEEZ X L CHET2) OHBEEEZHEL., HEBER2HH Lz, #5
ITERIEICLDIT o7,

Be P okt FRRE R ONBB R o FRBE 13 42 CTRLZR Lo, ARSI A 55 + 5% %/~ L7 H
Eaxhcm RS U, B ELPRE O IEREHE ML TiX 180, 160 X TN 140 pg/mL @ 3
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P % . R ALEE % o ARGEHE ML TIE 250, 200, 150 & T8 100 pg/mL @ 4 & % #l
U7z, HEEFFAEEONRBHEMEAL TH O D RGHERR L 2otz B LHEED
FEARBZRITFEN Lo T,

7.6.2 2EKEEOHE
QR BREIIMIER T LR TR, MERFETEICUTOLIICESE - 77
LT, RB. BERFIZOWTIEZ, v v 72 &8 4G (Total number of cells with
aberration including gap : TAG) & & £ 72\ ;4 (Total number of cells with aberration
excluding gap : TA) 247 1F CTHEFH L 7=,
1) HEIESRHE
Xr v/ (g) s e R (ctg) M VR T (csg) 2B IT DX v v 7 &
XG5 R O R AR 12 G o3 R DM LT C IR 72 3k
B RO LN H D
et AR BT (ctb) : WA GBS EROFEEHRE LS Tnd b kT
GBI S G A R D R B2 - Th FEYL AT
LD R S NG ROIELL EICEEL TV D b D
Yett AR Az Hi(cte) @ 2 A PATLAETCAEULZOIBMIBHAICHES T 2R E TH
D, B RN L Qe AR A S B TT E D, U
Wacta, =R End 5
Qe RTUGIWT (csb) ¢+ A0 MEIT otb ICHES 5, FEYL BN 28 Y AR O [R] il b s
DI T TCEBYVEFRENREDO NS DK OIELRE
WAL YR DO R B2 > T FEREEL O K S
DR EDIELL EIZR WS D
Qe R A2 Wi (cse) 0 RO RINARHER & R ASHAIZ T & S, HhRIAR G
AR, BRIRE KRR EN D D
Z D fhi(other) WA b(fre) e ENH D
2) FHyEE
PR E DS, Z OB ARFF > TWDEAOH (S5 E) 8220, Sl
HD BREER, 45 ERRE) .
i Hork D fEEPER A (polyploid cell)
BENEMOMA (cells with endoreduplicated

chromosomes)

7.7 HET AR AT

ETNENOUIIET L2, ¥y v 72 EERVES (TA) oYt kEERY 2 H7
DO, BORE 2 AT LM (5 MR & OANE IR O AF) Ok
BEEEIZDUWNT, LU ORFHRNT 21T o 7o, B2V FUEE & #BR B AL B [ C Fisher @
EHEMRRHERICL Dl (FEAYE 1 0.05. A1) Z21T-7-, FEERELEEON
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uﬁﬂ% PEAL CHEBR ) B ALBERE I A BN A b v72 728, Cochran Armitage O 8 [A] fk
E (B EKHE 0.05, ) #4T-7,
Flo, FAERMBGERFIZON T, RBIEXHREE L GH s B S O T % Fisher DE
Vet B RIEIC L DRt (A EKYE £ 0.05, F) #2477,
WP ORBE SN A2 R T AT OV T O R L=, ST 7 B LR 2010
(Rt 2R —E X)) 2fEH L7,

7.8 R 2% 1 R
e 22X Microsoft Excel 2019 Zfif | L T1ERk L 7=,

7.9 BRI LS
UTICRTRETOREMELZ- LA, RBRRSLE LT,

1) BEAELHENIHEU LS Z &

2) PEMEXRERICRIT DR B O HBLEN | RSB 27 — % D 95% %8 Bl
PN (Mean + 1.96 SD) T“d@%) z &

3) BHMERTRREEIC I D Y i rE s B O HBLEE 23 | FR MR RREE & LE T E A
Mmzr4Z &

4) W (B8 BEICHEISBO RN &

7.10 WHROHEEE
UTORTOEELTZTIHG . B E L9 GRS R E SOIB R (550
M e OB NNl ie) M2 AT 5 (F%‘@) CHIETHZ L & LT,
1) 2 es 1 DOWBRYEIREIZKIT 2 R RS MBI, M kL
RTHEREMEZ R
2)  EROEEMIZIE Cochran Armitage OfEFRE CHERARKGER AL D
3) WA R U7 B IR EERE O HBLERDS | RV BT 507 — Z D 95% & P 4
HTh D

7.11 EEI:I:UDT%%
6ﬁmu nﬁ%ﬁ i;@ﬁlﬁ Liﬁiﬂo 71:_0

8. HEEZR
8.1 B Reo 3 B8 410 1 5L B
fE 8% Appendix 1~3, Appendix 7 {278 L7z,
1) HBEEOGHE
TR TONEETEREILA DR T,
2) L
TR T OALELYE T 450 pg/mL LA ED & THRER A6 i,
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3) A EEE
e S G A AR SR R R AL PR v oD FEAREE M b S OV AL B VA CUX 225 pg/mL
A B oo H 8T R AL B VE o REHTE PR 1L Tl 450 pg/mL BL RO M & T 50%LL &
Zon Llze 50% M AR an il B2 (ICso) 1. FEIRFfH] AL B IE o0 FRAGTTE Ak T
158 ng/mL, 5GRFFALBRYE ORBHEMEIL T 256 pg/mL, HHEALPEYE T 138 ug/mL
R ENT,

8.2 Z2EAEEHR
#t Bt % Table 1~2, Appendix 4~6 } " Appendix 8 {2/~ L7z,
1) EREOGHE
T RTOREETEREILA NP> T,
2) kB
J I R AL ERL VR O ARGHTE PEAL TIE 400 pg/mL O F & TR S & & 3 7=, 48 R AL
15O FEHHE AL Je OSEFEALER 1L TR IT A D o T2,
3) Ak EME
G B GRS, R R AL ERE O FERGEE ML TIX 180 pg/mL LA EOHE T,
S W ) AL B VR oo AR EEE PE AL TIE 250 pg/mL LA b oo BT, i AL EE vE T
120 pg/mL LA ED & T 50%LL EZzR LTz,
4) BIERER
et (kR B (TA) O HBUBEE 1T, R ALERYE O FEMHHE ML Tid 180, 160
KON 140 pg/mL O 8T 2, 1 KO 1, FLIRF LR 1L o ARGETE ML Tk 250, 200,
150 XX 100 pg/mL OHET 17, 6, 3 X3 TH Y, FRERH LR E O RBHE M
b CRaMse BEE & Hl U CRERHFRIIC A B2 Z 7R LU (Fisher O E.#fE L5 5H
%, p<0.05) . ZOHBFFEMIREOBKNT 77 —% O 95%EH LR4
A, HaREICREW T O AR HEERFENRD b7 (Cochran Armitage O
HRE. p<0.05) . Dyl 0.91 mg/mL TH -7,
BEO RS (EEEMRE R O NGO AEH) o MBI, ERFEAEEO
FERBTEMEAL TIZ 180, 160 KT 140 pg/mL O FHE T2, 4 KOV 2, 4R HALELE
DO ARHIEMEAL TIX 250, 200, 150 KO8 100 pg/mL OFAE T2, 4, 6 KO’ 1 TH
V. xS T HRMEREE L ORICEEEIXA LN o T,
B, LI E O MRBHE L TH S R B R R R OREERE) Lo
o2 B ALERYE OREARBIZ I L2205 T,

8.3 1 BR O R 3L

TRTCOMBEET, TOHEHOKEHELM - Lo, RBRITEYICERINTZLEZD
i,
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9. EE
3-methyl-5-phenylpentanol D YK RFEFRELZ M T 2720, Fr A =—X N
LA H — it SR ARAEZERIIE (CHL/IU) % AW 7 Y fo (R B 5B & £ i L 7.,

Yufa (R BLUE BBR T, MIIRBIEINEI R 55+ 5% A R L BEARmAEE L, &
Bof FE] AL ER 5 0 FEAREHE ME AL TIE 180, 160 J2 OY 140 pg/mL @ 3 &4 JH B R AL EE 1k
D RFHEPEL TIE 250, 200, 150 X100 pg/mL © 4 HEZBE L1-, TOME, &
IRE [ET AL BV D FEAGEHITE MEAL TII AR E B (TA) RO R (BRI & O
EEANMEIA) O HBUBEE IO T OLEREIZ BV T H M REE & O ik CHE &=
X BN Do 7o, FIRFRIALEE O RBHEMEL TIX, RaAmERE (TA) o LB
FEVEREME o FRAE & b U CHEEHFRIIC A B N A 7" U (Fisher @ BELEEHERFHRE,
p<0.05) . TOHBFIIEMEIIRBEOMBNE KT — X O 95%EH EIR&ZH 2,
MRREICBWTHAEZRHBERMSEEDNRD 547 (Cochran Armitage O 8 [a] i iE |
p <0.05) . F7o, HERFRHELBRE O MRBHE AL TH O A B fE R (Y iofk i =)
Lo doln . HEALEE OEARBIEIIER Lo T,

10. #5584

3-methyl-5-phenylpentanol /L4 A& B 5 B S F T2 W TR ARG R (TA)
EFEFRT L0 (BtE)  BEREITFER L2y &R LT,
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Attachment 1

Historical Data of the Chromosomal Aberration Tests in CHL/IU Cells

Negative control

Short-term treatment (50 studies, 15600 cells)

Positive control

Short-term treatment (50 studies, 15000 cells)

. . Poly TA . . Poly TA
S9 mix Time %) %) Substance S9 mix Time %) %)
Mean 0.6 0.7 Mean 0.0 60.8
+ 6 S.D. 0.3 0.3 cp N 6 S.D. 0.0 12.2
UCL 1.2 1.3 UCL 0.0 84.7
LCL 0.0 0.1 LCL 0.0 36.9
Short-term treatment (50 studies, 15600 cells) Short-term treatment (50 studies, 15000 cells)

. . Poly TA . . Poly TA

S9 mix Time % % Substance S9 mix Time % %
(%) (%) (%) (%)
Mean 0.7 0.7 Mean 0.1 20.5

) 6 S.D. 0.2 0.3 MMC ) 6 S.D. 0.2 5.7
UCL 1.1 1.3 UCL 0.5 31.7

LCL 0.3 0.1 LCL 0.0 9.3

Continuous treatment (50 studies, 15600 cells) Continuous treatment (50 studies, 15000 cells)

. . Poly TA . . Poly TA

S9 mix Time %) %) Substance S9 mix Time %) %)
Mean 0.7 0.7 Mean 0.1 23.6

) 24 S.D. 0.3 0.3 MMC ) 24 S.D. 0.2 6.5
UCL 1.3 1.3 UCL 0.5 36.3

LCL 0.1 0.1 LCL 0.0 10.9

Cumulative background data of chromosome aberration tests in cultured Chinese hamster cells line (CHL/IU), carried out
under the same study conditions at BoZo Research Center Inc. from April 2019 to July 2023.

Negative control: solvent or extraction vehicle of the test formulations (water for injection, dimethyl sulfoxide, acetone,

S9 mix

Time :

Poly :

TA:
UCL:
LCL:

culture medium or 0.5w/v% sodium carboxymethyl cellulose solution)
Positive control: CP; Cyclophosphamide, 14 pg/mL

MMC; Mitomycin C, 0.075 pg/mL (for the short-term treatment)
MMC; Mitomycin C, 0.050 pg/mL (for the continuous treatment)

: +; with metabolic activation

culture.

- ; without metabolic activation

polyploid cells and endoreduplication cells

total number of cells with aberrations excluding gaps
95% control limits(upper control limit)
95% control limits(lower control limit When calculated value was less than 0, LCL value was regarded as 0%)

23

Duration of treatment. Short-term treatment (6-hour treatment) was followed by 18-hour non-treatment
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Table 1 3-methyl-5-penylpentanol: /n vitro chromosomal aberration test in cultured Chinese hamster cells
Results of the chromosomal aberration test [Short-term treatment: -S9 mix]

T-G850

Number of cells with numerical

Number of cells with structural chromosomal aberration " h lab . b
Treatment S9 Dose Level Plate RPD Plate chromosoma aEg(rir:rtéon
i c 0, d : -
® mix  (ug/mL) Cells ctb cte csb cse other TA g TAG %) Cells”  Polyploid duplicated  Total
observed observed cell cell

1 150 0 0 0 0 0 0 1 1 1 153 3 0 3

NC 2 150 1 2 0 0 0 3 0 3 100 2 150 0 0 0
Total 300 1(0.3) 2(0.7) 0(0.0) 0(0.0) 0(0.0) 3(1.0) 1(0.3) 4(1.3) Total 303 3(1.0) 0(0.0) 3(1.0)

1 150 0 0 0 0 0 0 0 0 1 150 0 0 0

140 2 150 0 1 0 0 0 1 0 1 89 2 152 0 2 2
Total 300 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.3) Total 302 0(0.0) 2(0.7) 2(0.7)

1 150 0 1 0 0 0 1 0 1 1 153 3 0 3

6 - 160 2 150 0 0 0 0 0 0 0 0 73 2 151 1 0 1
Total 300 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.3) Total 304 4(1.3) 0(0.0) 4(1.3)

1 150 0 1 0 0 0 1 0 1 1 150 0 0 0

180 2 150 1 0 0 0 0 1 0 1 48 2 152 1 1 2
Total 300 1(0.3) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 2(0.7) 0(0.0) 2(0.7) Total 302 1(0.3) 1(0.3) 2(0.7)

1 150 12 28 0 0 0 40 0 40 1 150 0 0 0

PC 2 150 12 28 0 0 0 37 0 37 92 2 150 0 0 0
Total 300 24(8.0) 56(18.7)  0(0.0) 0(0.0) 0(0.0)  77%(25.7) 0(0.0)  77(25.7) Total 300 0(0.0) 0(0.0) 0(0.0)

a): ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, other: including fragmentation, g: chromatid or chromosome gap
b): Value in the parentheses indicates percentage against the total number of cells observed. c¢): Diploid cells d): Diploid, polyploid, and endoreduplicated cells
TA: Total number of cells with aberration excluding gap, TAG: Total number of cells with aberration including gap

NC: Negative control (DMSO)
PC: Positive control (mitomycin C, 0.075 pg/mL)

RPD: Relative population doubling
*: p <0.05 (significantly different from the negative control group by Fisher’s exact test)
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Table 2 3-methyl-5-penylpentanol: /n vitro chromosomal aberration test in cultured Chinese hamster cells
Results of the chromosomal aberration test [Short-term treatment: +S9 mix]

T-G850

Number of cells with numerical

Number of cells with structural chromosomal aberration " h lab . b
Treatment S9 Dose Level Plate RPD Plate chromosoma aEg(rir:rtéon
i 15 0 d ; -
® mix  (ug/mL) Cells ctb cte csb cse other TA g TAG %) Cells”  Polyploid duplicated  Total
observed observed cell cell
1 150 0 0 0 0 0 0 0 1 152 2 0 2
NC 2 150 1 0 0 0 0 1 0 1 100 2 151 1 0 1
Total 300 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3)# 0(0.0) 1(0.3) Total 303 3(1.0) 0(0.0) 3(1.0)
1 150 0 1 0 0 0 1 0 1 1 150 0 0 0
100 2 150 0 2 0 0 0 0 82 2 151 1 0 1
Total 300 0(0.0) 3(1.0) 0(0.0) 0(0.0) 0(0.0) 3(1.0) 0(0.0) 3(1.0) Total 301 1(0.3) 0(0.0) 1(0.3)
1 150 0 1 0 0 0 1 0 1 1 153 3 0 3
150 2 150 2 0 0 0 0 2 0 2 72 2 153 2 1 3
6 + Total 300 2(0.7) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 3(1.0) 0(0.0) 3(1.0) Total 306 5(1.6) 1(0.3) 6(2.0)
1 150 1 3 0 0 0 4 0 4 1 153 1 2 3
200 2 150 0 2 0 0 0 2 0 2 61 2 151 0 1 1
Total 300 1(0.3) 5(1.7) 0(0.0) 0(0.0) 0(0.0) 6(2.0) 0(0.0) 6(2.0) Total 304 1(0.3) 3(1.0) 4(1.3)
1 150 1 8 0 0 0 8 1 9 1 150 0 0 0
250 2 150 3 7 0 0 0 9 0 9 42 2 152 2 0 2
Total 300 4(1.3) 15(5.0)  0(0.0) 0(0.0) 0(0.0) 17*%(5.7) 1(0.3) 18(6.0) Total 302 2(0.7) 0(0.0) 2(0.7)
1 150 14 59 0 0 0 72 0 72 1 150 0 0 0
PC 2 150 17 63 0 0 0 77 0 77 52 2 150 0 0 0
Total 300 31(10.3) 122(40.7) 0(0.0) 0(0.0) 0(0.0) 149*(49.7) 0(0.0)  149(49.7) Total 300 0(0.0) 0(0.0) 0(0.0)

a): ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange, other: including fragmentation, g: chromatid or chromosome gap
b): Value in the parentheses indicates percentage against the total number of cells observed. c¢): Diploid cells d): Diploid, polyploid, and endoreduplicated cells
TA: Total number of cells with aberration excluding gap, TAG: Total number of cells with aberration including gap

NC: Negative control (DMSO)

PC: Positive control (CP; cyclophosphamide monohydrate, 14 pg/mL)
RPD: Relative population doubling
*: p <0.05 (significantly different from the negative control group by Fisher’s exact test)
#: p <0.05 (significantly significant trend by Cochran-Armitage trend test)
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Appendix 1 3-methyl-5-phenylpentanol: In vitro chromosomal aberration test in cultured Chinese hamster cells
Results of the cell-growth inhibition test
[Short-term treatment: -S9 mix]
Study type ‘ | cell-growth | o Condition of culture medium ¥
Concentration | RPD * R ondition of cells — :
S9 | Treatment /mlL N inhibition Precipitates &
; " (ng/mL) (%) rate (%) Color?
i 0 2) 0 2) 3)
0 (NC) 100 0 - - - - - -
14.1 104 -4 - - - - - -
28.1 104 -4 - - - - - -
56.3 108 -8 - - - - - -
L
Q
- 6 2w 83 17 + ; - - - -
E 225 h) h) +++ TOX - - - R
450 h) h) TOX | TOX - + + .
900 h) h) TOX TOX - + + -
1800 h) h) TOX | TOX - + + .

Concentration of 50% cell-growth inhibition

: 158 pg/mL

NC : Negative control (DMSO)
a) RPD (relative population doubling) = PD (population doubling) of treated group/PD of negative control group x 100
b) Cell-growth inhibition rate was shown as 100 - RPD.

¢) Condition of cells was observed 1): at the end of the treatment and 2): at the end of incubation.

d) Color of culture medium was observed immediately after addition of the test solutions. Presence or absence of precipitates

ot

TOX:
f) -
g -

+:

was also altered.

altered.

26

Most of the cells were attached to the plates and grew as a monolayer. Their shape was normal.
A small number of cells were detached from the plate and floated in the culture medium. The shape of attached cells

There existed few cells attached to the plate and almost all cells were detached and/or dead.
No color changes

No precipitates
Presence of precipitates
h) RPD and cell-growth inhibition rate could not be calculated because the number of cells was zero.

was examined 1): immediately after addition of the test solution, 2): at the end of the treatment, 3): at the end of

e) -

+

Most of the cells were detached from the plate and floated in the culture medium. The shape of attached cells was also
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Appendix 2 3-methyl-5-phenylpentanol: /n vitro chromosomal aberration test in cultured Chinese hamster cells
Results of the cell-growth inhibition test
[Short-term treatment: +S9 mix]
Study type ‘ | cell-growth | o Condition of culture medium ¥
Concentration | RPD * R ondition of cells — :
S9 | Treatment /mlL N inhibition Precipitates ©
- ) (ng/mL) )| rate %) Color "
mix (h) i) 2) 1) 2) 3)
0 (NC) 100 0 - - . . . _
14.1 106 -6 - - - - - -
28.1 100 0 - - - - - -
56.3 87 13 - - - - - -
L
Q
+ 6 £ 65 35 - - - - - -
K 225 58 42 ++ ++ - - - -
H
450 h) h) TOX | TOX - + + .
900 h) h) TOX TOX - + + -
1800 h) h) TOX | TOX - + + .

Concentration of 50% cell-growth inhibition

1 256 pg/mL

NC : Negative control (DMSO)
a) RPD (relative population doubling) = PD (population doubling) of treated group/PD of negative control group x 100
b) Cell-growth inhibition rate was shown as 100 - RPD.

¢) Condition of cells was observed 1): at the end of the treatment and 2): at the end of incubation.

d) Color of culture medium was observed immediately after addition of the test solutions. Presence or absence of precipitates

TOX:
f) -
g -

4

was also altered.

No precipitates
: Presence of precipitates
h) RPD and cell-growth inhibition rate could not be calculated because the number of cells was zero.

27

Most of the cells were attached to the plates and grew as a monolayer. Their shape was normal.
Approximately half of cells were detached from the plate and floated in the culture medium. The shape of attached cells

There existed few cells attached to the plate and almost all cells were detached and/or dead.
No color changes

was examined 1): immediately after addition of the test solution, 2): at the end of the treatment, 3): at the end of

e) -

++:
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Appendix 3 3-methyl-5-phenylpentanol: In vitro chromosomal aberration test in cultured Chinese hamster cells

Results of the cell-growth inhibition test
[Continuous treatment: 24h]

Study type ‘ , | cell-growtn Condition of culture medium ¢
Concentration | RPD inhibiti .. c.e) s g)
39 | Treatment nhibition Condition of cells Precipitates
(ng/mL) (%) o/ b Color?
mix (h) rate (%) D 2
0 (NC) 100 0 - - - -
14.1 109 -9 - - - -
28.1 102 2 - - - -
56.3 89 11 - - - -
2
Q
- 24 -g 113 64 36 + - - -
E 225 h) h) TOX - - -
450 h) h) TOX - + +
900 h) h) TOX - + +
1800 h) h) TOX - + +

Concentration of 50% cell-growth inhibition : 138 pg/mL

NC : Negative control (DMSO)

a) RPD (relative population doubling) = PD (population doubling) of treated group/PD of negative control group % 100

b) Cell-growth inhibition rate was shown as 100 - RPD.

¢) Condition of cells was observed at the end of the treatment.

d) Color of culture medium was observed immediately after addition of the test solutions. Presence or absence of precipitates
was examined 1): immediately after addition of the test solution, and 2): at the end of the incubation.

e) -: Most of the cells were attached to the plates and grew as a monolayer. Their shape was normal.
+: A small number of cells were detached from the plate and floated in the culture medium. The shape of attached cells

was also altered.

TOX: There existed few cells attached to the plate and almost all cells were detached and/or dead.

f) -: No color changes

g) -: No precipitates
+: Presence of precipitates

h) RPD and cell-growth inhibition rate could not be calculated because the number of cells was zero.

28
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Appendix 4 3-methyl-5-phenylpentanol: In vitro chromosomal aberration test in cultured Chinese hamster cells

Results of the chromosomal aberration test
[Short-term treatment: -S9 mix]

. .o d)
Study type . ) Cell-growth Condition of cells®® Condition of culture medium
S Concentration | RPD inhibition Precipitates )
9 | Treatment | (ug/mL) ) | fate (%) Color”
mix (h) ° 1) 2) 1) 2) 3)
0 (NC) 100 0 - - - - - -
80.0 98 2 - - - - - -
100 89 11 - - - - - -
i) 120 89 11 - - - - - -
2
; 6 5| 140 89 11 + - - - - .
= | 160 73 27 + + . . - -
180 48 52 ++ + - - - -
200 -35 135 +++ ++ - - - -
PC 92 8 - - - - - -

NC : Negative control (DMSO)
PC : Positive control (Mitomycin C: 0.075 pg/mL)
a) RPD (relative population doubling) = PD (population doubling) of treated group/PD of negative control group x 100
b) Cell-growth inhibition rate was shown as 100 - RPD.
c) Condition of cells was observed 1): at the end of the treatment and 2): at the end of incubation.
d) Color of culture medium was observed immediately after addition of the test solutions. Presence or absence of precipitates
was examined 1): immediately after addition of the test solution, 2): at the end of the treatment, 3): at the end of
e) -: Most of the cells were attached to the plates and grew as a monolayer. Their shape was normal.
+: A small number of cells were detached from the plate and floated in the culture medium. The shape of attached cells
was also altered.
++: Approximately half of cells were detached from the plate and floated in the culture medium. The shape of attached cells
was also altered.
+++: Most of the cells were detached from the plate and floated in the culture medium. The shape of attached cells was also
altered.
f) -: No color changes
g) -: No precipitates
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Appendix 5 3-methyl-5-phenylpentanol: In vitro chromosomal aberration test in cultured Chinese hamster cells

Results of the chromosomal aberration test
[Short-term treatment: +S9 mix]

Study type . Cell-growth N 0o Condition of culture medium ¢
Concentration | RPD® | - hibiti Condition of cells — .
S9 | Treatment (ng/mL) %) mhibl 10{)1) Color? Precipitates
i rate (%) olor
mix | (h) 1) 2) 1) 2) 3
0 (NC) 100 0 - - - - - -
50.0 102 -2 - - - - - -
100 82 18 - - - - - -
150 72 28 - - - - - -
i)
2 | 200 61 39 + - - - - B,
+ 6 £l
z 250 42 58 ++ ++ - - - -
H
300 -221 321 ++ +++ - - - -
350 h) h) TOX | TOX - - - -
400 h) h) TOX | TOX . + + -
PC 52 48 - - - - - -

NC : Negative control (DMSO)
PC : Positive control (Cyclophosphamide monohydrate: 14 ng/mL)
a) RPD (relative population doubling) = PD (population doubling) of treated group/PD of negative control group x 100
b) Cell-growth inhibition rate was shown as 100 - RPD.
¢) Condition of cells was observed 1): at the end of the treatment and 2): at the end of incubation.
d) Color of culture medium was observed immediately after addition of the test solutions. Presence or absence of precipitates
was examined 1): immediately after addition of the test solution, 2): at the end of the treatment, 3): at the end of

e) -

+
++:
+++:
TOX:
f) -

g -
+

Most of the cells were attached to the plates and grew as a monolayer. Their shape was normal.

A small number of cells were detached from the plate and floated in the culture medium. The shape of attached cells
was also altered.

Approximately half of cells were detached from the plate and floated in the culture medium. The shape of attached cells
was also altered.

Most of the cells were detached from the plate and floated in the culture medium. The shape of attached cells was also
altered.

There existed few cells attached to the plate and almost all cells were detached and/or dead.

No color changes

No precipitates

Presence of precipitates.

h) RPD and cell-growth inhibition rate could not be calculated because the number of cells was zero.
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Appendix 6  3-methyl-5-phenylpentanol: In vitro chromosomal aberration test in cultured Chinese hamster cells
Results of the chromosomal aberration test
[Continuous treatment: 24h]
Study type . Cell-growth Condition of culture medium ¢
Concentration | RPD ¥ S .. ) . )
S9 | Treatment JmL N inhibition |Condition of cells Precipitates ©
; (ng/mL) (%) o) Color?
mix (h) rate (%) D 2
0 (NC) 100 0 - - - -
60.0 94 6 - - - -
80.0 88 12 - - - -
L 100 80 20 - - - -
.8
. 24 5 120 44 56 + ) - )
= | 140 34 66 + - - -
160 23 77 ++ - - -
180 5 95 +++ - - -
PC 70 30 - - - -

NC : Negative control (DMSO)
PC : Positive control (Mitomycin C: 0.050 pg/mL)
a) RPD (relative population doubling) = PD (population doubling) of treated group/PD of negative control group x 100
b) Cell-growth inhibition rate was shown as 100 - RPD.
c¢) Condition of cells was observed at the end of the treatment.
d) Color of culture medium was observed immediately after addition of the test solutions. Presence or absence of precipitates
was examined 1): immediately after addition of the test solution, and 2): at the end of the incubation.

e) -: Most of the cells were attached to the plates and grew as a monolayer. Their shape was normal.

+: A small number of cells were detached from the plate and floated in the culture medium. The shape of attached cells
was also altered.

++

was also altered.

: Approximately half of cells were detached from the plate and floated in the culture medium. The shape of attached cells

+++: Most of the cells were detached from the plate and floated in the culture medium. The shape of attached cells was also
altered.

f) -: No color changes

g) -: No precipitates
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Appendix 7

hamster cells
Population doubling in the cell-growth inhibition test

3-methyl-5-phenylpentanol: /n vitro chromosomal aberration test in cultured Chinese

[Short-term treatment: -S9 mix]
Study type Cell counts (><104 cells/mL)
Concentration .
S9 | Treatment (ug/mL) At the initiation of the At the end of the PD
mix (h) treatment incubation
0 (NC) 55 132
14.1 57 1.37
28.1 57 1.37
o | 363 59 1.42
- 6 2| 13 22 47 1.10
«
7| 225 0 a)
B[ 450 0 a)
900 0 a)
1800 0 a)
[Short-term treatment: +S9 mix]
Study type Cell counts (><104 cells/mL)
Concentration .
S9 | Treatment (ug/mL) At the initiation of the At the end of the PD
mix (h) treatment incubation
0 (NC) 62 1.49
14.1 66 1.58
28.1 62 1.49
o | 363 54 1.30
+ 6 2| 13 22 43 0.97
«
% 225 40 0.86
[ 450 a)
900 a)
1800 a)
[Continuous treatment: 24h]
Study type Cell counts (x10* cells/mL)
Concentration .
S9 | Treatment (ug/mL) At the initiation of the At the end of the PD
mix (h) treatment incubation
0 (NC) 54 1.30
14.1 59 1.42
28.1 55 1.32
o | 363 49 1.16
- 24 g2 113 22 39 0.83
«
7| 225 0 a)
E [ 450 0 a)
900 0 a)
1800 0 a)

NC : Negative control (DMSO)

PD : Population doubling was determined as;

[log (cell counts at the time of end / cell counts at the time of start treatment)] / log 2

a) PD could not be calculated because the number of cells was zero.
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Appendix 8 3-methyl-5-phenylpentanol: /n vitro chromosomal aberration test in cultured Chinese
hamster cells
Population doubling in the chromosomal aberration test

[Short-term treatment: -S9 mix]

Study type Cell counts (><104 cells/mL)
Concentration .
S9 | Treatment (ug/mL) At the initiation of the At the end of the PD
mix (h) treatment incubation
0(NC) 55 1.32
80.0 54 1.30
100 50 1.18
%: 120 50 1.18
- 6 5 140 2 50 118
& 160 43 0.97
180 34 0.63
200 16 -0.46
PC (MMC) 51 1.21
[Short-term treatment: +S9 mix]
Study type Cell counts (x10* cells/mL)
Concentration .
S9 |Treatment (ug/mL) At the initiation of the At the end of the PD
mix (h) treatment incubation
0 (NC) 54 1.30
50.0 55 1.32
100 46 1.06
o 150 42 0.93
g | 200 38 0.79
+ 6 < 22
z 250 32 0.54
=
300 3 -2.87
350 0 a)
400 0 a)
PC (CP) 35 0.67
[Continuous treatment: 24h]
Study type Cell counts (x10* cells/mL)
Concentration .
S9 |Treatment (ug/mL) At the initiation of the At the end of the PD
mix (h) treatment incubation
0 (NC) 55 1.32
60.0 52 1.24
80.0 49 1.16
_ié 100 46 1.06
- 24 | 5| 10 22 33 0.58
= 140 30 0.45
160 27 0.30
180 23 0.06
PC (MMC) 42 0.93

NC : Negative control (DMSO)
PC : Positive control (MMC; Mitomycin C, 0.075 or 0.050 pg/mL, CP; Cyclophosphamide monohydrate, 14 pg/mL)

PD : Population doubling was determined as;
[log (cell counts at the time of end / cell counts at the time of start treatment)] / log 2

a) PD could not be calculated because the number of cells was zero.
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[EHEMEAIEE (1/2)

RRE = ¢ T-G850
RBREE :  3-methyl-5-phenylpentanol : F ¥ £ =—X + NAXZ —IEEMIE
HN 3 in vitro e 44 B w3 BR
ARBRIIU TSR TEE I > TEBENTZZ L 2R L ET,
o IHBRILTHEEIRIAREERT SRR ICET 5N (Fk 2343
A 31 H:3AER 03314 85, Ak 230329 )5 6 B BRI TE 110331010
%)

B, HEXTROBY REL, MEBLE L,

B Ak R
RRETERV
H H HYE I = BEEEHEHE~D
WwiE R
R EEH 20244 9H 4H 20244 9H S5H
REBHEEEEE (1) 20244 104 17 H 20244 10H 17 H
B % A 20244 104 18 H 20244 108 23 H

TR RE (EBRYE - B 20244E 10H 21 F 20244 10H 23 H

*RWE) | O

BEAER (EE) 20244 10 A 22 A 2024 45 10 A 24 H

Yoo (RIEAER (Yuta) 20244 10 H 23 H 20244E 108 24 H

e (KR ARBLE 20244 11 A 128 20244 11 A 14 H
EF—% 20254 3H 4H 20254 3 H 4H

2 e R 20254 3H 5H 20254 3H 68
REREEFER IRE 20254 3 A 4H 20254 3H 48H

2 2 e 7R 20254 3H 5H 20254 3H 68H
ETF—5 (ERYWERER) 20254 3 H 13 H 20254 3H 13 H
s E 20254 3H 17H 20254 3 A 17H
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H H HYE W OE H BEEEESE~D
wER
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20244 54 23 H
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20244 58 25H
20244 5H 29 A
20244 5H 31H 20244 6H 4H

2025 % 3 A /7w

KRR VY —F ¥
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