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15. 2 8

A0 B RO EREEFRIEOF R, (FHIERTEHN (CHLAU MIFE) 2 v, FERFHLpik
(6 FERIALEED S9 mix FRANM TN S9 mix MEFNN) & Bt LBiE (24 FRERFIALEE) CRET L7,

A7 B EROFERIEEENE, FHEIEHIREBR OB R, SO%AIEIHIIHIRE (1ICs) MK Uz
DATFEERRIEZ, A 21280 4 BT Lz, 970bb, SRFELIERED S9 mix RINCI
93.8, 187.5, 375 XU} 750 ug/mL, S9 mix #EFSAINTIE 187.5, 375, 750 TN 1500 pg/mL, ELEEALER
15T1%93.8, 1875, 375 KU 750 pg/mL & L7-.

PRROFER, ERHTALERE K ONIEGRALERE & b, SR O BT HELERIL 5%RHM Th

o7,

FRBCRIITHOW G ENY, OB EERE R L, BRISTREOBGTEIRICRT 5
PR REFERL, SBROBSIRMIEHIZT O TH o7, Fio, HAL LTHW Mk
S (BURXIIR) (ZRU HYEREFEFHERRIL, SABRRIE D SUARRETH Y, BHUEHER
R RAT T FEIRED IR T

PAEDOFER, URBROFHTIZBWNT, 47 7 ARG EREE RIS HET 5.
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16. ¥ &
7 & CBEOFFRR R WV A R EFEHEBR AT, FORGKREAFEFHEREOF D
VWVTRRET L7z,

17. B &
171, #EME, B4 EMEIRYE BESRMERTEAREYE
1711, BERME

BERYEA T & VB (B4 n-7 7 U VR, FERES R octanoic acid, CAS No. 124-07-2, B
HEE ((b3FE):2-608] 13, (b CsHiO, ((EAETT Figure 1.2308), 701 144.21, ik -
PR Z< O TWEHEDEBHOBIATH Y, FFRREZATH. KNS, =& /7 — VRGBT & &
CHER. BRI 109°C, HE (20°0): 0910 g/mL TH 5. BRERIIT,

AFLEbOEAVE [ et
(GC): 992%)]. AF&IE, REROKHFYERESEOERMRER [FRERE: 23°C (FHAIE:
22.0-250°C), TRTITEE: 55% (GEHIIT: 40.8 — 67.0%) ] WIZ, =il I « KEBOSM T THRE L
7.

(A7 2 VBEDT v N W DRAKEZ LD RE S-S - A mEitaaik  EiRE
5 100330) OG- HIRIRE THITEERIEE TR L7298 E (Lot No.: EPN6106) % 550 TR
ST L, BRI OZEMEAE R L.

17.12. 4K

AT, HEkT ) —/L & B8, LotNo.: EPQ5745, fHFIMINR: 201244 J1 22 A, £
ST a—s ) VWE kTR U, FRRE TR OB E R EOE
BB [FREIRE: 23°C (FEHIIF: 22.2 - 24.0°C), AREWE: 55% (GEHII: 40.8 - 53.1%)] WIZ, =
IR - LD T TRE L.

1713, EMIEYME

PRVt & LC, YAFARNKRFY R (ELT DMSO, #ifk: SRAERIRIN AR VA,
Lot No.: JT012, fERHARR: 2012477 A 22 A, #RSHECEZEFZERT) & Rv7=. DMSO i, f#
FARE ¥ CRBR MR OWRE IR E EOSIRMEE [FRERE: 23°C (EHIfE: 22.2 - 24.0°C), RER
BE: 55% (FIMI: 40.8 — 53.1%)] WIS, =RIE « BEORMET CHRE L.

1714, BiEBYmE

BT IRmE L LT, w1 b~vA 2 CELFMMC) &V AF= ha¥ I (LUFDMN) %
AV

MMC [pEdbda: ~A b=A 2 7FH 2mg, LotNo.: 542A1A, #lpk: 1 /351 7 Az, HE<A b

12



Study No. 970730

A2 C 2mg ity & BRE(LT MY UAEEA, ik HFREADERIIEREOHERT,
NN-UAFNTE RT 2 NOETRed <, KUIAZ ) —MZEFIz< <, =F ) —/UIZhid T
Wz V. B ERORETITFR TRETHH. KFHRORETIL pH 12 L 2 ¥R %21
9K, pH8.0 TIIXLETHHAH, pH7.0 LU Tidk pH EIMEL 7251201 TC, FOREMHIK
T9%. AR 2013 4F | A, B U L& &, DMN [Lot No.: ALH4727, PRIk 3&
EIBHHOTRIL, ek YRR EFH RSB EORGED H N E BB L TOARWEEIE, &£
WPFRNZ TR TG Z A LT ST 5. &8 99.6%, fEAMIER: 2011 423 H 1 A (AL
By, FOCAMEE TS A] 1, Wb il A L7z, AR, Wi b AREE TR
BRI OWERYYE A B OIS [RY TR 4°C (JZHNE: 6.1 - 6.8°C) , #4EkE: BMS-500F3, HA
7V — RSt NI, WIEROSET CRE L.

1715, AR YE
WERE OPETH DKL Z /) —/LE F -,

17.2. BFR

1721, HERME

17211, RAEAE

FHRCEFEINH SR ClL, B 1500 mg (EFEE(A: 15002 mg) ZFEE (EFKFE AT261, A b
T— - PUMEBRERSD)L, A ) — VB LT, REilRE (150 mg/ml) % 10mL AL
7o, IRETREEIRLL FOBERY, 150 mg/mL DA EKT ¥ ) — /L CEIEFIRL T, WY
ERERE (75, 375, 18.75, 938, 4.69, 234 KON 1.17 mg/mL) ARRML7-.

Pt AR ERERCIE, WM 1500 mg (EFEEME: 14999 mg) ZFEE (FE+ KA AT261, A R
—« U RS L, K24 /) — /R L C &miR (150 mg/mL) % 10 mL 8 U7z,
B EREERLL T OREERRIE, 150 mg/mL iRO— 4 #K= 5 ) —/L CTERIEAIR L T, #ERWER
B (75, 37.5, 18.75 }019.38 mg/mL) ZFRLL7-.

723, AR RARR K O R R HR & GIREULY U — 2 R TFHR T T o 7z,

17.2.12. BRMBERARBORELR VRHREE

MR E U TR S ) — /L& VTR ERRENR O ZEMT- DT, 1 XU 100 mg/mLOjE
JECHARES, i [REEIE: 23°C (GEHIE: 22.8 —23.0°0) | - Bt - KRBT 6 B £ TRIED 2 2
LEMERSNTVA Y,

7E, HENIHRRIATY, BN L.
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1722. BHEIEYE
17.221. AL
MMC & O'DMN [HE&EE L KFE (AT261, A hT—+ ML FERSHD) (CCRE] &b, £H
BHRIE (574, Lot No.: MID97, FRala k[ KIF IR 145 1 0fiR U CLBHRE (FORIBEED 1045)
EIRE U7, FRENIHRRC ) — o R FN T T .
PUTICRBRIN IR 2 e BB 4, TR M OSRIRE 2R L.

Wa s R E (ug/mL) AFRE (ug/mL)

SRRV L S9 mix #AN DMN 5000 500
S9 mix MEFIN MMC 1.0 0.1
H e AL B 7k MMC 0.5 0.05

FBEOREHEE: YRt D Ny 7 7T 0 RF—5n0, W BB REZ R TIRE TH
Zayiat:oN

17.222. BHAEPTORERERVEE
PR COZEMER OVEEICOWTY, ®RWE L L CORIGH, BERIERD NNy 7 7I 7 K
T—HEISHBLTND I E a2 L THERESNTZ b D LT 5.

1723, BRREEBRDERY HL
TRARIRIIL, FEHRICRERE L.

17.3. HER

17.3.1.  #ARa

RERICIT, MR EL, B DR oY EROBZCE L TR Y, F- S A
W B ARBE T — I NEERAE S, No 2 T T 00 RF—2NENTF v f 2 ALK AK —
FiF S ROBESERIRIE (CHLAU) % Hv . Mk, 2009 47 A 22 HIZ DS 77 —< /3 A A
T A HMEREAE FRT N =7 a7 Vb AF Uiz, MY, mIRER CliRr - @R &
L, HBRIZERL, B L CThH DAL (RS 15 W], PRt — N 25 A, AIIRRELRERD: 16.8 FF
M, ~A 277 XA~<ipt: &) 2EfE L, S TA L. MlofkRiE, 55 (Nunc
&) FHNT3~4 HZE1Tol. DURICARBRICEIT 2 R0 O OREE T L.

MR T AR 3 [e]

iR RAER 7 Ml

7E, FEBRMRVEITTEINRE A A T R RAERRE (G ) TfTo7.
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18. S9 mix

S9 [Lot No.: 10081305 (HHHEFRINHIERER) £ 10100807 (Lo ihaER), =4V = XL EERE
TEKRLSH T, 7= /2R 56-_0Y T TRV EERE L 7 BEROKET vk
[Crl:CD (SD)] 37 P& (fARE:210.1+£10.2g) MR350 ((RE: 2104 +£9.0 g) DTG HLE [HhEH:
201048 A 13 U (HZHRR: 2011 42 H 12 W) KO2010 410 H 8 U (AZhHFR: 2011 44 H 7
H), AR YERERNEER DOHEMEIC L 0 BER 6 v ] ST b D& ER L7, S91%, 2010479
A2 HEUN2010 410 A 28 AIZEEA L, -80°C EDIBIKIL 7 U —¥— (ULT-1386-5A, Kendro
Laboratory Products) PNIZHREERE L7-.

SOmix 1%, S9 UADEMEEZMENRAS L CARE L, ThWEALTF T 40— (602 um,
NALGENE®) Cyigith L7-%%, HHREENC S9 24 THRRL L7z S9 mix ORRLA LTI R Lz,

AL oy S9mix 1 mL -HoDE R oy S9 mix | mL HHoDE:
S9 0.3 mL Glucose-6-phosphate 5 pumol
MgCh 5 pumol NADP 4 umol
KCl 33 pmol HEPES buffer (pH 7.2) 4 umol
19. EER

Eagle @ #x/ VW ZHESZ (Bagle’s minimum essential medium) (%, BEagle’s MEM ¥ {55 Hb
(Lot No.: 822962, GIBCO, Y A k No.11095-080) =, FEME{L (56°C, 30 7)) L7={F4mig
(Lot No.: 8108787, GIBCO) % HMEFHIED 10%L 425 L HITINZTHRLILZ. 728, sl
BRI IR Z 37°C 1CAME L CfFEH L7z, Eagle’s MEM i {ARSOMLAL % LAT IR Lz,

(mg/L) (mg/L)
CaCl, (anhyd.) 200 L - Methionine 15
KCl 400 L - Phenylalanine 32
MgSO, (anhyd.) 98 L - Threonine 48
NaCl 6800 L - Tryptophan 10
NaH,PO;, * H,O 140 L - Tyrosine (disodium salt) 52
D - Glucose 1000 L - Valine 46
Phenol red 10 D - Ca pantothenate 1
L - Arginine « HCI 126 Choline chloride 1
L - Cystine « 2HCI 31 Folic acid 1
L - Glutamine 292 Iso - Inositol 2
L - Histidine HCI + H,O 42 Niacinamide 1
L - Isoleucine 52 Pyridoxal + HCI 1
L - Leucine 52 Riboflavin 0.1
L - Lysine « HCL 73 Thiamine « HCI 1

15
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20. HERAEODITAE R UHHRaIETE

K B2 025% b U 7V Ui A A Cilla 2 #IBE L, 30778 1000 rpm (181 x g), 4°C, 547
[, /IEAHEE R (CFSRX, B2 TSRS, LATRAR] 12X 0 fiiaZ e L%, Britkre
BEENR A 0 2 CRIBUPATERR % VR U 7. Z ORBBEEE - OABREL & M EREH AR & AV -CRRIIL,
B 2 x 10" fB/S mL 127225 & D ICHTE/R IS A N2 Coii L=, 8 U7 Ruisbaie
5mL 30, B 60 mm OWE S v —L (CORNING) I[ZHE L, 1RFEZ 37°C, COLIEEZ 5%
RE LT R AFE382% (BNA-121D, T A~y 7S H, BT CO, A v F ai—&—) AT
3 U L= b &R BRI H -,

21. HEBAE

21.1. HHRSLEFEHNHIEER

etk RHEFBRICEBIT 547 ¥ VBEORBRE L RET H7-012, MAHETEImGER 21T - 7-.
PBRIY, ERFEALERED S9 mix SISO mix MEANIN & EGEAEEE (24 BEALE) o 3 RFT
FEha L7z,

2111, SEESRENEE

NSRS 3 AR LI, v — L DEERIRA IV BRE, SO mix TSI ClIviEsmeE
TG, BRI & A\ IRt R E 0.05 mL (2% U CHAEIE 4.95 mL OFIETINZ,
S9 mix YOI CITEBETIRGE, BUATRE 55\ SREM RE 0.05 mL (2% L TR &
S9 mix ZIREE L72b O (K - S9mix =5 : 1, viv) 495mL OEIGTMAK v F I X4 —TH
NMTRE LTS DETFI U, WP v — Lt 6 BfEE U-%I, FlEEasie Tk
UL, VOBV IR0 R 218, BT 5.0 mL 2R, & 5HIZ 18 RS
U BRICHIBE 23R LT, 7k, FRIBSTIRESINEG & QLERKE TR E O O A 4 AR
WL DBig LT

2112, EHNEE

AORRIERE D 3 HIBEE LIS, Vv — L DEEERER Y BRE, B EiaRE, i
WYE S DN IR 0.05 mL 1Z4F L THERIK 495 mL OFIGTINA, ¥ v FIXH—THh
INIRA LIZ b OETRIML, 24 BEEESE U2 BICHIIaE 2310 L. 7ok, BRATRIRINNG & et
TR E ONTHOR A PIRIZ L 0 BIE LT,

2113, HERRE
FERFIALEINE X ONERALEIE & b A —OFRBRIREE (RfRED) THERE L7
16
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FH LSS AR DBR D ITIRITOWT 1ZE7%, 10 mmol/L 4B 0D 1500 ug/mL % i
EE L, LATAK2TT750, 375, 187.5, 93.8, 469, 234 KON11.7 ugmL OFF S BEL L, D
AR AR T T2, E, RIS L D3RR~ DEELIRGT 5728, BRI 2 KT
X720 DMSO ZRattxti e L CiRE L.

2114, HERVYy—LO#
1 EBEEM 1) 1 DY v — L& .

21.15.  HEREE DA

FIREE R MEREH AR A - CRHNI L, BEASHHB O 4 B HEI OB IREE ISR A0 fF R4 H ik
L7z, 3L, 1 B>y —1%720 3[EHTV, 2 OB EE VW TAEERE RO,

50 YoAMBTIETEANHIE I (LATF ICs) 1, MREOATFAEN S Probit PAIC I BHL (BZMiE 24 L
Tz,

21.16. HEAIEREIIHIEERIER

21.1.6.1. EEEAESE (Table 1, 2 XX Figure 2)

S9 mix FAMZ IS DHNROAEFRIL, 11.7-187.5 ug/mL THE 90%LL E&7R L7248, 375 pg/mL LA
TR HIZHE O DEIREA L, SasiliRE D 1500 pg/mL TrHEAMARIIE880 Hiv/eh
-7,

Probit #4250 FH L7 ICs 1, 570 ug/mL TH- 7z,

7R, FRIRIETIN N OB T B AT IR DAV 7203, 750 pg/mL LA EOEEE Iz
TEEBRDO DU IR0 T

SO mix ZEFNINCIST BHBEOATTARNE, 11.7-375 pg/mL TiE 90%LL E&7R L7223, 750 pg/mL ©
13 69%, FEEED 1500 pg/mL TlE 34% Tdh o 7=,

Probit (2 & 0 FH L7 ICs 13, 1600 pg/mL TaH 7=,

7R, FRIRIETIN N OB T B AT IR DAL - 7203, 750 pg/mL LA EOEEE Iz
TEEBRO D HEOU IR o T

21.1.6.2. EHTNIEE (Table 3 K X Figure 3)

RO AETFHIT, 117 187.5 pg/mL Tl 90%LL E&TR L7243, 375 pg/mL LA B CIEiRE A NS
DITHENVZFOMEITRD L, REIEED 1500 pg/mL TII/ERIBIIERD Hneho 7.

Probit {%12 8 0 B L72 ICs 13, 580 pg/mL TH -7z,

7R, TR B OMUERRE T HH T G S720 - 7203, 750 pg/mL LA EDEEEIZR W
THRRO AN EOU 2o T,

17
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212, BEEEHER
AIRIL, EHRFELERED SO mix UM ON S9 mix MEANIN & EGEAERE (24 KEEINER) @ 3 RFIT
i U7

2121,  EREHENIEE
2111, TR LIRS L0 SR ERREEE, B E R Ot R E oL 4 LTz,
Bo et L 2 oW VT FRE DAL Top L 7=

WLBEZAT: Bt PRIV IR S9 mix MEM B2
S9 mix ML 0.5mL — 45mL
S9 mix ¥ 0.5mL 0.75 mL 375 mL

2122, EFRLEE
21.12. R LIZRIC I O SR ETREEE, SR E N Ot iR E O 2 LT
B IR L 2DV T T REOAERK TS L 7z
SLERZA: Bot o PR B T S9 mix MEM 588457
24 HFfEALER 0.5mL — 4.5mL

2123. HEREE

HREIEINHRIABR OFE RS, A7 H LBED 1Cso L ORIIND A ER A FEERIZAE 212 X 0 4 Bt
WE L. 77200, AaRFFAEED SO mix HRIITIE 93.8, 187.5, 375 K TUX 750 pg/mL, S9 mix
AT 1875, 375, 750 TR 1500 pg/ml, EFFALPHIE Tl 93.8, 187.5, 375 &TF 750 pg/mL
L7

SRR, ARSI T & IR, AR (k= 2 —)L), &Mk (DMSO) KON
KTHBREAZRT 7. Btdoet iR & U CAaRFRIALERED S9 mix HWINIZIE DMN (500 pg/mL), S9 mix HE7R
ML MMC (0.1 pg/mL) %, EFHALIEEIZIE MMC (0.05 pg/mL) % FHu .

2124. FRVY—LHE
1 EEN ) 3D Y — L FHE L, SRR OHEIZ 14, Qe AYERLIC 2 Ko -,

21.25. RO
HRL AT DL HER T D72, #RWE, B, BYDER R ORI RIS CHilka gk
DOFHAZE T o7, MR OFHANE, 2115 TR ULZAHECL D Em L7z,

18
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21.26. 1EXRDO/EH

FEEFEUERE B ONEGUERE O THUC IO T b, 55K THY 2 BERIRTC 10 uyg/mL #BE O /Lt
I NRAES Y v — U 01 mL I L C, AP A 1572, Basik rig, &3+ —1iZ025%
U7 ARR AR 3 mL ANA CHINEZ #IBE L, 500 BE S X DRI & e U724, 75 mmol/L ¥
{bA V) 7 AR CIESRALEE (37°C, 15 ) % L7 (RS T U725, HOSEODBEL,
AH )=V EBlEE 3:1 OEIGTRA L OKS LEEER CHUKEE Z1TV,  [FIE S CRIfeE
VR U=, Z ORISR E AT A4 R7'9 2 LD 2 »FRZ—3 2 F L CHllEz 1A,
B, 2%0D Giemsa YLfaiid © 15 /oRideta L7z,

ATA FEEARIT v — L8720 3RERLL, ALV Ta— RESEZEID AT 7

21.3. # Al

Ty — T, AERES, YEEA SQIIRE 4, IRE, S9 mix OAE GEIFRIALENE) X
IIRFARINER GERILEE) ZFRA LTz

ATA NIRRT, BIEETRICGRIRE S, WWEL (TdBmEs, RE, RBUE S9mix @
AR (RIRTHEVQIRE) SUIHEERNG GEFLERE), FEAMERIE 25 L2 T7 V& RE0 fHT 7.

22. RBEAEEOHRE
221. FEMEEDEER
I OBIERITIY 400 £2, SR E OBENTIT 1000 {50 ) —H 8=V B LTz

22.2. HEREDEREH

BRI S T=A3 G ORIINE, 1 v — L M720 100 18, 1 1BE Y70 200 (EEZR L7~ EA
OB T — FEBIEIZI TV, BIEGER EHEREBE - oA, SERSGEEL-%IZIro7-.

223. REHREODHE

Qe REGE, BROORT LG muﬂﬁbt BB IR (polyploid) K& OMENAH L
(endoreduplication) ZEEEXIAR L L, ERFIIX v v 7 (gap), Yt/ rARG)Hr (chromatid break,
LT ctb), Gea{fBIGHT (chromosome break, LAT csb), Yetasr{ARIZHL (chromatid exchange, LA
T cte), GuaffBnzHE (chromosome exchange, LLT cse), WiF{t. (fragmentation, AT frg) 1Z453%H
L, ZhboDREREREZAT HHRA MR 1 e LR L. ok, Xy v 7 Lo
PR, YeefA 3G E s AOW R DMIDIR— R EIZH Db DEF ¥ v 7L L, [F—#E B
ST PR TV A ORI E Lz, B ASR—8 B2 - TH R aEr sy s gt s Amg L 0 j(
FVHOITBITE L7, B EORENE, Xy v 7200750 EGORWVES L1200

19
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TR L7z,

23. SEROAIEM

PRI X DB~ DR 2, WRKTIR R ORI RIC W TC, Ky v T LIS ORE R %
B DO HBBERED 5% T, BXIRICBOTIEF v v U OBER S 241 2 /a
DHFFAAREN 10%LL E& 7R UT-BEI T BR L & Uiz, 70, BBRiER0 Ny 7 /T R —
# % Attachment 1 & L CIRf+ L7~

24, WETFPHIAGIE
YRR BRFE AT T DHIAOMIRAE, FROMEEEIE - 12l O BEERCIATO R - 72

25. ¥IEHEE

REROMRIL, BAIERFE UITEERE 2173 S0 MBI 5% A m Azt & L, 5% E 10%
Kb EEGEE Uiz, X DICZOHBAEN 10%L EZ2R L, BEICERIF LTI L7250 2 Bk
ELTe. 7B, MEREORAEE L OMIROHERERL, v v TETDIEE L GTDRONEE
THHL, ¥ v 7250V E0HBIRTHIE L.
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26. HERHER

26.1. JERFEIALIEL (Table4, 5 KON Appendix 1, 2)

26.1.1. SO mix Fhn

A7 B SRR OB R E IO HERIE, 3N TORE T L0%LLT LM Th o 7. [FIRRIZ,
EEREAIROHERY, ¢T_XTORETL%L T LEETH T,

FRIOOATTERIT, 93.8 MUY 187.5 pg/mL TiE 90%LA_EZ /R L7273, 375 ug/mL Tl 88%, B=iE
KD 750 pg/mL TiX 39% Th o7z,

RSN OSLERRE TREATHIIERER O IR T8, 750 pg/ml (2B W TR O BN
il o7

Betset ROV R EHIRR DO HBLAIT 1.0%, MERFHROEBELL 0% Th o7, BT
(DMN: 500 pg/mL) (23317 2 BE R F MO HERARIT 1.0%, HERFHROHHRERT 580%TH
ol Fir, EARKIPROEEFHBIEO HEBEET 0.5%, MERFEHROMNIERIT 1.0% TH 7.

26.1.2.  S9 mix EZIN

A7 5 RO R E RO HBLRIE, S TORE T LO%LL T B TH 7. [AERIZ,
REERFEAROHIIRY, T X TORIET25%UT LEETH-T-.

ORI, 187.5 K UN375 ug/mL Tk 90%LA L& 7R L7223, 750 pg/mL TiE 71%, BeiepE
? 1500 pg/mL T 32% ThH -7z,

TR N OWLERRE T RRCAT I EERD B~ 7278, 750 ng/mL LAEOBEIZ BV THHE
OB FHEBI ST,

Rttt RO B B E RO HBERIT 0.5%, HiEEREMROEBEL 0% ThH 72, BiEti
(MMC: 0.1 pg/mL) {Z3651T BV FRILO HBZIT 0%, HiERF MO HBRIT 48.0% ThH -
7o ETz, BRSO B E MO HRET 0%, HiEREHILOHREIL 05% TH 7.

26.2. SEFANIRE (Table 6 &% Appendix 3)

7 5 BRIV OB B RO HERERI Y, 9T ORE T 1.0%LA I EEMETH o7, ARk,
g RTROHIRY,, TN TORET30%UT L@t ThoT.

HMHODEAEZRIY, 93.8 KON 187.5 pg/mL Tik 90%LA LA /R L7228, 375 pg/ml Tl 83%, fmis
JED 750 pg/mL Tix 43% TH 7.

FRATREN I OMUEREE TRRIHTHHENIRED SR ko723, 750 pg/mL 12BN THERIRO B3R
(EANTATY
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SRR BARIRO HBIIT 1.5%, W RMILO BRI 10% Th o7 BHER
(MMC: 0.05 pg/mL) (2334 2 B EFEHIMAO HBIRIL 0.5%, HERFAMAOIBIRIL41.0%TH
otz e, BRKHROKITEABIO AT 0%, MEHEREAROHBRAL 15% Ch- 1.

21. & B

0 B RO YEISRAEFINEOAT A, 1ZIUERAEAN (CHLAU k) 28\, SRRk
(6 HEEIALEED SO mix FRANK Y S9 mix HEVRAN) & FGHALIEIE (24 WRHJALRR) R L 7=,

A0 4 AANERREO BB B E AN R O E R E MO ST, W PhoRBRAFICBN TS,
SUNZT= 2o Tolzth, &7 8 VIR ROMERF OV TR LFHE LR b0 L ibh
5.

SRR R OSTERRAERE D A SRER RISV C, B IR S OB Mo HRBF O BN ER R
3, RROBOIEMEMIZT b O Th o7z, Fie, BUAL LTRWEA=S ) —L (L)
BT B RAERERBRRE, ARRRAIE D SURETH D, BEADRRRIC LTS EIR
oYY ARAYIN oY

LLEORER, HRBROSKGETIZRNT, 47 ¥ VB ERREFRIET R L HET 5.

28. X ik
1 A0 4 BRDBERH CORTEMRTBER (GUHE 5 092130), PRttt

A A ) YTz o 71— JUEHIFERT, 2010.

22



£C

Study No. 970730

Table 1. Cell growth inhibition test of octanoic acid with cultured CHL cells -The short treatment method: +S9 mix-

Concentration Exposure-Recovery

Test substance (ug/mL) (tr) No. of cells (x 104/plate) Survival ratioa) (%) 1Cso (ng/mL)
Ncgative control - 6-18 67 100 -
Vehicle control - 6-18 67 100 -
11.7 6-18 65 97
234 6-18 63 94
46.9 6-18 65 97
Octanoic acid 938 o-18 © % 570
187.5 6-18 64 96
375 6-18 58 87
750%* 6-18 26 39
1500* 6-18 0 0

Negative control: Dimethyl sulfoxide.

Vehicle control : Ethanol, dehydrated.

a): (Octanoic acid treated group or negative control / vehicle control)x100.

No precipitates were noted at any concentration in culture fluid at the initiation and the completion of treatment.
*: The culture fluid became yellow at the initiation of treatment.
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Table 2. Cell growth inhibition test of octanoic acid with cultured CHL cells  -The short treatment method: —S9 mix-

Test substance Co?:;ﬂgi;ion Exposur(e};ﬁecovery No. of cells (x 104/p1ate) Survival ratioa) (%) ICsp (ug/mL}
Negative control - 6-18 59 100 -
Vehicle control - 6-18 59 100 -
11.7 6-18 57 97
234 6-18 56 95
46.9 6-18 58 98
Octanoic acid 938 618 > 7 1600
187.5 6-18 55 93
375 6-18 54 92
750%* 6-18 41 69
1500* 6-18 20 34

Negative control: Dimethyl sulfoxide.

Vehicle control : Ethanol, dehydrated.

a): (Octanoic acid treated group or negative control / vehicle control)x 100.

No precipitates were noted at any concentration in culture fluid at the initiation and the completion of treatment.
*: The culture fluid became yellow at the initiation of treatment.
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Table 3. Cell growth inhibition test of octanoic acid with cultured CHL cells

-The continuous treatment method: 24 hr-

Study No. 970730

Concentration

Exposure-Recovery

Test substance (ng/mL) () No. of cells (x 104/p1ate) Survival ratioa) (%) 1Cs (ng/mL)
Negative control - 24-0 61 102 -
Vehicle control - 24-0 60 100 -
11.7 24-0 59 98
234 24-0 58 97
46.9 24-0 59 98
Octanoic acid 938 240 > 77 580
187.5 24-0 56 93
375 24-0 51 85
750%* 24-0 26 43
1500* 24-0 0 0

Negative control: Dimethyl sulfoxide.
Vehicle control : Ethanol, dehydrated.

a): (Octanoic acid treated group or negative control / vehicle control)x 100.

No precipitates were noted at any concentration in culture fluid at the initiation and the completion of treatment.

*: The culture fluid became yellow at the initiation of treatment.
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Table4. Chromosomal aberration test of octanoic acid with cultured CHL cells

-The short treatment method: +S9 mix-

Study No. 970730

Nurrerical aberration Structural aberrations

No.ofeclls .
. Exposure-  Noof . . : Survival

Concentration No.of Noof . Types? and numbers with Incidence® .

Test substance Recovery metaphase Tncidence? X ratio?
(ugimL) (h;)/ Ty cxtined  Dolyploid endoreduplication " Judgerment® (cumulative) chromosome (%) Judgerment® ((,/0)

cells cells %) abemation ’

gap ctb csb cte cse frg (tg) () () (@)

Negative corrol - 6-18 200 2 0 1.0 - 6 0 0 0 0 0 O 0 0 0 - 103
Vehicle control - 6-18 200 1 0 0.5 - o 1 0 1 0 0 2 2 10 10 - 100
938 6-18 200 0 0 0 - 6 0o 0 2 0 0 2 2 10 10 - 105

187.5 6-18 200 2 0 1.0 - 6 0 0 1 0 0 1 1 05 05 - 100

Octanoic acid

375 6-18 200 2 0 1.0 - o 1 0 1 0 0 2 2 10 10 - 88

750% 6-18 200 0 0 0 - 6 3 o 1 1 0 5§ 5 25 25 - 39

Dimethyinitrosamine 500 6-18 200 2 0 1.0 - 0 47 4 8 1 0 116 116 580 580 + 88

Negative control: Dimethyl sulfoxide.
Vehicle control: Ethanol, dehydrated.

a).  (Numerical aberration cells / observed metaphase cells) x 100.

b):  Judged on the basis of incidence as; — negative (less than 5.0%); +: equivocal (5.0% or higher to less than 10.0%y); +: positive (10.0% or higher).
) ctb: chromatid break; csb: chromosome break; cte: chromatid exchange; cse: chromosome exchange; frg: fragmentation.

d):  (Cells with structural chromosome aberration / observed metaphase cells) x 100.
¢):  (Octanoic acid treated group or negative control or positive control / vehicle control) x 100.

(+g): Total aberrant cells including the gap; (-g): total aberrant cells excluding the gap.
No precipitates were noted at any concentration in culture fluid at the initiation and the completion of treatment.
*: The culture fluid became yellow at the initiation of treatment.
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Table 5. Chromosomal aberration test of octanoic acid with cultured CHL cells

-The short treatment method: —-S9 mix-

Study No. 970730

Nurrerical abetration Structural aberrations
No.ofeclls .
. Exposure-  Noof . . Survival
Concentration No.of No.of . Types? and numbers with Incidence® .
Test substany Recovery  metaphase I a ) ratio?
e (ugmL) w ey polyploid endorechplicaion m‘j/me Judgement® (cumulative) dromesome (%) Judgemen® (o)
cells cells ) aberation
gap ctb csb cte cse fig (tg) (o) (tg) (g
Negative control - 6-18 200 1 0 05 - 0 0 0 0 0 0 O 0 0 0 - 98
Vehicle control - 6-18 200 0 0 0 - ¢ 1 0 0 0 0 1 1 05 05 - 100
1875 6-18 200 1 0 05 - 6 2 0 0 0 0 2 2 10 10 - 94
375 6-18 200 1 0 0.5 - 6 1 0 0 0 O 1 1 05 05 - 95
Octanoic acid
750%* 6-18 200 0 0 0 - 6 2 1 0 0 0 3 3 15 15 - 71
1500* 6-18 200 2 0 10 - 6 3 0 2 0 0 5 5 25 25 - 32
Mitomycin C 0.1 6-18 200 0 0 0 - 0 60 2 47 0 0 9 9 480 480 + 82

Negative control: Dimethyl sulfoxide.
Vehicle control: Ethanol, dehydrated.

a):  (Numerical aberration cells / observed metaphase cells) x 100.

b):  Judged on the basis of incidence as; — negative (less than 5.0%); =: equivocal (5.0% or higher to less than 10.0%); +: positive (10.0% or higher).
¢):  ctb: chromatid break; csb: chromosome break; cte: chromatid exchange; cse: chromosome exchange; fig: fragmentation.

d):  (Cells with structural chromosome aberration / observed metaphase cells) x 100.
e):  (Octanoic acid treated group or negative control or positive control / vehicle control) x 100.

(+g): Total aberrant cells including the gap; (-g): total aberrant cells excluding the gap.

No precipitates were noted at any concentration in culture fluid at the initiation and the completion of treatiment.

*: The culture fluid became yellow at the initiation of treatment.



8¢

Table 6. Chromosomal aberration test of octanoic acid with cultured CHL cells

-The continuous treatment method: 24 hr-

Study No. 970730

Numerical abenation S cbertat
No.ofeclls i
. Exposure-  Noof . . Survival
Concentration No.of No.of . Types °and numbers with Incidence® ;
Test substance Recovery  metaphase , .. Incidence? . ratio”
ml. . pobyploid  endoreduplication ment? cunulative chromosome ° v
gp b b de o fig (g (B () (®
Negative control - 240 200 3 0 1.5 - 0O 2 0 0 0 O 2 2 10 10 - 98
Vehicle control - 240 200 0 0 0 - o 2 0 1 0 0 3 3 15 15 - 100
93.8 240 200 2 0 1.0 - 0O 1 0 0 0 o0 1 1 05 05 - 98
187.5 240 200 0 0 0 - 0O 3 0 0 1 0 4 4 20 20 - 98
Octanoic acid
375 240 200 0 0 0 - 0O 5 0 0 0 o0 5 5 25 25 - 83
750% 240 200 0 0 0 - 0O 4 0 2 0 O 6 6 30 30 - 43
Mitomycin C 0.05 240 200 1 0 05 - 0 48 2 34 1 0 8 82 410 410 + 83

Negative control: Dimethyl sulfoxide.
Vehicle control: Ethanol, dehydrated.

a):  (Numerical aberration cells / observed metaphase cells) x 100.

b): Judged on the basis of incidence as; —: negative (less than 5.0%); =: equivocal (5.0% or higher to less than 10.0%); +: positive (10.0% or higher).
¢):  ctb: chromatid break; csb: chromosome break; cte: chromatid exchange; cse: chromosome exchange; frg: fragmentation.

d):  (Cells with structural chromosome aberration / observed metaphase cells) x 100.
e):  (Octanoic acid treated group or negative control or positive control / vehicle control) x 100.
(+g): Total aberrant cells including the gap; (-g): total aberrant cells excluding the gap.

No precipitates were noted at any concentration in culture fluid at the initiation and the completion of treatment.
*: The culture fluid became yellow at the initiation of treatment.
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@

Figure 1. Chemical structure of octanoic acid.
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Survival ratio (%)

Study No.970730

The short treatment method
—&— Treated for 6 hr with S9 mix

—l— Treated for 6 hr without S9 mix

125 +

100 + [ ]

75 +

50 +

25 +

0 }

Negative 11.7 234 46.9 93.8 187.5 375 750
control

Concentration (ug/mL)

Figure 2. Cell growth inhibition test of octanoic acid with cultured CHL cells.
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Study No.970730

The continuous treatment method

—&— Treated for 24 hr

L 2
— o
} t t } } } } t
Negative 11.7 234 46.9 938 187.5 375 750
control

Concentration (ug/mL)

Figure 3. Cell growth inhibition test of octanoic acid with cultured CHL cells.
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