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Figures
Figure 1 Growth inhibition of CHL cells treated with hexanoic acid, 2-ethyl-,

2,2-bisf[(2-ethyl-1-oxohexyloxy]methyl}-1, 3-propanediyl ester
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Figure 2 Growth inhibition of CHL cells treated with hexanoic acid, 2-ethyl-,

2,2-bis[[(2-ethyl-1-oxohexyl)oxy]methyl]-1, 3-propanediy] ester
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Figure 3 Incidence of structural aberrations induced by hexanoic acid, 2-ethyl-,

2,2-bis[[(2-ethyl-1-oxohexyl)oxy]methyl]-1, 3-propanediyl ester
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Incidence of structural aberrations induced by hexanoic acid, 2-ethyl-,

2,2-bis{[(2-ethyl-1-oxohexyhoxy]methyl]-1, 3-propanediyl ester
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Incidence of structural aberrations induced by hexanoic acid, 2-ethyl-,
2.2-bis[[(2-ethyl-1-oxohexyDoxy]methyl]-1, 3-propanediyl ester
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Results of growth inhibition test of hexanoic acid, 2-ethyl-,
2,2-bis[[(2-ethyl-1-oxohexylyoxy]methyl]}-1, 3-propanediyl ester
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Results of growth inhibition test of hexanoic acid, 2-ethyl-,
2.2-bis[{(2-ethyl-1-oxohexyloxy|methyl]- 1, 3-propanediyl ester
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Chromosome aberration test in CHL cells treated with hexanoic acid, 2-ethyl-,
2,2-bis[[(2-ethyl-1-oxohexyl)oxylmethyl]-1, 3-propanediyl ester

[Short-term treatMENT: —SOT ...c.ccoiierieceireeeriia et s s st me s e besas 30
Chromosome aberration test in CHL cells treated with hexanoic acid, 2-ethyl-,
2,2-bis[[(2-ethy}-1-oxohexyloxy Jmethyl}-1, 3-propanediy] ester
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Chromosome aberration test in CHL cells treated with hexanoic acid, 2-ethyl-,
2,2-bis[[(2-ethyl-1-oxohexyloxyJmethyl]-1, 3-propanediy] ester
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RyFTY)A) b= TF h S5 A I F T FL— FOERBEHICOVTRAERETHR
WORELRET B0, Frf=—X - N YT BEE (CHLIU) A
Wz in vitro B REREBREIT 7.

B B UHER L 7- U BBROM R R, RBARTRE L. BEER
BB I RSO AU B TNZRHS9 AEE T 1250, 2500 38X U0 5000 pg/mL
"3 ARV TSRS EHE L.

FORER, RFTY R b—ATF T A VAT FL— MAERORE, SRS
-89 AFRRS K UHSO B OW-FAUZRW T LB REARE OFRIIRD b
ofn. 6T, EEIRHE 24 BEREIUET 1250, 2500 B L US000 pg/mL @ 3 AEIC
DOWTIRRSE R e L. REBECRBO T, ¥V R) b~=AF 51 Y
F7FL— MABIZ LA REHAREOFRIFAD bivzd o
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13. FBEE L U5

13.1.

13.2.

13.3.

134.

FEBRR

ISR 2 AV DR AR RRICEER SR TV A Z &b, BRI
ELTF ¥ A =K LW RE OB EOBRMESERIE (CHL/IU #il) 28R L7

CHL/IU #U83ARF0 50 45 11 A 15 BICEEARERET (R ByEESASEETRE
) 3635221, —EHC OV TP A F AR ERE L K (DMSO:GC A FEEE 99.9%:
Lot No. K26414578 ; Merck) #FEH T 10%HMN L7=%, REZEFPIREFELE. 3R
BB LTt L7 ia 2 g L7, 3~ B2 LI L7 b &R L.

7233, FORRHEREIEIEAER TR 18 Ml %, RE kR ERER TS 25 DIl E
vz,

HAED v MR A a7 7 A{ERRE (B, SINRFORE (179 B, &
HE (B— 25 ARDHIIRA 82%) DRIEZ: H NI R L VB RRIZRIT 5
BERFHIEEOMELER L, BEORVMlRsRRICER L
R OTR

Fagle-MEM J&{&EZH (IWAKI : Lot No. 515014 ; JBF 2 / /5 ) 1Z3EE (56°C,
30 43) HEHTHFME (Lot No. 427252 ; Invitrogen) ZEAIRE T 10%IZ25 L 38mML
7. R ORI RRE TEREET RERE 4°0) ITRFLE.

HERART
COf r¥ari—i— (ZHER A TAT47) ZRV, COIRE 5%, 37°Ch%
TR LT

S9 mix
BLE% 6 & BLIN S9 mix (Lot No. CAM-499 ; v 2—=>) ZRBRICHERLE.
R E THRIER Y Y —F— (RERE-80°C) THRELE.
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13.4.1. S9 OFFRFE
REOBEORYE, 4, R, FEWHZ O CNCHFEFES LU TIOR L.

a2y bES RAA-499
FELH TR 1653 A 19 B GFEMEESMmE& s A R)
A Z w b : Sprague-Dawley %
P/ HE/7 B
(L1 214~245¢
lgzs JrFisk

Phenobarbital(PB)33 X TR 5,6-Benzoflavone(BF)
HEYERGE PB: 30mgkg 1[E (1 BH),
BILUBEEK 60mgkg 3E 2~4 HA)

BF: 80mgkg 1[H G HH)

5k it e
ERER 25.22 mg/mL

13.42. S9mix OOFARL
S9 mix 1 mL POBELA TR L.

SO 03 mL

MgCl 5 gmol/0.1 mlL
KCl 33 umol/0.1 mL
G-6-P 5 pmol/0.1 mL
NADP 4 pmol/0.1 mL
HEPES f&#&#& (pH 7.2) 4 umol/0.2 mL
AR 0.1 mL

135 #HBROERORN
AEBEME DK RE THLINTE ) — I BB THL b, B HEET L
F o T——TERWCHAKREEZIT 7= /— (Lot No. 606F1350 ; BER{LEE)
YRR L, FRRIRERE L7
RERERRTIL, FHERNFREFE (5000 mg/mL #K) ¥ L. ZD 5000
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mg/mL JFUR 2 RAR CIERMAINL, 250.0, 1250, 62.5, 31.3, 156, 7.81, 3.91, 1.95
BLU0.977 mg/mL AR L.
PR RERBR TR, EHENICTRFR (5000 mg/mL #) Z¥HE L7, 27 500.0
meg/mL JEiE %66 FIVA CHER AR L, 2500, 1250 BX 62,5 mg/mL &R L 7.
TBLE, NN ERIT o7

<t FREE

Bt (D B
HERGEE (o ) —A) TRBRL-.

REMESHER  (ERFRMOERE-SO AAFRES K USERTALEL: 24 FEREALER)

ESAA (BAERFERAK 1 Lot No. K2K80 ; KIFREKTH) SmL IZiFE L=
A b=+ C (MMC : Lot No. 382BBC ; WnEi¢ T %) #ABEEIER (RARRS
ETREIEHR © Lot No. K2H96 ; KRBT H) AW THRL, I mL § o0 ELZE,
HHREARTE L2 6 D& RBRITAW .

BT MAENE T 0.1 nyg/mL, BB T 0.05 ug/ml & L7z,

BrbEciiR  (ERFOERES9 J0ER)

FEH A (Lot No. K2K80) SmL IZ¥EfE L7z 7 2R R 77 2 N (CP: Lot No. 3045 ;
HFHRAR) 2ATRSER (Lot No. K2HI6) ZHWTHERL, 1mL 92497 Lz,
BHRERTE L= b D& REBRITA -

FA&IX 125 ug/mL & L7

HERRIETEIIHIEARR (TR

BE

HA R4 v EEDONREBRETHS 5000 pg/mL ZEEHEREL L, BUF 2500,
1250, 625, 313, 156, 78.1, 39.1, 195 BXT19.77 pg/mL D 10 AR FHERHETEINHER
BOHBEL L

EMR 7 Ve L USRI E
FRESZY 2 vV fv
BBES, MEBEBIUEEZHR T I LITLY, FULE2EEIL.

SERFALERE-SO W0

12 72ADTL— b FREER~AVFFL— R 2F ER—7 514 b)) DFETT
NATHERH R VT 8 ¢ 1M,/ mLI R L 7 ORIl | mL PR L, 3 FIsSE
L7z, BE®i8TH, &7 — bOBRRERE, Ho0UH 1376100 & LFIETE
MY U IR EIRA RN U ERIR e A /o, 6 BRERLHT %, £V Ad
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BEiRaEbREL, ANy ) EEEER (Lot No. 73K2448 ; Sigma Chemical) %\
THIAEZ VRS Lo, Bri/RBsasil 500 uLa iz, & 50218 BEREEL T 2%, kR
AR (EftBRIzer5H) 2R,

SERFREALERESO AL

£ AT § % 10N mLIZFRY U 7o AR | mLEARE L, 3 BRSE L7
BERETH, {7 0— POBEBRERE, HO0U0 137608 LBETHREL L
BRI SN LT RS RR R I A T

FOB%OEIER 137312500 FEICHEC 72,

TERALERTE 24 RERALEE

AN 8 x 10°RI, mLIZ R U7~ MIRavesbnik | mLZ3E/EL, 3 ARgE L.
BHEETHE, &7 v— FOBEEBELRE, b5 UD 13761288 L-8Ia THEEL L
ITHEERIEIE R TRM U ESRIE 2N 2 7. X 51T 24 B 2kt 7=

ERE %

BB L O Y
HRiK $9 mix AR
—S9 4 600 pl. - 6 uL
+S9 ALHE 500 uL. 100 uL 6 uL
24 IR 600 pL - 6 uL
HribZ g
FAFEIT B CAERRIAR S U TR TS O F B2 IR TR L.
S0%H A BESREAHIR B DB H

FORIETEINTRRERICHE L 7e & U Vi D REERIRE BR Ve, 10%PHEEE R~ U i
(KRS ZE M : Lot No. KLP8824 ; F el T3€) 22 THY 10 SRR 2 EE L 7=,
01%7 URF )« LA L b (Lot No. K31134240 ; Merck) 7KIEHE T 10 4R L
7o BT RKBE LT, ERERT. SUTILIZAREHK G0y J—, 1%
WS KVAHE) % 3.0mL ANk, 5 oMEGE L%, /otEst (105-50 B BI2RERT)
#FVTHER 580 om OBSEESEIE Uiz, s coEEIC3 5 (=il
ATFR) R BRI OV ORST.
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ek RERR RERP)
A&

FERHETAIIHIRBR O R, WTNOAERIZBOT L EBHED 5000 pg/ml THiRO
HEBE % 50%LA EHNGI92 2 Eidiino Ted, 489 AU LU0 24 BFRAE O BB Th
TORMREIRIH A BT, Liadio ¢, REARFHER TIINA K4 bR
RAETHS 5000 pg/mL ZHREHEL L, 2500, 1250 B L1625 ng/mL DE 4 HES
FELE.

HRER F% (ug/ml)
SR AR Y-S0 AL 625 1250 2500 5000
KR R AL E+S9 ALER 625 1250 2500 5000
AL 24 WEEIALER 625 1250 2500 5000

THEM L HBIZ DWW TREERREOBE S F L7
RV — MR XL URGI S
1HESRY 2HO7L— FERWE
REREE, MEEBIEREZARLTS LI &7 — FEEBI L.

R A0SO 408

EE 60 mmD 7 L— kb GEIISERS v—L : FR—27 54 F) 128 x 10488,
mLIZFR L7 Wit s mLA R L, 3 BRIgE L. BERTHE, §71—10
BEREERE, HOUD 138612508 Li-Bl4 TR, WRWERD 5V B R
WHRZAIM U BB ENA Tz, 6 BRER AR IR, &7 L — FOERRERE
L, #nXya)) CFEEEENK (Lot No. 103K2403 ; Sigma Chemical) % Fi\ Tl a3k
L7 FEERE I mLEML, X561, 18 SR AR T i @ AR R
L7

FHRF I ER RS9 AR

%7 V— MT 8 x 10°HBH,/mLIZFRR U7 MRSk s mL A 38 L, 3 RRSE L
HERET %, £70— FOBERERE, Ho2U0 386ICRE LRA TR, #
B E IR & D\ OISR B A TR L R I A T

Z D% OEREIT 13830 OFIEICHE L7

AR 24 BRRGLER
T b— MZ 8 x 10°HM,/ mL 2 S8 U7 RSN S mLA-HERE L, 3 A RIS L7
HEETER, &7 — FOEBREZERE, HO1U0 13861508 L-8G CRE, #%
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B EIR D VIR ER e N LR R INA 7o, 3518, 24 WEE%
el TR I QR ACR R U Te,

B E—%
B L OB E RSPt BR
FEER S9 mix Gl in g BEER S9 mix fiLPRLTE
—S9 ALER 3.0mL - 0.03 mL 2.7 mL - 0.3 mL
+89 {4 2.5mL 0.5mL 0.03 mL 22mL 0.5mL 0.3 mL
24 FRfEALER 3.0mL - 0.03 mL 2.7 mL - 0.3 mL
HriEoEE
137712 HEC 7=,
AR DR

P (RIEAVERLO 2 BFRIRTIZARACRE T 02 ugmL L7223 X 5 =k I REK (Lot
No. 1187876 ; Invitrogen) Z¥&ML, MlRHEE P TCELEIERE. RANT, FREE
HEOLEICEEB LE, 025% MU 7V UK (Lot No. 1194331 ; Invitrogen) % BV T
Fl— FLHR AR L, EOERNOERRICMA . MRERERRE 1000 /min TS
SRR L THRIR ARV IR, 37°C TR LTI\ 2 75 mmol/L Bk U 7 A
KA 5 mL &, 37°C T 16 SEMRELEB AT 7. mOSEH & 0 SRR
BRuef, KIS LABERER (A4 / —A3E Bl 13 CHRZEE L. BERE
2EHRL 2, BLVEEREEEMA RIS - L, BURERESDATA R
HIALIZ2WTOMT LI, A54 FERE+HHBREYE, /100mo/L T U A -
Vo EEEEE (pH 6.8 1 Lot No. TP601374 ; Merck) ZFAWTHIR L7z 1.2%X A9
# (Lot No. OB318388 ; Merck) T 124 L. AT 1 FEBRKEE L, ¥R
XHT,

17— b4 3 ORERIER - /ER L.

AR HEFEHDE B OBE

P FEAERIRRC R IR, SRR EAERE L USROS L — Moo
W, ATP 74 P A—F— (LI FRF—C-100LU : v 2—<>) ZHVTHBIRHE
FRIZBET 57 — X BEE L 7=

T72105, 1% Tween 80 AKVEHE 2 mL Z 45k L7/ NGB T, {RIRMEE L7 iEik &
50 uL M LEFR LT 64920 HEIEHE L. BIEAF 2 — 72 ZOIRAHE 100 uL
SHEL, ATPBIERRES v b (L7 2—1 250 % v 3—< 1) OFENEIEE 100 pL
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ML 728, MR (Relative Light Unit ; RLU) ZIE L7-. BMESEREICEITS
RLU IZx3 2 (=HilRARSE) 2ERERICOWLTRYD, WiessmmeiEs L.

E i

BEMAE L LT, ARSETENHRIRERT L O 13.8.9. ORISR, - 4R
BEZRWTE 50%L ETH-720T, BRLIAELEVHEBEZEEHES L. WTih
IZIWT biERET S 3 HERFMESS & L.

AN LN

SERFRAEREIC BT, BIERREAB N0 T, EFINADERIZSWTHEER
PERmLU.

SORFEERTE & ESAIRED TN ENOEAY a— MU L THE L.

HL— 4720 10018, Tbb 1 HEYY 200 BOSR RIS & FEMEE T (x
600) THBIRL, REEKROEREMENLL LTX Yy v (gap), BREOERENT (ctb), M
RYINT (csb), DeBATTHR (cte), HEMARZTHR (cse) BLUE DM (oth) OFERE
CARELT. L, RESEDDVIIEEE FICIERAMEEIRATE L, REEDNT
BOBHTED B DIEE, £ OEREMETIRD UG OSERIEARR, D oAkDiL
EBrb TN TWARWERIIDAT Yy v 7L LT L. T, BNEE L LT A&
L7 D 200 BOSRIBEBEL, FRESEOHREIZ YW THEHELZ.

&R ORRAT

BAHEFHBIEY v v T ORI T HMI L B DRVESIT OV TITo 72,

BEHREOHBRSE Z, Fisher DRIERESEA AL (HEAKER 2.5%) ZHWTHRE
L7z, FEBEEREEIZOVWTIE, Cochran Armitage OEFERRE (FEKIERH 2.5%)
EZRWTHRELE.

Rt FREE & BB LB E AL I BV TEEENRD b, 7, RBHEITE
FERRDENDD, HOIVNIFEREMPEREINSE, BEERELRE. 2L, &
AR HIER, BRBREG T TOAWI LU LEER L TiTo T
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14. BBER
141, FUKSHERERIGRRER

14.11.  HERIEREADHRERE R
RERFERZ Figure 1, 238 XU Table 1, 21T L7
STREAERE-SO JAB, [R+SY ABRES K USERTLEREE 24 WM T, W TThoRk
B ENBIC B TS, MIRAETFEREN MR 50%LL ETH-TeDT, 50%HifaE
TEMRIRE B TE A ode, Apfs, SRFRIAVERESO AREs & UNEBRLERY 24 B
RSO R AR Tl D2 AR EREIMH A3 A Tz,

14.12.  HHEOHE
SAEERRLETS X UMLERAE THE, WS MBIz IV T 625 pg/ml LA EORETHiEA
DI HAFED STz,

14.2. Yufa (R R AR

142.1. EREQIRE-SO N

HEFER % Figure 3, Table 3 33 Ut Appendix 1 (2R L7z,

N HFTYRY b= T FTA VAT FL— MU TOYEARER T HBUEE
JZ, 1250 pg/mL T 1.0%, 2500 pg/mL T0.5%, 5000 pg/mL T00%% R L, FEYEXTIREE
0.5%) &HBLRE Thol. BEMEMIROHBER I 2 TORET.0%ERL, &
PERHERE (0.0%) RIS THol. i, £TORRTHIRAEGESRAEIREED 50%
P ETChote

—75, BYERE MMC TR Lo/l T, ReafilERErgiEgEsh,
DHBBREIL 48.5% (p=0.025) Th-T.

1422, SEREEALERES9 AL

HEHERE Figure 4, Table 4 35 XU Appendix 2 (TR L7z,

ANUFLY AN b= VT T4 VI F L— MR T OO AHEE RN B
%, 1250 ug/mL T0.5%, 2500 ug/mL T1.0%, 5000 pg/mL T0.0%%R~L, SR
0.0%) RS TH-T-. BEMEIROHIBEEY, 1250 pg/mL T0.0%, 2500 pg/mL
T0.5%, 5000 pg/mL T0.0%%7RL, PRMERIPREE (0.0%) LRETHo72. o, 27T
DR E CHIRRA TR MG FRBED 50%LA ETh -7,

—%, BYERO CP A TORAKFEER W IHEMHEIL 34.0% (ps0.025) T
BT
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1423, HEEEALIRE 24 B0

BSR4 Figure 5, Table 5 35K TN Appendix 3 127/ L7z,

NRB YA b= AT N AV F T F — MR T ORGSR HEAEE
1Z, 1250 pg/mL T0.5%, 2500 pg/mL T 0.0%, 5000 ug/mL T0.5%%7 R, BRfEntREE
03%) ¢REThoT. EEMMIROHBEEAEIL, 1250 pg/ml T0.5%, 2500 pg/ml
T0.0%, 5000 pg/mL T0.5%%RL, EMECREE (05%) LWETho. Fihe, &7
DR B CHRRAETTES M IREED 50%LL L Th o7,

—7, BAEBRE MMC TOBEE LAl T, e fEERERS R sh,
OHBBEEEIL 38.0% (p<0.025) Th-7e.

14.24, #ERWEOFHE
WIRBELETS X OVAEK TR, 2@ TOHBIZBW TR 3380 b i,
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15. BEBIUWR

Ry FEY RAY b vTF $FA VAT F - FOBRREN, ¢ b LR RR SR
MWOHFELRET D70, HBEME (CHLIU) %8 invio Bk B ERB % £
L7z,

FOR TR RS R A s, RFRALTRE-SO AUER, [R-SO MAHERZR & TN BT
E2URROBTIITA T4 EEDONERHETH S 5000 pg/ml. FTRE L7z

REEREERBROBE, v F ) AY b—ATF s FA VT2 F L— MUBTIIER
FRIALERYE-S9 AOFRIS X OVRHSO A DWW FRICI W T b R Ry OB EE et
L FAESOEEZRL, BfERREEEEREOFERIGED b7, ERFRLER
FoRBWTEE LB IR Z LD, A 24 RS DR EOBIE - EHE
L. ZOfFR, ERUERCBOTHRAKREBREERE LB Sh .

FUBIE R F Y RAY b—AT h T4 VA7 FL— ] (Hexanoic acid, 2-ethyl-,
2,2-bis[[(2-ethyl-1-oxohexyhoxylmethyl]-1, 3-propanediyl ester) DBEREMER HTNCHRA
MR AT,

LT b APentaerythritol tetranitratel 2OV T, 2 FERIDT v MRV AMRERT,
Zymbal R 2B A MM TR b, E7s, U FxT ) R b—iY, MEE A
VDR BB T, CHLAURMM Z A\ o e BB Tt L s &
nTA,

7238, BRI D VIR CORGBARFIHEREII T b SR TOER
7—4 (Appendix4) O#HEANTH Y, FBRIBEN 2RETRENT L BT =,

PLEOSEREERN S, URBREAHTIIBO T2 F Y R b—AF b FA4 7 F 0
FL— b OIIFREEEMIIC S AR RE BRI R L WE L.
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Figure 1. Growth inhibition of CHL cells treated with
hexancic acid,2-ethyl-, 2,2-bis[[{2-ethyl-1-
oxchexyl)oxylmethyl]l-1, 3-propanediyl sster
{Short-term treatment]
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—~O— [Continuous treatment : 24 h]
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Figure 2. Growth inhibition of CHL cells treated with
hexanoic acid, 2-ethyl-, 2,2-bis[[{Z~ethyl-1~
oxchexyl)oxylmethyl]-1, 3-propanediyl ester
{Continuous treatment]
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~Q— [ Short~term treatment : -359]

Dose (pg/mL)

Incidence of structural aberrations induced by
hexanoic acid, 2-ethyl-, 2,2-bis{[{2-ethyl-1-
oxohexyl)oxy]lmethyl]~1, 3-propanediyl ester
[Short-term treatment:-59]
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- [Short-term treatment : +S59]

Dose {pg/mL)

Incidence of structural aberrations induced by
hexanoic acid,2~ethyl-, 2,2-bis[[{(2-ethyl-1-
oxochexyl)oxylmethyl] -1, 3-propanediyl ester
[Short~term treatment:+389]
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—o— [Continuous treatment : 24 h)

Figure 5.

1250 2500 5000
Dose (pg/mL)

Incidence of structural asberrations induced by
hexancic acid, 2-ethyl-, 2,2-bis[][{(2~ethyl-1-
cxohexyl)oxylmethyl]l-1, 3-propanediyl ester

[Continuous treatment:24 hj
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Table 1. Results of growth inhibition test of hexanoic acid, Exp. No. 7826 {115~191)
Z-ethyl-,2,2-bis{| {2-ethyl~1l-oxchexyl})oxy] methyl] -1, 3-propanediyl ester
{ Short-term treatment]

[ Short-term treatment : -39 f Short-term treatment : +59]
Compound Dose {ug/mL) Survival (%) [ Mean | Compound Dose {pg/mL)  Survival (%) [ Mean |
Ethancl a) 8] 100.0 [ 100.0 1 Ethanol a) 0 100.0 f 100.0 1]
100.0 100.0
hexanoic acid, 9.77 104.7 [ 104.1 ) hexanoic acid, 9.77 96.7 [ 96.8 ]
2-ethyl~, 2,2~ 103.5 Z2~ethyl~,2,2- 96.8
bis[[ (2-ethyl-1- bisl{ {Z2-ethyl-1~
oxchexyl)oxyl 19.5 98.1 [ 100.2 ] oxohexyl) oxyl 19.5 101.9 { 102.2 ]
methyl] -1, 3- 102.3 . methyl] -1, 3- 102.5
propanediyl proepanediyl
cster 39.1 97.6 [ 1z2.8 ] ester 39.1 97.3 { 97.8 ]
147.9 98.3
78.1 99.0 i 98.7 ] 78.1 95.5 { 95.5 ]
38.3 95.5
156 104.1 I 104.0 ] 156 96.2 [ 96.3 ]
103.9 96.4
313 103.7 [ 104.3 ] 313 85.6 [ 30.0 ]
104.3 94.3
625 d) 102.2 [ 104.4 ] 625 dy 88.3 [ 88.5 1
106.6 88.06
1250 o) 107.3 [ 103.4 1] 1250 d; 90.9 { 91.7 ]
9%.5 92.4
2500 d) 110.6 [ 108.8 ] 2500 d) 92.4 [ 93.0 }
106.2 93.5
5000 d; 110.1 [ 106.3 ] 5000 d) 89.2 [ 91.1 )
102.5 92.9

50% Growth inhibition dose was as follows:

[ short~term treatment : -S59] Not inhibited

[ short-term treatment : +59] Not inhibited

a): Negative control

d): Visible precipitation was cbserved at the end of exposure period
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Table 2. Results of growth inhibition test of hexanoic acid, Exp. No, 7826 (115-191)
2-ethyl-, 2,2-bis[[ {(Z-ethyl~1-oxohexnyl)oxyl methyl] -1, 3-propanediyl ester
[ Continuous treatment)

{ Continuous treatment : 24 h]

Cempound Dose (pg/mL} Survival (3) { Mean |
Ethancl a) 0 100.0 { 100.0 ]
100.0
hexancic acid, 9.77 98.7 [ 97.5 ]
Z2-ethyi-,2,2- 96.3
bis[[ (2-ethyl-1-
oxohexyl) oxyl 19.5 104.4 [ 104.5 1
methyl} -1, 3~ 104.5
propanediyl
aster 39.1 97.1 [ 98.3 ]
99.5
78.1 86.5 [ 97.4)
98.3
156 101.7 [ 100.0C ]
98.2
313 98.1 [ 98.5 1]
98.9
625 d) 100.1 f 96.5 1
92.9
1250 4y 97.8 { 98.7 ]
99.5
2500 d) 93.9 { 93.0 ]
92.0
5000 d) 83.1 [ 87.1]
86.1

50% Growth inhibition dose was as follows:

[ continuous treatment : 24 hj Not inhibited

a): Negative control

d): Visible precipitation was observed at the end of exposure period
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Takble 3. Chromosome aberration test in CHL cells treated with hexanoic acid, Exp. No. 7826 (115-191)
2-ethyl-,2,2-bis[|{ (2~ethyl-1l-oxohexyl)oxy] methyl] -1, 3~-propanediyl ester

[ Short-term treatment : -359]

Relative Number Number of cells with Number of Numher of Number of

Compound Dose Time of cell of structural aberrations cells with cells polyploid
{(pg/mL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte csb c¢se oth ~gap (%) Cfor polyploid (%)

Ethanol a) 0 3 100.0 200 4 0 1 0 0 0 1 ( 0.5 200 o { 0.0
hexanoic acid, 2- 1250 d) 6 71.9 200 1 1 1 v 0 0 2 ( 1.0} 2006 c { 0.0
ethyl-,2,2-bis[[ (2-
ethyl-1l-oxohexyl) 2500 o) 5 70.2 200 1 1 0 0 0 G 1 ( 0.5 200 0 ( 0.0
oxyl methyl] -1, 3~
propanediyl ester 5000 d) [ 54.8 200 1 0 0 0 0 0 0 ¢ 0.0} 200 0 ( 0.0)
MMC b} 0.1 6 90.7 200 13 30 85 0 0 0 97 ( 48.3) * 200 0 (¢ 0.0}

Apbreviation: ctb; chromatid break, c¢te: chromatid exchange, c¢sb: chromosome break, c¢se: chromosome exchange, oth: otl
~gap: total number of cells with aberrations except gap

*:Significant difference from control (Fisher's exact test) :p<0.025

a): Negative control

b): Positive control (Mitomycin C}

d): Visible precipitation was observed at the end c¢f exposure period
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Tahle 4. Chromosome aberration test in CHL cells treated with hexanoic acid, Exp. No. 7826 (115-191)
2-ethyl-, 2,2-bis[[ (2~ethyl-1-oxohexyl)oxy] methyl] -1, 3-propanediyl ester
[ Short-term treatment : +59]

Relative Number Number of cells with Number of Number of Number of

Compound Dose Time of cell of structural aberrations cells with cells polyploid
ng/mlL) exposure growth cells aberrations analyzed cells
(h) (%) analyzed gap ctb cte csb cse oth —gap (%) for polyploid (%)

Ethancl a) 0 6 100.0 200 1 0 0 o 0 0 o 0.0 200 o ( 0.0}
hexancic acid, 2- 1250 d) © 73.7 200 1 0 L 0 0 0 T { 0.% 200 0 ( 0.0
ethyl-,2,2-bis({ (2-
ethyl~i-oxohexyl) 2500 o) 6 68.1 200 1 1 1 0 0 0 20 1.0 200 1 ( 0.5
oxyl methyl} -1, 3-
propanediyl ester 5000 d) 6 89.1 200 0 0 0 0 0 0 o 0.0 200 0 { 0.0}
CP c) 12.5 & 83.1 200 5 10 64 0 0 0 68 { 34.0) ~* 200 O (¢ ¢.0)

Abbreviation: ctb:; chromatid break, cte: chromatid exchange, c¢sb: chromosome break, cse: chromosome exchange, oth: ott
-gap: total number of cells with aberrations except gap

*:8ignificant difference from contreol {Fisher's exact test) :p<0.025

a): Negative control

c): Positive control (Cycleophosphamide)

d): Visible precipitation was observed at the end of exposure period



Table 5. Chromosome aberration test in CHL cells treated with hexancic acid, Exp. No. 7826 (115-191)
2-ethyl-, 2,2-bis[[ (Z2-ethyl-1-oxchexyl)oxy]l methyl] -1, 3-propanediyl ester

_ZE_

[ Continucus treatment : 24 h]

Relative Number Number of cells with Number of Number of Number of

Compound Dose Time of cell of structural aberrations cells with cells polyploid
(ng/mL) exposure growth cells o aberrations analyzed cells
{h) (%) analyzed gap c<tb cte c¢sb cse oth -gap (%) for polypleid (%)

Ethanol a) 0 24 100.0 200 4 0 1 0 0 0 1 ¢ 0.5 200 1 ¢ 0.5
hexanoic acid,2- 1250 &) 24 73.9 206 0 0 1 0 0 0 1 ¢ 0.5 200 1 ¢ 0.5
ethyl-, 2,2-bis[[ (2-
ethyl-1l-oxohexyl) 2500 d) 24 64.9 200 1 0 0 0 0 G 0 0.0} 200 0 ( 0.0}
oxy] methyl) -1,3-
propanediyl ester 5000 d) 24 c4.9 200 2 1 0 0 0 0 1 ( GC.5} 200 1 (0.9
MMC b} 0.08 24 91.2 200 15 21 63 0 0] 0 76 ( 38.0) * 200 0 ( 0.0)

Apbbreviation: ctb; chromatid break, cte: chromatid exchange, c¢sb: chromosome break, c¢se: chromosome exchange, oth: otl
~gap: tctal number of cells with aberrations except gap

*:Significant difference from control (Fisher's exact test) :p<0.025

a): Negative control

b): Positive control (Mitomycin C}

d): Visible precipitation was observed at the end of exposure period
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