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3. HEEE
A 18-ty X

R B R Frf =N bRF—JEROBHEIEMIGE (CHL/IU HHiE)

ARERE: BASEE EERMLFEEEER (WEWERLNRE
FRETREXGESE1 TE2&2 5

= B i 3% MRS EARAS F Y Y—F o F— J BT
IR EPETHESETEE AT H 104 Fit

R B 1,8-Tund s ¥ o OFHEOEEMIEE VA REERERREZIT, FOTRA
REEBREEOFEIISWTREI L.

L=, R4

[OECD {LZ5LT A M A KT A4 2, 473 In vitro "L RENMDHIBO S AV A vk R
BEBR (199747 A 21 BEEN) , Rk 1511 A 21 B (ER184E11 A 20 H
RARWIE) (GERIEE 1121002 5: BEAFBEEERLFHR, Yk 1511 BEEE
2 B IREERA EEE AR, RREFRE 031121002 5 REARASREERHRE
AR FHREESEIRDRBROFIEICOWT] OBINE [LFEhE oBitsE
MERRER, AEFERER O HHARICRITTEIC T 538, R, TREMER
Br, DSARMERRER, ARPNEMICEET 2B R USRER AR5

5F L7z GLP:
PR RIR DB E FE T AR IR T A IOV T
[FEk 15411 A 21 BT (B 2047 H 4 HREKIIE) |, EEEHE 1121003 5,
Rk 15 - 11 - 17 G 3 5, BRIEFRES 031121004 =]
OECD PRINCIPLES OF GOOD LABORATORY PRACTICE (OECD {L:#E ek
RERD I BET 5 EYE)

SAERBALEH:20084E 7H 7H

BRI T H: 20094 10 A 30 H
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AR ERE: RBFERMiOBERERAR 20084 7H 14 H
HEBREETEAN SR
HfEFETE A 20084 7H 21 H
RIREASNA 20084 7H 24 H
ARG B 20084 7H 25H
Gua (K EHER
AR 20084 8H 1A
wARERIN B 20084 8H 4H
AU R OMEAERL A 20084 8H 5H
AT B 20084 8 H 21 H
BER EARDRIFERT

Z ORBRITEBWTREERR CRAET H TR TOEE GRBSIEERVFEDEREED
FR, £7—%, BRBEEORAE) 11, BXESHARAL 2V —F L F— ¥
SR OBEHRFEICREL, ERNMEAMFREIRET 5. RIEMIIERE
R 10 ER LT 5.

SOP Kk UORBREHEEICIED R Do &
YHRERIZIBT, SOP R USRBRGHEIEIZIED o Te Z Lidih oz,

TRT DI LB TR IHBROBEREEL RIE TRV OH L HR:
LHBRITIWT, FRTD I LN TE R RBROE\IEICHR L RIS D
bHLERBTRD Shipinolz.
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5 B £

18-V 7 anAy & o OREEEEFREOHEL, 1 FFEOREARR (CHLAU #ik) A,
ERFAERE (6 AR SO mix ALY S9 mix BEHRAN) &ERFHLENE (24 BAUR) TR
L.

18-VrunAy & ORBRIRERL, MIREEIHERROR R D, S0%RERaH R E

(ICs)) RUMBRROATREZEIC, BRFELERED S9mix FNTIT 148, 29.7, 594 K
118.8 ug/mL, S9 mix FHINTIL 594, 118.8, 237.5, 475 K950 ug/ml, HEFAFRETIL 14.8,
297, 594 KN 118.8 pg/mL D2 T4 HDWE S BEERRE L.

REROFER, EIFHALIRED SO mix BRI SEFTLEETIL, IR UEEMETsoW
BERE, & HIZ 5% R Tho72hY, FRFRGERED S9 mix FINTHE, AERREMIRO HEE
DSFABETEASICHEIN L, 594 pg/mL TiX 15.5%, 118.8 pg/mL T 20.6% & BALORIEFEED 10%
ol w1 ¥ el

BRRBRRTI TRV B BERY, BHORBIEERETRL, BIESTRROBMRIZIT
LRGERERHREL, YRBHESRONY 7 7T 0 R~ X OFFENTH 7.

UEORR, ARBORETIZENT, 1,8-Y7auds Zrid, FRERIITHDERRL
HRED S9 mix FEFRINE OMEFMERE T, W TFRICRBOTHERROEIENRE L bIcerhR
BEBRTD Z L30T, REIRYITH HERIAEED S9 mix VN, BENREE %
BT AN 10%U EHERL, TOHRRICAEBKFEERRO OGN/ Enb, 18-T7uud
ZE L, REENAZ LIk v RafBE BENERE) 2FRTILAFEsh, BiEL
HETS.
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6. ¥ T _
18- nudy # OO EZ AV A REERBRERBR LT, FOREEERES
FMEDAF ROV THRST L.

7. SEBRMBRURERAZE
74, wERMIE, B BEESREYERUEENEYNE
711, HRWE .

WEHED 18-y uaty ¥ (FFEL R 1,8-Dichlorooctane, CAS No.2162-99-4, 5|4k
A 118°C, Fk:215°C, FREE: 1.0280, 0F8:183.12) IE, EEAFHOKKRTHS. LFHERI
W, BRLRCER SO AF LB [0y FEBFGNOL, #E (GO) :99.9%] ZMAw
7o, ANF#IL, RBRHEROWRYEREEORTE [MEE: BMS-500F3, AART U —¥—#K
ot REREE: 4°C (FEHIE: 2.1 ~64°C) ] I - 1Y - BEAOSRME T CRE Lz,

2B, 18-YruaFs 0Ty Me v 28 BREIKER DR SEEEERE O 14 A EE
R FEE 5502227, RS BRSNS F VY —F ¥ — PBUITER) ORSHEKTHR
WBEE T CEHOIT LIREE, SBIZ9.9%TH Y, HREMTFOLESHER S

712, X (iExERYE)

BRI, O AFNVANVERF T R (LT DMSO, BRI A~ RV, 7y M5 WF032,
{EIR: 2013 3 A 18 H, MASHRICALEIZEEN £V, DMSO 13, SRS TRkt
ROYWRWEREEOHREE FRRIRE: 23°C (FHHAE: 21.6 ~23.2°C) ] NIZZEIR - #EDRET
TRRE L.

7.1.3. [EEERME

BMERRE L LT, vA bAoA C LAFMMC) EPAFA=bad Iy (BIF DMN)
R,

MMC (8~ b~V ER2mg, 1 314 7, BR<A <A 22 C2mg (i)
L AREALT MY v aEER, oy hES 506AGB, AR 2011 422 A, WF0EEEE 134K
£41] L, DMN [£8:99.7%, 1 v b5 EWP0054, fERMIMR: 2011 4512 A 26 H (B#-#E),
PGB At 1, WL TERSEBA L. BAKIY, W bR E TRBE
BROWPWEREEOREE HEE: MPR-311D, =FFEERES, BERE: 4°C (NN
3.5~43°C)] T, BRORMT THRE Lz

714, RBENRYE
M RE Y, #EMEOBYA L UTHVYZ DMSO & LTz,
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7.2. RIFE
721, HERME
7.211. EAEKE

FOREFEMIGRIRABR TIL, 18-V 7 rud s ¥ 1919 mg (ERPRAE: 19187 mg) %#F&E (BFX
FE: AT261, A FT—+ bL FERREA) L, DMSO [ZHEME L TREEER (191.9mg/mL) 10 mL
B L72. 1919 mg/mL O—Hi% DMSO CTEFERAIRL T, 9595, 47.98, 2399, 11.99, 5.997,
2.998, 1.499 K TR0.750 mg/mL ZFARL L 7=,

LR T, 18-P7 Aty 229595 mg (EFEE(E: 959.50 mg) 2FrE (BTRFE:
AT261, A b5 —« b FEERSHD L, DMSO ICFEE L CREBRER (9595mg/mL) % 10mL
L7, 9595 mg/mL D—¥R%E DMSO TEHERIRL T, 4798, 2399, 1199, 5997, 2.998 &
UV 1.499 mg/mL ZFR L7~

FREREIR PR R O BFRRERBR L b, BRRORRIIEELS Lz, £, YRBRICE
TORTRREIIERIRICRN LI EORKBE THL D, BRIEEIHONHULOFTRED
101 fFIRE 23R8 U/,

7212 HEBYMERREORERRCRENH
BERE RBIR DR TEME R CIREESHTIZEM L7200 72,

7.21.3. TREE
FABFIZ AR L7z,

722, BERYE

MMC KU DMN [LEEZEBTFREE (AT261, A hF— - bL FEERSH) 10 CRE] L b,
ETREE (RF, vy MEE MK, M- RERETE) O L CLERE (BR
BED 1145 2T FEIIARAICTY, ERROBIRIIEEELSS LT

AT BRRFN A B Bt TR 4, SRR B USABRIB % R L7

Wi PSR (ug/mL) AR (ug/mL)

SORFEAEYE SO mix EEESM MMC 1.1 0.1
S9 mix Fh0 DMN ~ 5500 500
ot S0 B Ik MMC 0.55 0.05

7.3. HERiERE ‘
FBRIIE, 20004 11 A 28 BIZKAAREEMSEH SR V) —Fu s s Vb AFE LT
YA == AN A ALY —REROGHESE R (CHLIU) Ve, ML, DMSO % 10%E90
L7aRIZIBE L, 1 mL /N30 % U ORIRERRIFABRNICERERE L, RBRIZERL,
R LTHHME HERE: 15 @, Lefht— N 25 A&, MR 167 /), <A 275 X< &
10
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%) ZREEL, BIESECHA L. MRaOfEE, BEEY Nuncfd) 2AVWT3~4 T
(AT o7z, BARICEHBRIZ BT D BEE O D E R LTz,

%ﬁﬂ@ﬂé%ﬁﬂ%ﬂ%ﬁ%ﬁ et e 3 EI
%@{j{:ﬁ%"%ﬂgﬁ e eee et eme et aeiieaairee et 6@

2k, EBBRMEIEFRIE WA - RO ARERRE GH) TiTok.

74. 1EHER

Eagle DE/D>VHREEWK (Bagle’s minimum essential medium, LA Eagle’s MEM) D#ifk%,
Attachment 1 {Z7R U7z, B538iRIY, Fagle’s MEM RissEt (= v F3%E5:411373, GIBCO, VU Ak
No. 11095-080) (=, FEfb. (56°C, 30 73) L7ZfFHHME (7 v b5 655639, GIBCO) &
FERED 10%& 2D IHITMACRE Uiz, 728, FH U7 BERikia AR 37°C MR L
ALz,

7.5. S9mix

S9 1, Attachment2 DJFIEIZ LY 2008 54 A 11 BiTA ) = 2 VBRI T KRS TGS
Nebo (1w M 08041101) 2V 2. S91k2008 45 A 13 BIZEEA L, A% C-80°C
REOHEE [ BFV-130 (LR), = A2y 7tkE] NICHRIRE L-.

SO mix i, S9 A OERWEERBIES L THRIRE L, TNEALT I 7 4V EZ— ($02um,
NALGENE®) TIf L7, (HMEANZ SO 2z THR%LLZ. S9 mix DA% Attachment 3 2
STz

76. HERAEOTAR R USRS

R E 2 025% M) LR EIMA Tllla 2 2B L, =.0508E [1000rpm (181xg), 54
M, /IesmHERLE 92 CF SRX, BIrTH#skaatt), SITREER] Ik v filaz(Ee U1,
HRE/ R REIR A N 2 CHIRATR R VB U=, o7k R IR MERGH S A VTR
L, HERaSAs 2 x 10ME/s mL 1o/ % & 5 1T A A TR Ui, 398 U7 Millei s S mL
o, EER 60 mm OWEE T v —1 (CORNING) (ZHMEL, HE% 37°C, CORE%R S%IZRRTE
LTSRS AA Vv ai—F — (B BNA-121D, A~y 7S, LT COpA v m -
Z—) WNT3 BREE L bOEEBRICHA V.

Te— Ui, HHERSETENEEARR TIT 1 BEC X 1 iR, REAREEHERTIT 1 BEIC XM
R DR 1 L, ReEAEARBRIRIIC 22 Ve, £, Uy —LIKEERRES, 15
BAXIxBEL, BEEZTRAL, SOICEREREOREIL SO mix DAY, HEALEHE
DB AR 2 BAT 5 Z LI K 0| L.

7.7. HORSEIEHNGIEER
QEFREERRIIBITS 18-V nudy L ORBRELRET 72010, AR
BakiToT. AT, SRR SO mix FEINKR O SO mix LN & EpTALERYE (24 FHOER)

D3 RINITCER L=
11
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R HAERED SO mix BINTIE, % — U2 SE%EE 2.5 mL BE LEHIC, S9mix 0.5mL
& PR E R ENR 5 A\ IR R 30 L Z2FSM L 72, SO mix ERINTIL, v —LabEE
BIR% 20mL BRE LRI, BREEE SO mix IFNOERA LFRCIILZ. WPy y—L
H CO A 2 F 2ri—F —NT 6 RIS L/ BRI BT o beik 50 mL IR X T, &5 18
BpfRIEEE L7z,

ERHUEETIY, v — VICHBRIDERINR S 5\ ISR RIE S0 ul 2¥INL, COy A >~
X a—H —NT 24 PR LT

£, WIThORBRTIE b, MR & QK TSR E O OF E 42 AIRANT
LT

SRR RALERIE OV A & b, BRI TR, By — 12 025% b ) 7L R %) 3 mL
MZCHRZZFEEL, EOsBEC & MR A IR U5 I MERGH AR & VT, MidisshalL
7o, BHENE 1 BT v — %72y 3 [BHTYY, O E AW CRatE Rt OMIRE % 100% L L
ARSI DRI EFE R RDT-.

REREY, ERFEAEER O ERE & G@EAT A R4 2B 3%, 10mM A0
1900 yg/ml. ZREEE L L, LUTFALK 2 1280 950, 475, 237.5, 1188, 594, 29.7, 14.8 R\
742 ug/ml OFF 9 REL L, FOMiZatB4aiRi) 7.

R ORBAE 5L % Table 1 X ¥ Figure 1 1Z7/R L7z,

89 mix HINZITT HAMIRDOLEIFERIL, 7.42~29.7 pg/mL TIX 90%LAEZ/R L7223, 59.4 pg/mlL
PAETTIREED PRI 2 1296 DfEIEIA U, 237.5 pg/mL LA EOFE T4 ifas580 bi/e
MoTr,

SO mix TN 33T B PO AETFRIY, 7.42 ~ 59.4 ug/mL TiE 90%LL &R L7243, 118.8 ug/mL
UL ECITREED NG A1 O L, REREE® 1900 pg/mL TiX 14% Th -7z

Probit #:4Z X ¥ BH L7z ICs b S9 mix #¥INTiL 83.5 ug/mL, S9 mix FEFIN Tl 538.7 ug/mL T
Bt '

723, 89 mix #INK O S9 mix MEFIN & b, FRAEHINI R UMIREE TR 475 pg/mL 2L E OB
BRIV NCOBIR R IR ONT 53580 b Tz,

EEALIREDORERFE R4 Table 2 X UF Figure 2 1R L=,

FIRDAETTENT, 742~29.7 pg/mL THE 90%LA & R U723, 59.4 pg/mL BAECrXiBEe 2388
THIHENEOMEITRA L, 950 pg/mL LA EORE TIIAMIRMERD bhvihoTe.

Probit I X D EHI L72 ICx X, 112.6 pg/mL Th-o7z.

1235, TRAIRESINEE R DA TRFIZ 475 ng/mL DL EOREE TR\ CEV 2R OPT s
R bk,

78. REBHEREHER

BT, ERFEAERED S9 mix TRINR TN SO mix VSN LB AL (24 REREIE) @ 3 K5l
TEfE L.

12
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78.1. HEREERULIESH

PR E L, MR EFEHIEER TR 7= 10 R UMD AR A BIEICAK 2 T4 H B L5 B
BERRE L7z, $7adoh, fERFRIAAERED S9 mix FRINTHE 14.8, 29.7, 594 KU1 118.8 pg/mL, S9 mix
HERINITIX 59.4, 118.8,237.5, 475 K TN 950 pg/mL, EFFALERETIL 14.8,29.7, 59.4 O 118.8 pg/mL
& L7

MEERES, WERRSZ LITHERBRE, PAME IR OB IR A 3T 7. IBtEetiR L L Tigne
RIAERED S9 mix FINIZIZ DMN (500 pg/mL) , S9 mix fEFINIZIZ MMC (0.1 pg/mL) %, B
MEEIZIZMMC (0.05 pg/mL) % v e,

7.82. RIERDLE
7.8.2.1. jERERNIEE

S9 mix WA S v — LA BITHERIR%E 2.5 mL BRE L72%IC, SOmix 0.5 mL & HEREFRENE
BB VIRRMERTRME OBEIE 30 uL &, BHEIFRE O%ETL 03 mL ZHAIN L 7=, S9 mix FER
MAY ¥ — Lo GITEEREE 2.0 mL fRE L78IC, RIEKE 89 mix IIIOBE & RIRICIRINL
To. WDV % —L b CO A /F aX—F —NT 6 IFRIEEE LI BICHRE2 558K 5.0 mL i
WYX T, &5 18 REER LR ISR ORI R O G MERDIERLE Uiz, 728, fRiE
TRESINIE & SR T RA TR E OFTH OB E 4 NIRICEBIZE L7-.

7822 EfRNEEE

T — U, HRWERENE S 5V E OB S0 uL &, BHRmEOREN
0.5mL ZEML, COpA ¥ ai—F—NT 24 BEEE U IO AR O A 4E A
OYERE Uz, 7238, WIRIRIRINEE & B TR CIBRE OTHH O B2 PRI L7z,

783, EAREH

ST TEIANER F ONER AL E & b, BE T 2 BHIAMIC 10 ug/mL IBED a2 I REES S+
—UZ 01 mL LT, HRTHMIRES. BERETHR, &L+ —1I2025% M) 7 VRIK
283 mL A THBRZFBE L, BOOBRC X D MBI U721, 75 mmolL b U U L/KES
RCIEIRE (37°C, 1S5 % L. (EIRGEET Lok, BOROSBEL, A&/ —nt
HiEs% 3:1 OFE TRA LTS LEER THKEEZITY, REER CHlgR 2R L
Tr. ZOMFERSERE AT A R T2 D 2 #FRC—T O T UCHIRRZ AT, R, 2%0
Giemsa YR TH 15 4yt Ui, '

A5 FEAIX 1 3 — L%y 3 HKERL, EEZAVTa— FESEFIVHTE 2B,
BIBRTHRICAT A FERL, RBRES, YW EAXIINEYEL, BE, ABRE SOmx D
HE (EPFAEE) USSR ESOERE) |, EAERAZEA LI VVERNT LTz,

13
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7.84. Ak

FRFRAAEE R OSERLEE L b, BERR T, &3 v —1iT 025% b U 73 A IRE#K) 3 mL
BONLCHifEZRIBE L, =008 X 0 #ille 2 EIR L 7= 2 M EREHERE 2 VT, ABRadcA 51
L7~

FHNE 1 DTy — %720 3 BTV, FOEYEE TR REEOMIREZ 100% & L
THIBEIZRT A HBROATERERDT-.

79. EXREBE

FREOFIED 2BEIT LT, R fhds X B - oA oMiias 1 3 v — L% 71 100 8,
1IREESH72 Y 200 (EEIZ L7, BL, SRFENLELED SO mix NIRRT 55 EIRED 118.8 ug/mL
THE, 200 fEOBIER @BIEE126 ) X TE lah ol BAROBIEI = — FEBIEIITY, B8
FEREPBRRE L ORATY, SERPBELARIITo .

R RRET, BEORE LAEENEFEICOE UL, BNREIERAE (polyploid) K ORINEE
{t (endoreduplication) ZHERZZXIR L L, WEMAEIIX v o7 (CUT gap) , B HRGNT
(chromatid break, AT ctb) , Yo ARG (chromosome break, AT csb) , Yefa s A4z # (chromatid
exchange, DL T cte) , JefBfIZE#L (chromosome exchange, LA T cse) , Wifr{k (fragmentation,
LIF fig) iICH8EL, ZhoDEHRRETEEZE 3 HHaE SR 1 Ee Ui L. ok, ¥
Y o 7 LEIOHRNE, YT ES OB R BBOR- R ECH L DEFr v L L,
F—#ErSIETN T b 0&8E Uiz, Bk BSE—#R B dh - THIERBERS P Esy
RIEX D REWHDITEINT & L, WAmEBEFOBENT, Xx v 720058 LE8DRVGE
SO RS L. ks, EABRCIHY DA R RT &, WHICHRREN SV THERE
% L7z (Photograph1~7) .

7.10. BABROBILEH

SRR SRV T, BREEE 28T A MIEOHEEN 5%AH T, BEREHIC BN TF
¥ v TUANOYBMEEE 2T HHEOHEEN 10% EERL, S 6IZEEL OO
Yofa KB OISR, YRRy 7 75 P —4  (Attachment4) OFEFENERL,
HERRICE LT OBER PR GEEITHRERR & L.

711. #ETEERAE
YRR AT B0 EERL, FrROHTEEME - i A BEEREI TR T,

7.12. HERE

RROMERIT, BNEFE SUMESNEE &8 T 5O LBRED SY%AMOR S 2 RBIE, 5%L
F10%RFEDEEEFHMEE U, X HICEOHBER 10%U LE2R L, REDEMICHE->THE
MUTZBRERBIEE U, 7ok, SR EORAREGT HMEOHIERET, Fy v 7289
TBE LEDRVESTEHL, X¥v v 72 a8V EEOHBIRICL VHELE.
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T, BENEEEPAETOHIBONBRENR 10% L2 R U Z &5, BEHIROD 20%|2 BE
RHONDIRE Dy fE) RUHARE (mg/ml) %720 ORESMEIH (cte) ZHRFOMBIOH
BB OEE (TRE) LA FIORTHERICHE - TR~
7.12.1. Dy lEDFER
7.12.1.1. EliFeERER

BRSO B D RINDT—4 %, BRIESHRE SO T, TP TREFAWTUTO 2 KT

S LT ElR g & R /-
Y=ax x +b '« ((1)
Y=axlogx +b - ®)

ZIZC, Y RRaAREL S OMBOHBSEE %), x!JEBE (ng/ml).
7.12.1.2. BERROEE

A (B ITHBIT BIEMEROBE (xo0) HUTOL S kDT

xo=logL— (logH-logL) / (N-1)

TZT, LI3R/NEE (mg/mLl), HITRERE (mg/ml), N iXHERWELERORE
7.12.1.3. 1EEERE

A (@ RO @) ot 2Ry 2 ek L L b, B ERdRRE Y

Dy fEZEH L.
7.12.1.4. Dy [EOIRAEH

Do TEAB/INBED 110 AT, HAVNIRSEED 10 {52 EDOSEITIE, BREREMEN

LD E LT, 0 DyfEERENE L.

7.12.15. S{B
71214 TRB LI >T2 Dy ERIENFTNO r ZHAWTU T OHEEITo 2.
SIDz()/rX1/n2 """ (’Y)

SIC, nITERHICV R (BIEHEREL B 1)
7.12.1.6. Dy iE :
K ) O S 84N T2 DI Do, BAHOICHEIRWED DufE LTHRAI LI (F
A 2).

7.12.2. TR {EDFE=
71221, TR EEQOEHE

BV R AR RIREED 5 b, Y/ ARIZHE (cte) B E b OMRROHBZRN 1%L -

HBHLEDIZONT, LFO L I TR % RDT-.

TR=E/D - (8)
ZZC, Eldcte b OMBIOHBEE (%), DIXEDL EONEERE (mg/mL).

71222, TR {EDOEREH

X (8) TRDIZTRIED S B TRADEE, BEICERWED TRES LTRALE

(BT 2).
15
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8. FABRRKAE
8.1. REHFREHR
8.1.1. {EREfEIALIEE (Table 3 U Appendices 1-1 ~1-2)

18- unFy & ABEREOBRIEFHROHBIEE, S9mix WK S9mix |HRMNE G,
TRCOBET LN TORMETH 7. —F, BENREHIBOHFEEL, S9mix HMizEBW
T, BEBED 118.8 pg/mL T 20.6%, 59.4 ug/mL T 15.5%, 29.7 ug/mL T 6.0% & BRPERER & 72
o7z, HEENREHIOHIREN 10%% Eml 72728, DR TREZEH L5, F1U
Z¥.0.10 mg/mL, 190 TH-oTz.

18- 7 v & AR S9 mix FIZBIT 2HIBOATERY, 14.8 K 1829.7 ug/mL T
90%LA LR LTS, 594 pg/mL TiX 79%, H&ERED 118.8 pg/ml THE 38% Th-o7-. S9mix
NI DA AEFRIL, 594 pg/mL TrX 98% ThH o723, 118.8 pg/mL LA CITiBEEN 1
I3 2N Z DEETRD L, EiRED 950 ng/mL TiX 4% ThH o7z

BB ONTHIE, S9 mix FRINTHE, RIREINE: & MBI TR S O TN TOREIZEB O TR
DO Tz, S9 mix FERINTCIY, MREHEREIRIIGE S LI TREE b 475 KON 950 pg/mL 1280
TERRZIEROT TR b,

SRR R MO MR, S9 mix FINTIE 0%, S9 mix HERINTIX 0.5% Ch-7
G REHROHEET, SO mix TR O SO mix BHME L 05% Th o7, Fiz, BHSIR
(S9 mix ¥#¥0: DMN; 500 ug/mL, S9 mix #EARI0: MMC; 0.1 pg/mL) OFHIEE IO IR,
S9 mix FAITIE 1.0%, S9 mix EFINTIL 0.5% Th -7z, WEEFHIROHBIRIL, S9mix 4
PICHE 65.0%, S9 mix HERRANTHL 47.5% T o7z,

Fatset IR R ONB R FRIC BT D REEREFRRRNL, Ny 7 /700 RF—2DOBANTHY,
HBROBSIEHERTZT D ThH T,

8.1.2. EHNIEE (Table 4 R U Appendix 2)
18-Y 7 unt s & REEROKNREHIOMIRERY, T TORET 1L5%UT ERBETH
ot BENEEHIEOHREL, T X TORE T 15%UT S EBETH T
1,8-V 7 vt B AMBEREOMIROATTRIL, 14.8 RUN29.7 ug/mL TIX90%LL EZTR L7223,
59.4 pg/mL TIL 79%, HEiRED 118.8 pyg/mL TIX 43% Th o7z,
WS ONT T, BRIEEIRIIG & B TRE b TR TCOREICEBW TR bRz,
St BOBARFE MR OB ENREMBOHBER 0% Thok, £z, BHETR
(MMC: 0.05 pg/mL) 123317 BEHI B HIIROHERERIL 0.5%, SR E RO HERFRIT 40.0%
Thol.
Sk R R OB TRIZ R A RERREFRRRIL, Nv I 77U FF—20FHNTHY,
RBROBRIRE T HOTh 1.

16



Study No. 971127

9. & &

18-V uuF s & DRBEEREFREOFREL, 1TILEOEMRZ AW A YRaKRER
BRICX viat LTz

18-Y 7 uuFy 2 AMEROBHI RO HEERT, WTHORBRAIIZE N T, 5%
Wlcipinol-lot, 18-Yruutd s & AXMAEFEFR LWL L Ebhb. —F, #E
HIEFHIGOHIRRT, FRFHELERED S mix SERINE OSEFERE (24 RERAER) T 5%IC
7= 7elno 0y, FEHIRAIREED S9 mix FRIMNZEWT 10%SL EA7R L, FHEMETENIHEMN U2
W, 1,8-Vrnnui sy AMEEHAEREFRTLILOLBbRA. 18-V und s Z D Dy
fE!% 0.10 mg/mL, TR i 190 Tho 7=

LR REFBROEIL, TOLONEEE OGS LB SN TEHET 2580355, 18-
Yraady 7 AREAERED SO mix FRINOAEERICREHRGAHEE L CWA Z E A
B EZ 52 EXEbhb.

RS E R OSEF SRR OB ATNC I T, et B R UM RER D R A HR,
R, Nwr 7o RT—HOBEBERNTHY, RBROBIE TR THEOTho T

18- 7 uanuz s Z 4%, HEREERIITH 2 FHFIEED S9 mix FERINR ONERTERE T,
WIS BWTHDIRARRE ZFH T H Z Lk o208, (VBRI TdH 5 ErEREAEED
SO mix FRINTCIL, &R EL2E T AN 10% EHER L, FoHBER BEHRFENRD &
Nl &, 18-VrmuF s Z oy, REESns 2 Lick v afkRE @EEVERY) &5
FEYHZ LIRS 2B, 18-U7 nuds & TS RIS U mE & A
W AIE RIS BB CRIEDREENE DN TS 2, £, BEMEL L T14-Pranrs gy
AR R CRIBFIIC B Lo F v o =— AL A Z—ifi (CHL) Hllas v 2 Qa kiR
BB T ORENELN TS Y, Foft, Prunis9 12-V7naxg ) 12-
Cruaruse® WE, AT I TEROERRITF T AL AERERERABRE T v A
S ANAA PR (CHO) MfaE AV S RERRERRICEVTHEERTHY, Thbo
ERFIEREIZ SN Z FA4 -SRI L D REMEZT TERT A IV FF A aatnEls
LTWAEDIENRH D, 18- T runds & bBENEHLTHNADZ LD, TOEREE
TN F A AREHRIC L DO LHERIE NS,

U bEofER, 18-Y7and s ¥ 43, ARBEFTICBWWCREKRRETE2FHRE B 4%
EHIE LT

10. 3 #k

1) AR BIEEE: REERTRBRT —YE (G 1998 FhR), Atz 7oA - v—

2) - 1,8-V7 vy & o OfEEE RV SRR (RRE5:902027), th\z
HRAAL AV —F 2 F— PERIFET (2009).

- 14- 7 na 7Y o OVFHEEOREINE AV D ek RE R GRS S 971327),

AR ANSS £ Y —F 7 — PBHFERT (2009).

3)

17



Study No. 971127

» R 2rEo vy 2o FiEENe1s Y7 nn Ay, MEEA (CETEHmTS
¥ ZEMEHIBARIZERT (2005).

5 IR o7 ) A2 S No3 12-07 nnxy v, MEREA LSRR
Wt ROMEHBEARTIZERT (2005).

o IR oo 20 5l No39 12-D7 mar sy, MEEA {CEHE
Wrothg ZAatEHEEHISEET (2005).
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Table 1. Cell growth inhibition test of 1,8-Dichlorooctane with cultured CHL cells

Study No. 971127

-The short treatment method-
. Treated for 6 hr with S9 mix Treated for 6 hr without S9 mix
Sul;l;z:l:]ce CO?:;II’EE’C)IOH No. of cells S::g/(i):/)al ICs, No. of cells Srual:[‘i/:.;l,?l ICso
(X 10%plate) (%) (ng/mL) (X 10%plate) ) (ug/mL)
Negative control ) 63 100 ) 60 100 )
(Dimethyl sulfoxide)

7.42 62 98 68 99
14.8 61 97 66 96
29.7 58 92 68 99
59.4 51 81 64 93

1,8-Dichlorooctane 118.8 23 37 83.5 61 88 538.7
2375 0 0 47 68
475% 0 0 39 57
950* 0 0 27 39
1900* 0 0 10 14

a): (1,8-Dichlorooctane treated group / negative control) X 100.

*: Clear oil drop-like precipitations were noted in culture fluid.
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Table 2. Cell growth inhibition test of 1,8-Dichlorooctane with cultured CHL cells
-The continuous treatment method-

Study No. 971127

Treated for 24 hr
Test Concentration
Substance (ug/mL) : No. of cells Survival ratio® 1Cs
(X 10%plate) (%) (pg/mL)
Negative control 63 100
(Dimethyl sulfoxide)
7.42 61 97
14.8 ' 63 100
29.7 58 92
59.4 48 76
1,8-Dichlorooctane 118.8 29 46 1126
237.5 16 25
475% 5 8
950* 0 0
1900* 0 0

a) . (1,8-Dichlorooctane treated group / negative control) X 100.
*: Clear oil drop-like precipitations were noted in culture fluid.



Study No. 971127
Table 3. Chromosomal aberration test of 1,8-Dichlorooctane with cultured CHL celis

-The short treatment method-
Numerical aberration Structural aberrations
Test Concentrion V(0 or - Noof Noof Types and numbers Mo e Surtyel
substance (o) mg;o;fb(;) mh? Naof endoreduplication Incidence™ Judgement® yp(ef:umulaﬁve) chromosome (%) Judgement® l?.i,]/o)
pobploideds %) aberration >
gap ctb csb cte cse fig (g (@ (g (p
Negative control — + 200 0 0 0 — 0 0 0 1 0 O 1 1 05 05 — 100
142-3_ _—t—_“ 200 1 N 0 0.5 - 0O 0 0 0 “0 0___"9“ 0 _»Q (‘)""_“__—_ __________ 1_00____
|8 Dittoocete . 20t 0 Lo e IO R 03 10 2 1260 60 E 96
594 + 200 2 0 1.0 — 0 16 0 2 0 0 31 31 155 155 + 79
T 2 2 0 6 - 0 11 0 16 0 1 2 26 206 206  + 38
Dimethynitrosamine 500 + 200 2 0 10 — 0 35 0 112 0 0 130 130 650 650 + 81
ro  Negative oontrol — — 200 1 0 05 — o 0 © 1 0 O 1 1 05 05 — 100
594 200 2 1 15 — 0 4 O 0 0 0 4 4 20 20 — 98
Cuss 20 2 0 w0 — ©o 2 0 0 0 0 2 2 10 10  — 8
18Dichlorooctzne 2375 — 200 o o 0o - o 3 0 0 0 0 3 3 15 15 — 70
s — 20 2 o 0 — © 3 o0 0 0 0 3 3 15 15 — 6
Cogsor — 200 3 0 15 — 0 5 0 1 0 0o 6 6 30 30 — 4
Mitomycin C 0.1 - 200 1 0 05 — 0O 42 0 71 0 0 a5 95 475 475 + 85

Negative control: Dimethyl sulfoxide.
a):  (Numerical aberration cells / observed metaphase cells) x100.
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).
c): ctb: chromatid break; csb: chromosome break; cte: chromatid exchange; cse: chromosome exchange; fig: fragmentation,
d):  (Cells with structural chromosome aberration / observed metaphase cells) * 100,
e): (1,8-Dichlorooctane treated group or positive control / negative control} x100.
f):  Total number of metaphase cells existing in three slide glasses.
(+g): Total aberrant cells including the gap;  (-g) : total aberrant cells excluding the gap.
*: Clear oil drop-like precipitations were noted in culture fluid.
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Table4. Chromosomal aberration test of 1,8-Dichlorooctane with cultured CHL cells
—The continuous treatment method —

Nurnerical aberration Structural aberrations

[47

. Ti y Noofcells Survival

Test G imeof No.of Noof . Types® and numbers wiih Incidence® . &

substance (gfml) memqi.m Noof mﬁ caiion Incidence® R ent? (curnulative) chromosome 'CA) Judgement? ratio

(tr) exanined polyploid cells el ( %) udgun mon () (% )

gp b b co e fig (9 (@ U9 (o

Negative control — 24 200 0 0 0 - 0o 0 0 0 0 0 O 0 0 0 - 100

L 24 20 0] 0 el 0 ..o 0 0 0 105 05 98
. 297 24 2 - 5 —

18 Dicicooctane 2T 22 0 Lo o 05— 0 1.0 1 1.0 3 3 15 15 = 7
..... P4 A0 3o s T 000 0 0 1 1 05 05 T

11838 24 200 1 0 05 — 01 0 0 0 0 1 1 05 05 - 43

Mitomycin C 0.05 24 200 1 0 05 — 0 26 0 64 0 0 8 8 400 400 + 87

Negative control: Dimethyl sulfoxide.
a):  (Numerical aberration cells / observed metaphase cells) x100.
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): (1,8-Dichlorooctane treated group or positive control / negative control) % 100,
(+g): Total aberrant cells including the gap;  (~g) : total aberrant cells excluding the gap.
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The short treatment method
—&— Treated for 6 hr with S9 mix

—— Treated for 6 hr without S9 mix
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Figure 1. Cell growth inhibition test of 1,8-Dichlorooctane with cultured CHL cells.
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The continuous treatment method

—&— Treated for 24 hr
L [ b 1 i i 1 ’
7.42 14.8 29.7 59.4 118.8 237.5 475 950 1900

Concentration (zg/mL)

Figure 2. Cell growth inhibition test of 1,8-Dichlorooctane with cultured CHL cells.
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Study No. 971127
Appendix 1-1.  Chromosomal aberration test of 1,8-Dichlorooctane with cultured CHL cells

-The short treatment method-
Numerical aberration Structural aberrations
Tes Concentati With(+) or  Noof " Tvos® No‘-;fﬁc:ells eidence? Surviv)al
cenfraion No.of . ypes mmbers i cidence . ©)
without-)  metaphase Noof Incidence® rato
Substence (u/mL) . . ' endoreduplicati Tudgement? (amnmlative) chromosome V2 Tudgement®
S9mix  ecamined  polyploid cells e aberration ’ %)
gp odb b o e fig Gp (p Gp &
Negative control 1 0 0 1 _
.eganve . . + 00 0 0 _ 0 O 1 0 0 1 05 05 _ 100
(Dimethyl sulfoxide) 100 0 0 0 0 0 0 0 0 0 0
100 1 0 0o 0 0 06 0 o0 0 0
148 + 05 - 0 0 - 100
__________________________ o 0.0 0 0 0 0 0 O
100 1 0 0 4 0 1 1 0 6 6
297 + 00 0 0 05 - 6 4 0 2 0 0 6 6 60 60 + %
Dl OrO0CANE - -« === == = o m e e o eee o oononeo oo
100 1 0 0 16 0 13 0 0 18 18
504 + 10 — 155 155 + )
.......................... w e 06 0 9 0 0 BB
640 2 0 0 8 0 0 1 12 12
1188 + 16 - 206 206 + 38
620 0 0 0 3 0 13 0 0 14 4
100 1 0 0 18 0 57 0 0 68 68
Dimethylnitrosarmin 500 + 1.0 - 650 650 + 81
© 100 1 0 0 17 0 5 0 0 & &

a): (Numerical aberration cells / observed metaphase cells) x100.

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

d):  (Cells with structural chromosome aberration / observed metaphase cells) x 100.

e): (1,8-Dichlorooctane treated group or positive control / negative control) x 100.

f):  Total number of metaphase cells existing in three slide glasses.

{+g) : Total aberrant cells including the gap;  {-g) : total aberrant cells excluding the gap.
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Study No. 971127
Appendix 1-2.  Chromosomal aberration test of 1,8-Dichlorooctane with cultured CHL cells

-The short treatment method-
Numerical aberration Structural aberrations
Test Concentration Wih® or  Noof Noat Fvoes® No‘-s_fm?lls ot S\va)al
without () metaphase Noof 00 Incidence® ypes? and numbers - ratio”
mL ). . . - 0, by
substance (ugfml) Somix  eemimd  poyphoidcels mdomiihwnon % TJudgement® {curmmilative) . chromosome (o2 Judgement (%)
gp b ob e o fig G (@ g (@
i trol 1 0
I.\Ieganveoon . . _ 00 0 0 05 _ 0 0 0 0 0 o 0 05 05 _ 10
(Dimethyl sulfoxide) 100 1 0 0 0 0 1 0 0 1 1
100 1 1 O 2 ¢ 0 ¢ 0O 2 2
594 — 15 — 20 20 — 98
........................... 00 02 00002 eaens
100 1 0 0 0 O 1 1
1188 - 0 10 - o1 10 10 - 8
........................... 0 L0 0 0 0
. 100 0 0O 2 0 0 0 0O 2 2
18Dichlorooctene 2375 — 0 0 — 15 15 - 70
...... OO 0 00 0 0
100 1 0 0o 2 0 0 0 0 2 2
475% — 10 — 15 15 — 6l
........................... w e 00 0 0l
100 2 0 0o 2 0 1 0 O 3 3
930 - 15 — 30 30 — 44
100 1 0 O 3 0 0 0 O 3 3
100 0 0 o 21 0 35 0 0 47 47
nC 01 — 05 — 475 475 + 85
Miomycin 100 1 0 0 21 0 3% 0 0 48 43

a): (Numerical aberration cells / observed metaphase cells) x100.

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) * 100.

e):  (1,8-Dichlorooctane treated group or positive control / negative control)  100.

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

*: Clear oil droplike precipitations were noted in culture fluid,
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Study No. 971127
Appendix 2. Chromosomal aberration test of 1,8-Dichlorooctane with cultured CHL cells

—The continuous treatment method—
Numerical aberration Structural aberrations
Noofcells .
. Timeof Noof Survival
Test Concentration hase Noof N Types® andnumbers with Tnciderice? atic?
Substance (efmL) e Noof endoreduplication Incidence Judgement® {cumulative) chromosome (%) Judpement® "
) eamined  polyploidcells @) X (%)
cells aberration
’ gap ob b ce e fig (g (@ Gp (@
Negative coritrol 100 0 0 o 0 0 0 0 O 0 0
) ) - 2% 0 - 0 0 - 100
Dimethyl sulfoxide) 100 0 0 06 0 0 0 0 0 0 0
100 0 0 0 1 O 0 0 1 1
14.8 24 0 — 0 05 05 - 93
___________________________ L O N A U S L OO
100 0 0 0 1 0 6 0 0 1 1
297 24 100 i 0 05 - 6 0 6 1 1 o ) 5 15 15 — 97
LR B e (v o A R EEE LR ECEEELELEREEES
100 2 0 o 1 0 0 0 O 1 1
594 24 15 — 05 05 - 9
__________________________ oo . .80 0 0 0 0 0O
100 0 0 o 0 0 0 0 O 0 0
1188 24 05 — 05 05 — 43
100 1 0 o 1 06 0 0 O 1 1
. 100 1 0 0 13 0 3 0 0 42 2
Mitomycin C 005 24 05 - 400 400 + 87
100 0 0 0 13 0 28 0 O 38 38

a): (Numerical abemration cells / observed metaphase cells) x100.

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): {1,8-Dichlorooctane treated group or positive control / negative control) x 100.

(+g): Total aberrant cells including the gap; (-g): total aberrant cells excluding the gap.
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Attachment 1. Composition of Eagle's Miinimum Essential Medium (MEM)  (ListNo.11095-080)

Constituents Concentration Constituents Concentration
0 (mg/L) * (mg/L) *
CaCl, (anhyd.) 200 L-Methionine 15
KCl1 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
L-Valine 46
D-Glucose 1000 F—
Phenol red 10
D-Ca pantothenate 1
Choline chloride 1
L-Arginine + HCI 126
Folic acid 1
L-Cystine * 2HCI 31 .
Iso-Inositol 2
L-Glutamine 292 .
Niacinamide 1
-Histidine HCI + 42
L-Histidine HC1 - H,O Pyridoxal - HCI .
i 52
L-soleucine Riboflavin 0.1
L-Leucine 52 o
Thiamine + HCI 1
L-Lysine * HCI 73

*: Final concentration in distilled water per liter.
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Attachment 2.  Preparation of S9

Study No. 971127

Animal used Inducing substance
Species, Strain | Rat, Crl:CD (SD) Phenobarbital  (PB)
Name
Sex Male 5.6-Benzoflavone  (BF)
Age 7 weeks Administration method ip.
2172103 g* day 1 PB 30 mg/kg
Body weight (' _ 92 ) Day of administrationand Dose | day23and4 PB60 mg/kg
n= day3 BF 80 mg/kg
*: Mean£=S8.D.
Attachment 3. Composition of S9 mix
Constituents Quantity in 1 mL S9 mix Constituents Quantity in 1 mL S9 mix
S9 0.3 mL Glucose-6-phosphate 5 umol
MeCl, 5 wmol NADP 4 pmol
KCl 33 pmol HEPES buffer (pH7.2) 4 umol

29
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Attachment 4.

The background data of chromosomal aberration test with cultured CHL cells

Test cells: A fibroblast cell line from the lung of a Chinese hamster (CHL/IU)
Supplier of cells: Dainippon Pharmaceutical Co., Ltd.

Date of supply of cells: 2000.11.28

Accumulation of data: 2007.1.30 ~2007.12.18

Study No. 971127

Numerical .
. Structural aberration
Time | S9 mix mggger aberration

Polyploid | endoreduplication|  gap ctb csb cte cse frg Total (+g) | Total (-g)
6-18 " 3000 Mean+SD. | 05067 0.1+£029 00 0+021 00+0.18 | 02+039 00 00 0.1+0.35 0.1+035

(min/max) | (0/2) (0/1) (070) | (0/1) | (0/1) | (0/1) | (0/0) | (0/0) | (0/1) (0/1)
Negative 6-18 ) 3000 Mean=SD. | 03+062 0+0 0x0 04+049 0+0 0.1+£0.28 0+0 0£0 0.5+0.59 0.5+0.59

control (min/max)| (0/2) (0/0) (0/0) | (0/1) | (0/0) | (0/1) | (0/0) | (0/0) | (0/2) (0/2)
240 ) 2800 Mean+SD. | 05+0.67 0x0 00 0.1+035 0+0 03+065 | 0.0+0.21 0+0 0.5+ 0.67 0.5+0.67

(min/max) (0/2) (0/0) (0/0) (0/1) (0/0) (0/2) (0/1) (0/0) (0/2) (0/2)
DMN 6-18 . 3000 Mean+S.D. | 0.6+090 0.0+021 0+0 257+4.75 0+0 547+£547 | 024061 | 0.1£029 | 642+440 | 6421440
500 pg/mL (min/max)| (0/3) (0/1) (0/0) | (17/34) | 0/0) | (47/65) | (0/2) | (0/1) | (57/73) | (57/73)
MMC 6-18 ) 3000 Mean+SD. | 0.5+0.83 0+0 00 253+5.02 00 395+543 | 0.1+£034 | 02+048 | 523+4.69 | 52.3+4.69
0.1 pg/mL (min/max) | (0/3) (0/0) (0/0) | (17/36) | (0/0) | (28/50) | (0/1) | (0/2) | (47/63) | (47/63)
MMC 240 ) 2800 Mean+SD. | 02+0.50 0+0 0+0 1844375 0+0 300+336 | 02+050 010 409+3.08 | 40.9+3.08
0.05 pg/mL (min/max) | (0/2) (0/0) (0/0) | (10/25) | (0/0) | (23/37) | (0/2) | (0/0) | (36/47) | (36/47)

( min/max ) : No.of cells with numerical or structural aberration observed in 100 cells.

Hashima Laboratory , Nihon Bioresearch Inc.
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B 1
# & = B FAEEN A AEREREH
1. RBRHEE 2008%E 7H 7H 2008% 7H 7H
2. FRRROERE 20084 7A 14H 20084 7H 14H
3. fARRRERE CHAHEFEENSIRB) 20084E 7H 21H 2008% 7H 24H
4. BB OERE 20084 7H 248 20084 7H 24H
5. BREOFE (HREEmMEFER) 20084 7H 248 20084 7H 248
6.  BEAN R RE A FE Hn i SR 20084 7H 24FH 20084 7H 248
7. ABRHEEZLEE No.l) 20084 7H 308 20084 7H 308
8. At (REKRERR) 20084 8H 40 20084 8H SH
9. N (BEHERERR) 2008%F 8H 4H 20084 8AF SH
10. MRREGHA (REERFERAR) 20084 8H 5B 20084 8H . S5H
11, EARER arRERR) 20084 8A SHA 20084 8H sH
12. BAR#E 20084F 8H 8H 20084 8H 8H
13. £75—% 20084 10H 27H 20084 10H 28R

~ 10H 28H

14, ;AR 200845 10H 28H 20084 10H 28H
15, BHBEE (—KE) 20084 10H 28FH 20084 104 288

16. BEHBEE (—KRE) (HFHARE) 20084E 10H 29H 20084 10A 29H
17. BEWHREE 20094 10H 30H 20094 10H 30H
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