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(Combined repeated dose toxicity study with the reproduction / developmental toxicity

screening test of didec-1-yl(methyl)amine by oral administration in rats)
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4. EH

VT —1—AN (AFN) TID0 CRHEEE: = —3H) | 10, 30 &2 T 100 mg/kg
% Sprague-Dawley & SPF 7 v & (&REREE U CHEMES 12 PL/BE, MEICIZIRAZRCRE &
L CxbPREE R OV 100 mg/kg BEIZAS 10 PCZ& BN O REWZIZAECAT 14 H BN 2 23 Bl 3
Mz L CHMATAE £ (42 BM) | MEICIXAREAT 14 B RIS % 22 AL 1 R K OV iR
MM 2@ LT 4 HE T (42~50 HFH) . FEAQBRIEFMEICIE 6~15 A [FIFRHIFE A £ 5
L. KE#G#HEK OVEMBAEFEEEREFT Lo, B2, 0 2O 30 mg/kg #ED —EF O HEH)
Y (RECHERESPUT) I DWWTCIX 42 ARG L7tk 14 A ORESIM 2%, EEE
b A Witk & Wit L=,

4.1 REHRESMN

100 mg/kg BEDORE, AREHEME K OFEAZSBLREME C A REB) O, K AD BT,
EA/RREN, WEHE, HIE, @E, 8 120V T BRI, BE BN EOKMEZ
STEREBD & 2T IREOEICHENES 6~12 B ORIC2F A HESEHHM S 50 %
%tbtoum (IR R R, AT O/ ERGRE R & OO S AAEE ., B IEIR

Bl st IRSEAE R . + 0. 2205 K OVl B L2 G IR 2 1 /4 F | 5 IO (kG B 4 2
FEMEA, #EE BRI zefa . PERRSR . CREEEORGIE T ARIRE . VD AR, ORI
T, BRI, KEE CE8E) B REaE . R 2 S s B R RS
R R =T L R EE RGBS T B BRI . R IIEE U B R PNAR AR BRTE MM . BT ST IR I
e OV (PR | —BOREEL KRR b LRSS 2k & LTk, %
TYU UoRE, BRI oRE, MR, BEIRGSA AR, BISCIR. E L ORE ORI O
FEE. MR E P E R . B . A I M OVEL G O BRI R ) . R R R A R K
Wl 7€ — 7 YRR B A DT,

30 mg/kg BETIX., MEROREV TG 3 WED SRR b AL, TR G T,
B A M CAZ BT G- B PSRRI AR D bz, ECTA~E rE &R,
~ b7 Uy Ma, FEIIRIMERFFE K OCF-5 7R L ER if 37 B ORE N RO b v,

—fBCIREE, RE L OMEFERE CAONEBITEGKRTE L BICHEAEL, WTh
S EEE R AL LT,

10 mg/kg #ETlX. HRME O FBMERBIZ A LN D o T,

4.2 ATEFRESHE
10 T8 30 mg/kg BED B KL VR ONTFHLOBREICBNTYH, Ry EKS
Iz J:%)%Z’iﬂ ntu&)%j/bfcﬁb)/)ﬁ_o

INHLDOFRERNS ., RRBREMETICBW T, AgBRYwE O NE®RSFEMEIC T 5 &
BPEEIT 10 mg/kg EHBr Lo, £7o. MEHEBR B & WIS 2 AR EEFEMIC
*T o MmEEEEITWVT L 30 mg/kg & ORI L 7=,
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AN (AFN) TIvOT7y heHWEROKEGIZX D ERS FE- s AEENE
HAERBREE LD T, TOREEZMET D,

k. ARBRIIULTOERMEZ YT L, A KT IR L T, SRV Y
h—Fr X —TEME L, F/o. RRBIIRBREM R OB ERE B S OKRE
ZTTCEEL,

51 GLP
o THBLEWE SR LR E E T 2 ARG IR 5 Y
(CERE 2343 H 31 B : AR 033156 8 5. Fak 23-3-29 R 6 5.
BRI 110331010 &)

52 SlRBHAIESAY
o TEHLEWE SRS RBRO SN T
(Fpk 23453 A 31 A : SERFE 03315 7 5. Fpk 23-03-29 [IFH 5 5.
BRARARFEHE 110331009 )

53 #YomEi

o TEM O OVEEICE T D LA
(AN 48 210 A 1 BB 105 5 HRA~&UIE : FRk 23 4 8 A 30 HIETES 105
)

o [EBREN O TR K OV I ONS 598 O 8IS B 3 5 k% |
CFRZ 18 4= 4 A 28 HERIEH &7 88 )

e [EMWEBROEIERFERICHTIZTA KT A 2]
(AARZIN = PR 1846 H 1 H)
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6. HABRMHRERUAE

6.1 RER M E R VIR
6.1.1 HERME

vrn—1-4n e 72 R b T o b
BEAL72, E72. REBRBIAATICHRARIL 2227 P A ORIEIC L 0 8RR ST
% (RBRE S - A-2514, IRAFEE 1) o

44 Bk T 1A (AFN) T
Gl Didecylmethylamine
CAS &= 7396-58-9
BANIERE 5 2-176
5 38 AR E

_(CH,),CH,

H,C—N

(CH,),CH,
72 C, HysN
R 311.60
FIRIZ BT DR A~ T D T B A IR AR
Eig=y —7°C*
Wh R 145°C/0.3kPa*
0y & 72J4C
i 96.2%
EN Y] ASH
thE (20/20) 0.8088
JEHT = (n20/D) 1.4481

RAE SR e, WM

(EXEVRPS RERBIZANDEEN (FFAE : 1~10°C, EHIHE :
2~8°C) TRAEL T2,

TR AT BT TG SC T e R B R A 2R . 5 2 WFZEAR 4 PER B
B e VAL AR Y E R A2 T

2 E N 5K THRICHKRNESER Y YV —F & o 7 —

G ZERTIC B W T, BRI E O AR AR 7 |
NERER LR R., FRERATNCHEE LSRR
MV EIZIEREBRTH  ZEMICHEIX 20 o7 GRAT
EE2)
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B EoEE : EEG O] L oI T, ~ A7 REIRSE, R#
FREOWHURRERELEMN L, BEEOHEMEZD <,
BT, F, BASELTRIED, 2P0 ET D,

58-S OY UBE:! : WERWE 5 g R Aralk & U CHEEG SR T O & BHR
FHFIZRAT LTz, BB L OV & T O &1
ATREHIL S LT,

o BLE TR E e T —F v — MR DKL

6.1.2 LRV
E2¥ i) : == i
Bk : AT H
EH : Foe ik T3k Nt
0y &S : WEN1861
A R R : 201777 A 12 H, 201748 H 29 H,
201749 H 30 H
A7 H1E : E=Si!
TR AT BT : TN B S F SE PIT 265 2 AIFFRBR 4 sk R TR i R ==

B BRICOWTIE, ARBRIZHES > TEM L2 BRIE P IEEREENY F—
a v MEEERR GRBRE S 1 A-2514) [1]ICBW T, a2 — 2P TOWBRYE O %
EMEICBERERRNEON TSI D, a—ME®ER LT,

6.2 =R JOHHE]

6.2.1 XTRERSEROER

BB B ORI E A B o Bic., AREER GRS LT, HREEOBKE
BT T AR L2 T XV 2R LR NS0 E LT,

6.2.2 R AOHE!
BEZLICVEEOWRYWEE T 7 ALY YV THRY B —h —ICIEMICHER LT,
FER LB 2 A A Y U XA —ZBT L bic, B —h— %D EOBKR ek
W, ZOEHB AR A=A, FTIRVBHLTREAL, TRICEBEMRLEZ
CHAHEBIC I VR L, BICHAEEZ AR Y X —ICMZHERICAAT v 7L,
2, 6 TN 20 mg/mL iR (&, FROEHEREG®R) 2R L7, RRX 7 B2 1 H
U EOBECTRRTHSZ —§HL TTo 7o, FRIRIEA VIRICEI IR — S — & 41
T S CRERLY LT,

6.2.3 RERDRE

a7 XIS ANTmET (WEEN, FFAME : 1~10°C, EHIE : 3.6~9°C) (2R
AL, ZEMOHR I NT-H#HMEN TR IZHEN L7,

15



R-1103

6.2.4 HERRERODEEN

ARYERHE D 1.01 KT 200 mg/mL = O HERIK (A a3 —h) 1, BEarT
ARAC AT (BN, FFAME : 1~10°C) T8 M., TOHEERT 24 MR T
ThDHZEPKRREBMERY VS —F o ¥ —TCHERINTWD (RBRES : A-2514,
INATEE3) [1].

6.2.5 HER R D IRERES

WIEE 5 K O G- 6 8 O ¥ 5128 3 2 & IR B O #BR IR (4 10 mL B E) 122\ T,
RS R Y VY —F o ¥ —HBGM I C GCIZ LV R MGRZ M L7z, /e,
MR G T 2 HBRIKIC OV TIE, BEGRARTIICHRZIT o7, TORRR, &
FEHRIC 31T D R AREICK T 2 R E OFI A1 96.0~98.0% TH D W\ T 4L b 712 i FH
NG - R EISET 584 5 100.0£10.0%) Th o772 (BATER4, 5) 2 &b,
BRI OFRUCBEIZ 2o B2 BTz, 7B, GC % H 7= g Bk b 8 B
HENY F—va VIR AR Y ) Y —F o X —HEBIGAHF AT GRERE 5 A-2514)
[1]THEM S L7, SHriEOMN 2 LT IZR Lz,

[ HEH) ]

WERME D — Mo L2 DE AT,
Eax i : CTH—1—AN (AFN) TIV
oy NEE : 72J4C
RIS : R, WEEPET
RAT 1B : KRB R ANV TEIEN  (FFAE : 1~10°C, FEHMHE :

2~8°C) IZfRfEL T2,

TR AF 55 BT : G IET BRI RAFEE . 55 2 BFJEBR 4 BEHRBR

Yo B T B SR Je N S AR YW B LR A7 5 T

[ 7E F2 I F0RE 00 7 B )
FHERE ZEEOSHFTNAD n=1 TEHRILL, LTFORIZEW, T8 b THRE - A
U 7 e F2R0E 2 AR L 72,

T R
{)i%}ﬁ: 7 = =] VA RIS IR Py =] Z5 5 52
(mg/mL) | PRI | EA (@5&%@%{& ERR | ARE
(mL) (mL) (mL) (mL)
2 1 20 10 20 40
6 1 30 5 20 120
20 1 20 1 20 400
Wit 7k b
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[GC ¥ AT A]
a4 K OV X —
GC HP6890N
T2 H G2613A . .
T— Vo 75 Lo G2614A Agilent Technologies, Inc.
— Z AL Y 7 | GC ChemStation G2070AJ

[GC M EFM]

YR : DB-1 (0.32 mm 1.D.x30 m, [5/E 0.25 um,
Agilent Technologies Inc.)

XY UT HA : He

MEt—F : A AKX hT7r—F—FK

it & : 3.0 mL/min

EAR : A7 Yy FEAR

27U v b : 5:1

TN AR EE : 250°C

T H A= : Flame ionization detector (FID)

T HH i 1 RE : 250°C

H, it & : 45 mL/min

Air Jit & : 450 mL/min

AATT v THA (Nz) TN
40 mL/min

H—T ViR : 120°C (Hold 0 43) —280°C (20°C/min, Hold 2 %3)

EA&E : 1 uL

6.3 HREMERVRHKOERER

BUHERBIETA 74 VICED T olmBEHWERBRRLEL SN TWDLZ 0D
Ty be®ERLE, 72, ZORRICEH SNEZR2FHEDO T v MI—mrEkiR, 45
FABERBRICES AVWSON, 2o, TOBERNLI<HON T, FEENEE
ThHHIEMNLERLIZ,

6.4 HEREWYW

Sprague-Dawley 52 SPF 7 v  [Crl:CD(SD), HAF ¥ — /L& « U R—EE4E,
JEARE B Z—] O 62 IEL O 83 ILAZnFh 8§ #ii TAFEY L, AffH B
b1 AEERELT, 3EMoOBRZEHMZ & 19 A OBHLEET 217-72, TOM., —
MeRmED#EE (1el/A) . RERE B 1, 3, 8, 15 %W 19 Ho 5[a)) | FEfi7e
—fREOBlZE (B 3 A ﬁUO)%MfE 16 HiZ 1[m]) 2%k L=, Hiz, izl
L TRICEENOKBEOMZ L OBRXBHOBEZ i L, o EE KR
E%%ﬁ?%ﬁ%iﬁif&ﬁbfé%%(@&%%ﬁ7%145%)%%&to%
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R-1103

OFER, R ORFN 36 (FEES 96, 102 LN 122) IZHALNEZ, TAHOD
BB EbRE . BOE - BB R o — R B —BORIE . REHER . KR O
LRER R OMERENC BN, MRBUWCEL-BXAETHY . BELBbn o1
62 PLH 48 PU K OVtfE 80 PLHT 68 PLA- 88 4R L, 10 s CH G- 1T L 72, & 5-BA4a s (10
FR) OREOLEEPHITE T 365~418 ¢ CE¥IRE @ 389 ¢) . MEIE 216~271 g (°F
VIIRTE : 242 ¢g) THO ., MEZNZNEHEEOL20%UNTH - 72,

RE. B - DML P O R EBN R (AN H~BE T RE) 12 kD 3B,
By A (BSBMAORHE) OEREIZESWT, EREEED & OO FEREN
TEXLRETHFELRD L HFRICES T =, MEOFEMTIZzrYa—FEHWET
0y 7 EEELEOEEAMBEOMAGE DY (Tay 7EEE CHLEREEZMR L.
R R OBEN O EIRE B 2 BEAICEIY CT) 1L iTo 7, HEUE AR O RIRSG M
ZT- L CREIE o M AL E S & L CHERIERE L. L7220 o 72 AL B
WIT R E I A TR ICRER D DERSN LTz, & O MEREFR B I3 80 1Y B ICHRER
NHBA LIz, B, RBROLOEIA S8, AO9FHE ML LTI EE

EEICBE LT,
) o RBREHEEICEV, B R IESIIME 60 VT & UM 80 PCTH o 72 A, FEERIZITME 62 JE &
OVHE 83 VES AN STz,

6.5 MWMESH

ik, B 23+3°C (EHIE : 21~23°C) | MR 50+£20% (EHE : 46~57 %) |
a0 10~15 [8]/h, FRBT 12 B[/ H (07:00~19:00) O#EHEE=E (FAE=EES 906
FE) TTZ 7y b RERRM S — (W254xD350xH1I70mm : U — Rz v =7 1
YIBRASM) ICRB P AR THEBNCINAE Lz, 2B, IR 17 AR 4 B E
TIH KRB (RUA 7L —2  ARFry— L 2 U N_N—A S, vy FES:2012-2)
EANNTEZT T AFy 7o oy —2 (W340xD400xH185 mm: HAZ L 7 k& 4h)
2 1 AL CTINAE L=,

il BT NMF BJE RO BRI . A4 Y = X VIR TERA S vy FEB 120413,
120815, 120919) 27 » L A8GEEARIC KV B HICERRES ¥,

FOBK I B s KB K &2 BElfaKEEE (77 7y FReBREr —2 ToWE
BE) I3 AKB (F I AF vy 7Moo r—TORER) ICXLD BHIZERESE T,
Al Bk K VR B OB AME O ICB L Cix, EA L2 v MZ2W T Eurofins
Scientific Analytics THEfii L 72 0ifiRE AF LTz, £72, SHBKIZONTIE, KiE
EICHERL U 7= fE 5 2RO KB O 2 EHH (FE 4 18]) I8ERE LT v 7 RSt
EKHELTHEONTZT— 22 AF LIz, ZNOLOT —ZIZ X0k, KRB OECEK H
DIBAE NIRRT EE 52D EEDR N 2R L, O EEDCE L
RAT LT,
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6.6 LY ¥l

WIEE T (HE : 1~62, M : 63~145) DA S 72 BAE A AfmIRFICEERS L, E %
WMZEAT o7z, BESITZIL, 1000 OACIEHEE HEEE, K, PEAOEHEONR) | 100 O
AATMERT (0 Faff, 1 F2ME) . 10 & 1 OMIIEEE S 25T 4 HTOIME = %2 &
Lz, HEREr—JICEGE () JLI26S T Ly —Y v T, BRE
T, BERE, 5, W, BmES. HEES. SR TER (EROEREED
M) . RBASLH (CRECEEOMEME) KOV B (RECHEOME) #PF0 L7z,

6.7 BEERER., BR5EHBERUOESRIZAEVICEERHAMEZENL D
EIREH

B REIIFEERBRIET A R4 D, BROKH 2RI U, E5HBE, &
HH¥E LT, KRB & HICAQRAT 14 B, HIZ, HEICOWCIXZRCBA 46T 28 H
(G 42 H) . HEIC OV TIERE MM & ORI 28 L <3 4 BH T (Gt 42~50
H) & L7, FEXREEEOMICHOWTIX 15 BHE L, £72. KRR TH - =818
(B &S 0 2101) IZOWTIX 53 HE Lz, BEESHWIZONTIE, 42 H OG5 M
DAET LTcte, #BRmE R 5 IER L2 ko rldite, Fife el QN B M= 151
DWTHIET L7720, 14 HRIOBIEMM 230072, B85 REILKE R 5 R T &
WZiThbhCWnWbd 1B 1EE LT,

6.8 B5AE

BeHTEE, FolEOROEGICE L TR mlRoks s Lz, B55E
I SmL/kghEE L, Y U720 TERERE 08:51~11:47 ORIZ& G Lz, 272
L &G Th o 72EIT 0 W& T 275> T, 14:18~16:40 ORIZE G LT,
KRB TR D B 2 AR ISR G LT, iR 2 L oRBiRE (RREA 0.1 mL) 1,
EATOREZ EEICHH L,

6.9 BEERUVHEER

&1L 10, 30 X100 mg/kg ® 3 HEE L, BB IO O HERICEAZ
BT DR BEEAINZ 4 BERERR & U7z, 1 BEYS 20 O3B BUI R 21T 5 ZRR0EE L L
THBECHERES 12 V8, Z3AL L7 W IEASELAE & U Coxf FRAE & OVR FH & CIEER 10 [T &
L7, 7eB, REELOHHERICE T 2ONE B 8§ FLIME O 5 PLIL, fik
BT LR, HEEYE Lc, FEHRER -1 LD 1-2012R- LT,
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& 1-1.BEAR (5)

S B R | ERIEEE | B5ARE A Ee B

(mg/kg) (mg/mL) (mL/kg) | @ik & =
b AR 0 0 5 12 1001~1012 %!
K H 28 10 2 5 12 2001~2012
o 2B 30 6 5 12 3001~3012 %!
= A 100 20 5 12 4001~4012
Hl: BHNESSELUMRED SILX, REEEKTHUKE, RIESHME L,

& 1-2. AR ()

S BR BhE | BRIKRE | RGARRE AL Bl HE FE LS BLHE
(mg/kg) | (mg/mL) | (mL/kg) | #i¥¥k | Bi&E S | Bk B E =
it PR RE 0 0 5 12 1101~1112 | 10 1113~1122
16 FH B RE 10 2 5 12 2101~2112 — —
O B 30 6 5 12 3101~3112 — —
= R 100 20 5 12 4101~4112 | 10 4113~4122
6.10 HEEDHERM

AR OB S &IX, BICEBLZIOT I —1—AN (AFN) TIDT7 v b
Wiz 14 HERER O REGHEERR (5 ERERR) | At Yy IV —F€
X —. RERE S N-R034, BH & : 10, 50, 250, 500 & OY 1000 mg/kg/day | [2] Dk
B O(RAAEE 6) 22BICRE L, &5EHTERR TIX, 250 mg/kg LA EO# 5B
TEEEEB 2 OHRE, XV 0 RE . EEV/BEN, ARED O EEOWD,
EADEBAT, TR, EOFER (DEEFESOX TER) | &8, RRHoRD, K
AR T, W OHIE 2 2 B, MR e B & oKl & KERDVZ L, &5 10
HE TIZRFIOBWL/IETHRBD bz, H T, [KRBRE, EOH (D EHE
lx&?@%)\%m%m\%%Xihw@wﬂm\m@%ﬁ@%\HW@E@%\
B o R, HoE, 5iE IR E ORFREE . JiE O @8R, Bk IR
B, BEBOIEE. + BB SR OBERE N L, 50 mg/kg # 58 TIX, MERE
TG 7 H £ CTEEEOREZ > 2 REHIME 25O 7o, AR R EE N
KR EEE B O 2T A Lo 72, 50 mg/kg $5¢5-8F O HERE DB AF & X% 51
M % @ UM 1 2 78 L7z, 50 mg/kg & G-REDOIET 7L 22— X (GLU) DR fEE A, e
iR L R 0D BTG 1) B OY ULk B 3 o0 e I 1) 203 | M C SR R I B ifn £ 3R R S (MCHC)
A E 18], AST OARMEGEL M K O =2 L 25 & — )L (T-CHO) O @ B AE 18] 28 7 B U 7=,
10 mg/kg B GHETIT MHEEL BT HOREICH BREIZAON R oTc, L2 - T,
WAE#E G- 3 - ABAFEEIARB oL G MR G ERERBRO 3 FLL RIS
Tl HEABRSAETEEAEERBREOERBRTHL L EBE L. ARBRTIEA
BoOBETm 7 7 A NVEHEET H720, £72 NOAEL #Mx 572, B 6 /e m
BEORBN TR I D 100 mgkg ZmHEE L, LFAKK 3 TRLT 30 KO
10 mg/kg L KO EIZRE LT,
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6.11 BERUBREDAHE

RBAORRE L, B5HBEAZEE1H, B5 1B»0 7 HE2ESE 1E, RERLK
H (&5 42H0%H) 2RE 1H, BE1H»S 7 HZRE 1R, ZRAS B ZEIRE
0H, & TH (HEHR) 2L 0B, HAERZAEZ OB L L, UTFICRTHA
DNT, ENENRIHMORHICHRE L A Z FE Lz, WA 28X, KE
ZRE L, MR & MR bFE A & U CRIBEZR BN CTHRIL L 7285, 4 Y 7L
T VREE T CREREIIRGINIC L 0 Ak U, ZE38E S e R B R A I LT
ETEIE, BABAEZHE L, HONOREEREICHLZ, B, BHAERIC
B THERERFI A LTS TSI Sz 2 D, W 3 5-1F O FE A Fe R I
MNIRL 72 . Z ORI TH D BEEOIELFAEMEN ARE L fp o772, KT IREE
DIEREBEMEIZ OV TIE, BE 15 BCHREEZTNT & L HICREBBBICHEY T
LHENG =K (16~21 KER) #aif U, ik & OV iR (b S 2 0 ONC ifn 1 s L8 o I E
FRELE LTI L2 5k O E EE&HEZ TV B R TR A & e L7,

6.11.1 —RIREBOHRE

EEERIZOWT, B - BB S E R 1 E, EE5HE T3 ER 3| (50,
BHEZ LS 1~3 %) . BHEMMSIEER 2B (a1 - F1%) . Thth4d
FE. FRDOSMEL, KB ATE R OHEY (R, 38) o —RREBICBIT2REOHR
MABE LI, b, &G 2HLUBEOEMO NN Y 7% o o g 2R Ble213,
FEAE e — BRREBEOBIRZ L IR TIT o 72,

6.11.2 MG —RREBORE., HEERE., EARUVEXEHEDAE
FEAE 72 — IR BB O BRI 2E R OV T T o T, BES-BRAART (BB H) 2 1 (=l
Fo, BETH G & ORI E IR R 1 e, JEAREEE I S I a1 Bl &
Bl BEIE (3 AL B - I gl 1 ], AZECHIRT . AEAR IR P R O LI R e
SN H (REESWITEE 1, 7. 14 X020 B, RRXEHWIIREBMHEZ 6 LT 13

H. @izl 4 0) cxhEhir- 7z,

HREmE., BAOWELROCHEREDEREIL, SO 5K (FEORENES 8~12 &,
RECREME DS BED S RIE TEW B BB WIET) (2o TiT o7, 85 IR X s
BEOMCRIAL4H (&5 42~44 1) 12, HECRGHMKETE (568, #4539 H)
(. B A o B e OV E R O ECEIE I T (BIE 28, FIFE 11 R)
AT > 7=,

FROBE, MELOCREIX, BWE T o X LCRE L, BEE L TRGER
EDOBERERIR (7742 RE) LIIRETITo 72, 72720, BREBEAEICE L
TiX, 774y Mezitbhahotz, 7ok, e —BREOBIE K OBIEERAE OB
B REERICONT, EHET—FUNMFTATTIL LEZREREEH W TR L,
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o RO BRENREME L TIZR LT,
PR AL UL SR

st FRCEE | 1101, 1105, 1106, 1107, 1112
A ERE | 2102, 2103, 2105, 2111, 2112
A ERE | 3101, 3102, 3104, 3107, 3111

1)  FEM7Ze — R AR DBl

VNS L LTRE K BRETEH, FICHoToOBRLLTr—Ybo
BoHLEE, #E - REOKRE, IR - S0y, IREkzEH ., IRBPASRIE, 7T
RIS, B AEMRAERE (RIE. WM. LB, LR, BEMER) . N RY ISR
LRI, N R U TREORE, A —7 74— RNBIE L L CREDRE, F&iE,
FEATE, WREATE), AT, BB FiEW, b B0 EIER. Pty (PSR, HEIR)
IZOWTEIE LT,

2) HRREMA

FETSOG . #2s, #EAREOS . TR RO, BEFLBCH . 22 W B B, A5 HiBR TS
WZOWTHRRAE LT,

3) EHE

HEREMAIZBl X Hi& . CPU #—Y MODEL-RX-5 (7 A a—x= V=7 YU 7K
240 ORI R O®%BEOE D 2 1E LT,

4)  HFEHEB) O N E

EHWEICS &k s, FZREWA AR ED & —NS-AS01 (K&t =a—nuvH
AT UR) ZHVWCARESEZNE L, WERBIX 1 B E L, 10 MR L)
0~60 43 DHIEE Z 4£5 LT,

6.11.3 ARERE

EEAIZONT, BIME 1, 3, 8, 15 KON 19 BICHKREZJE Lz, KRR 1T &
Ho1, 8, 15, 22, 29, 36, 42 A XOHIM AT, FELRBHEOMEIIHEE 1, 8, 15 ALV
HRR A, EHEE X EICEE 1, 8, 14 H X OHIR B IC, REREOMEIIEE 1, 8,
15 H CRREEWIIREHE T OG22 ) | 40, 7. 14 X120 H, &3 0 K&
D4 BN HR BICEELRE Lz, 7o, T5H% O BBIERHIZ 0O T 2 R
SENTMEEOREI 0 B OEERE (14:02~17:10 O] ZFE ., KEREIZAER O
08:20~10:39 O (FH5-HAM P IX#E5-81) 1T -72, HM BT, BTE 25K 16 FF[E
Mo X7tk MR E EER I 2 TIKEE 07:38~09:10 OMICHIE LT, £,
FE T /RS R B ) S OV R AN RSEEBY I D TR, I RTIC R E 2 I E L 72,

6.11.4 EEHERE

BEEIZOWT, HETES 2, 8, 15, 30, 36 k142 B2, IEREHOMITH G 2,
8. 15 HIZ, EHEENMITHICEIE 1, 8 KN 14 HIZ, REREOMIIHEE 2, 8 KN 15
B, fE0E 1, 7. 14 L OV20 HIFONCHZFL 2 L OV 4 BICFRTEZJE L, B H O
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EDENL IBY-0 o 1 HEMEZFHH L7, HEEXOEREEORIEITHE H O
08:20~11:05 O (HHHMHFIX#& 5-01) [T1T7-7,

6.11.5 EiRRE

B T A R R R I SO W THE I TR ORI B E ThAERZEREL .
PEJE BB O B2 OV TR,

5 A BLRE O ME D EEIRIC oW T, FEBIAE B SRR KN F T B ES
AL, ZREATHIE P OERIZONTEEO A BRI & AL D R % 81 o
L L, BIERBELOREM LR OBEN E o R (HEH) | BLEMEE R
R DR B 2R LI ER 0BG 2~ 7, ZEHETIIEEN OB DA
2 FH D DNz BE SR G & R0 BT I(P) . 45 W (B) . R 15 % Wl (M) K OVF 15 IR IR B1(D)
LT,

RAREMET, HiR 6 Bai2OHMA £ TEA (Fal) BHEZERRL, 8k L, &
FRAE RN DWW THL HIREFICB T 2B M AT —CoHBIO o DeET — 2 L L,

728, PoE->M—-D (—P) DOJEFCTHBIMELZ R L, 4 X5 BOEM A2 K
FTEEEER, 2 2R R & L,

6.11.6 REHiE

ZELHT G T . REREO R U GREOMEREZ 1:1 TRERE S+, %%\
BEARTE S D WIS T 2B L2 b OB RN & e LTz, BB 4E A
OHEEAL KRBT TCICE LEZAKERD -, F—MLEC iéﬂ%%ﬁimﬁl4a
MTHhHhotz, KENHERINRD -7 10 mg/kg 5RO 1 6 (BES : 2101) |
REWIMKE T HAZMIR 0 H &fE L T—REDBIZE, KE - %ﬁiﬂmﬁo&ﬁ%
MR L. 25 ARICA Y 7T R T CHILE . Ek@%@ﬁ L0 Jki e &
RHZMRAICH L, WIROAEEZHR LR, SERITBO N2 ho T2z, &
BARKRSL E Ap LT,

6.11.7 DR UVIHE

1) R#E OB

R DOMER S I BN TR IR 21 BB 23 HE T 1 H 2B (Fal - F%) &
OA WL VI F DK T ZHRT DL & bICHBRED R OAE (KL OERED
WMEDOF M/ L) 2B LT, BRSO OWE T £ CTEEIREIME L, RN
0.5 HEMLTRD, 72720, 1 HEALTER L, 2B, o8& T ORI 17:00
FTE L,

IYWRSHET LRl 4 AE CHAERZHE S, WED, EERLOEILE
FEREL L OB EAEIZE L, S BIOWEERAEICM L,

2) HAEROBIE

At 0 BICHAERBMEOREREZ M2, A CTHERKE Lz, HERDHNE
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R-1103

BT OF LB L THNEZHR L, ARBREORD SN HERIX, 4V 71
?Vﬁf@??UV@%@lM@%ﬁwv)/@c&@L & L CRF Lz, HE
PIEIRE 2 EABNCHE L2%., BEWICHE S, ERITT 7 VIl CTHEE L T
i%4ﬁi?%ﬁl@\%tﬁ@ﬁﬁ%%mbto%t TAIRIC K 5 By of &
FEERLT-14. 77yﬁflﬁbf%fbto
%4 BICEEFROMERNZYHE L., EEICKELZHE%Z., HIRICK2RFEOH
A B T-14. 4/7»7/%FMTT77/WV§EL\EELT%@LRO
) BEMOMERA. FEO A ETEHE, DEOPRALRE, IRBLHEMOKE S, Bk,
EEDNAT A MRSMOdRARKE S, NEBEOEH, BEBOE S, Bk, %,
K, WEEHOE S, Bk, B0k, KBEROELADAT V ACEZLCEBEL, E¥
ERAEDGEERE L LT,
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6.11.8 RigE (BKEIEZED)

B HM&ETE (56, 5 37~38 H) LOEEMM& TE (048 28, [FE
9~10 H) ICHELFEH Lz, REHMTITHREY HORLGRICEETED 5L (HEOREN
Fir 8~12 /) 1T oW T, [EEMEFIXEIEEY O 2EIKIC >N T, ZERENERIKEG
iy FL7er—VICNAEL, R - BREATT4RKHEREZ, ROWTHHER - B
HEAKTTCZDO®ZD 20 RHREAHI LT, MAEHEBHZE 21207 L7, ERLZ&EY)
D 4KEHRICONWT pH L FILIEE COME L IREL . ZDRITH AL 20 FEHRIZ
DOWNWTCIREBIE, BERE (F MV DA, B UL HE) KOREOMEEI T2, R
BIX4RMORE L 200 OREZAF L CIHEZEE Lz, BMEIL 20 FEHFR
WCOWTREARE L, JERELE 24 RFHORENLS 1 BY720 Ot & 2 HH L
7o BAKEZ, BRRBZ Y PLEF—VICIRAE LZRETHIENASL O 1 HOEIE
. RAEE HWTHIE LT,

R2RBRENER. AIEERVERAKSELGE

WBAEE e 75 1%

pH IVFAATA VI ARRBRIE [V AVANNVAST - 37470 ) A7 4 )2k A tt]
~ABAE IVFAATA I ARRBRIE [V AVANNVAST - 37470 ) A7 4 ) Ak A tt]
AN IVFAATA I ARRBRIE [V AVANNVAST - 37470 ) A7 4 ) Ak k]
Jva— 2 IVFART A9 ) AFRERAR (V=AY AAVART <4 AT ) ) AT 4 Ak Rzt
T8 1. IVTAATA I ARERAE [V AVANVART <47 AT )7 ) AT 4 ) AR RS 4] ©
EULE Y IVFAATA Y DATRERAE [V AV ANVART 8 AT ) ) AT 4 oAbk s ] @
vnel ) —rr IVFAATA I ARRBRIE [V AVANNVAST < 37470 ) A7 4 ) Ak A tk]
i IR B 42

b BERE

PRE (4 &) HEMAAE Y YEZHWEZRREHE (HEAL : mL)

BFEIE KA T (AL : mOsm/kg)

F YT A A RPEMmEE O (EAL © mmol/24h)

VRN A A RPEMmEE O (EAL © mmol/24h)

% A A RPEMmEE O (EAL © mmol/24h)

PR (20 HRRE &) AR Y v =W AEREE (BAL : mL)

EAKE (24 B[ &) mEEHE

it A I TEHS 2R

a) : IREE DR 27U =7 v 7 500 (Siemens Healthcare Diagnostics Inc., Illinois, USA)
b): BEIRBEBEMTERE T — 7 FRZ v b OM-6030 (7 — 27 L A X & 4h)
¢) : ERALFHEDHTEE TBA-120FRE (HEXT 4 BNV AT KX EH)
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R-1103

6.11.9 MEFRE

EHNHONWTHRETE (REHEERHHWIEEE 14 B) 206 —& (16~21 FE[E) #
BEE, BREMEES SIE (BWESDEWIE, 727 L., SEEEMEIL S BIED 5 L)
IZDOWT, A4 Y 7T B FICBE L., IERENR2? & EDTA-2K MIEE M)A (SB-41 :
VAA 7 AR S AR L, 5O iR DOW T, IROE3.-1)IZE
HLE-EHALAOFEICLIIVBRELEZ, B, i L7220 T,
May-Griinwald-Giemsa Jeta {512 K 5 MKBHREARZER L-, £72, 3.8% 7 = V%
7 RY U AERINRBRE (KR 9 FioxtL 1 HOEE) ICHREL 72 ik % 52 055 B
(3,000 rpm, 1,600xg, 10 53f) L. fFomiElic >\ 3.-2)ICiffiomE A &
OHFIEIC L A Uiz, WSEHEAR BN K OV B A RRNL BN 12 >\ T b £ U [R5
WA LT,

T RO BRENREME L TIZR LT,
PR AL w5 =

3t B OBE | 1101, 1105, 1106, 1107, 1112
A ERE | 2102, 2103, 2105, 2111, 2112
A ERE | 3101, 3102, 3104, 3107, 3111

®IMEFREDER., AEERVERAMESGLTE

1) EDTA-2K IIMEIZ DWW T DA

A EH HIE 7 1 {7
7RI ER B (RBC) QML —F—Ta—H A N A Y —3EY 10*/uL
~%E 7\ B (HGB) VT VA MANES B B EEY g/dL
~< ;27U v MEHCT) R ER B R OSE R AR i BR 2548 s & B @ %
SR M ER R A (MCV) 2AEL—F—Ta—H A FA FY =7 fL
S 1) A% 1 BR 1f, €4 35 B (MCH) FRMERB G IA~T o BN EH Y pg
SEHFRMER ML (35 (MCHC)  ~EZ B EVB&EOA~~ h 27 Uy ME? DY g/dL
7% 1L BR 28 (Retic) RNAR@IZ LD L —Y—Ta—H% A h A Y —ik? %
/MR (PLT) 2L —F—Ta—H A b AR —EY 10%/uL
[ 1f. Bk 5 (WBC) QL —F—Ta—H A hARNY —3ED 10%/pL
[ if Bk 7 5y SR N FFUH =PRI L D TE =Y A N AN —E %
R2AEL—YP—To—HF 1 hA MY =Y
9 i Bk 45 #0000 NVF XU PR LD T a— A R A RY—E 10%/uL

RAEL—F—T =Y A A Yk

2) 7S MY U AR D B L I OW T DOBRA

A H T E 1k HAr
7 hr e RER(PT) 7 vy MNED s
EMALE S F e R

75 AF UHER(APTT) 7 vy MNED s
747V ) —74 & (FIB) ho v RT T AFED mg/dL
o Y R

a)  MAMEFHRAELEE 7 Y 47 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)
b) : Mk EERE BBy T4 E  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

W) o i ER(Neut.), 4FBE2EK(Eosino.), 4FHE3EER(Baso.). U > /¥ER(Lymph.), HEk(Mono.)
B ORI IE G 5 BR(LUC)
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6.11.10 MARILFRE

I F A BB & R RE IS BRI L 72 iR 2 R A 0 3RS (R = 7 b 1I-
F—rtEy 7 FAEKRKSH) ITED . =0 (3,000 rpm, 1,670xg, 10 57[#)
L. &N MmiEIC oW TEA-DICRHRHEDOEAL O HFIECIVBRE L, £/2. ~8
U rmaERE (MR 1 mL 47208 20 BALO~/NY ) (ZEREL 72 iR % i 0 50 B
(3,000 rpm, 1,600xg, 10 53f) L THLNLMEEIZHOWNWTE 4.-2)IC5#fioHEE &
OHIEIC LV RE L, HEHHREIY & OB ARSLHEE I >V C b AR
L7z, Mo —ixmF A€ PEIH 2, # 0.5 mLx3 KEH T IVF a—7IC

EL. —80°C O (FFA#iPH : —70°C LAT) IZRAF LT,

®A4MBILEFREDER. AEERVOERA#SGGE

1) Bt L7-fiGic oW T oA

a) : BRI FHEOHTERE TBA-120FRE (RZ AT 4 Iy 2T L AR E4E)

T A T H B E J5 1 HAr
ALP Bessey-Lowry 7 IU/L
AEH-E: (TBA) 3-8 Fu¥ v 2504 FFe Rasfb—+8 umol/L
a1 25 1 —/(T-CHO) CEH-COD-POD % ¥ mg/dL
FUZUETA R(TG) LPL-GK-GPO-POD ¥ @ mg/dL
U > 5 (PL) PLD-ChOD-POD £ mg/dL
B Vv ar s (T-BIL) LR —BEY mg/dL
Z' )L 2 — A (GLU) SN a—AFe Rarr—8iE mg/dL
JRF#E 2 FE(BUN) Urease-LEDH i @ mg/dL
7 L7 F =2 (CRNN) Creatininase-creatinase-sarcosine oxidase-POD ¥ ® mg/dL
F U 7 A(Na) A F BB Y mmol/L
71U 7 A(K) A TR E L Y mmol/L
#F#E(CD A AR B mmol/L
71V A (Ca) OCPC ik ¥ mg/dL
HERE ) L (P) Y TTF UL Y mg/dL
7= A B (TP) Biuret 3% © g/dL
7 V7 2 2 (ALB) BCG £ g/dL
A/G H BEAABROT LTI UinbEH

2) ~NY IR D B A BE L 7o I DOV TR

TR A T H B E )5 15 HAr
AST UV-rate i @ IU/L
ALT UV-rate i @ IU/L
LDH UV-rate i @ IU/L
y-GTP Ly-Z VB IN3-HIARFL4-=fur7 =V FiEY IU/L
ikt FE 3 7 g 2

6.11.11 MmeRILEVEIE

MOBEROBREMEND TEER-FRIRRA~OEENBDODONR NS0
6.11.10 THOLNT-IMIFEIZ DWW TILFAR/LTE L (Ty, Ty O TSH) HEITFER L7220

> 77,
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6.11.12 REZHEE

1) &k OFHE EENE

&G EA L OREHEE T HIZETOAEGFEMIZ oW T, i L7283 38 im
B, TOMOEMITA Y 7T VBT T, BBREBARGIWEIC LY B s, £
NIRRT HE, ML OIS ORE - O WNIRREZIT o7, 72,
TP OV TEF R RE IS E R R OERIER Az 7=, RWNT, 2fFlic>nT, T
R THEOREREZWE L, TnOHEEE (EXERE) & HMRFOERE)ORE
100g 4720 OMxtEERZHEH Lz, 28, *AlZ2 20 ZmAEOREIC O W TIE AR
Bl 2 ICHE L, £ OAFHE TN L7z, SIS R BN & OV R R ST B ) 12 D
TIERERIML U CHmE e S 72, £7-. LTI BB ESCHIC, FECHBREZLT
WaR B OEEZWE Lo, HEHENT Ot S0 bR LTz,

M. TaEEGR HURBR* (BERU/MEZETe) o BIE*. Mo, M. Ok, i,
RN RS EL*. MR BARx . ATSIRR. M2 (BEEEET) | INEA FE

2) JRHEEME S RAE
ETOEEKIZONT, LTICRT2RAEX ST ALk E Y BEE 10 vol% AL~
U RCHEE L, B L, EERICHIZIEY BEEEE 10 vol% kb~ U ik & FEA
L7z, 72720, BRER, FiMifRIT Y BB E R C L7 3 vol% Z v Z LT VT R -
2.5 vol% A=Y VR THEER., BMEREOCER EEIZ7 7 VIR CTHEE LZ%R, VU Uik
KR 10 vol% /b~ U UiRICEBR LEFE LT, RWT, NI 7 0 @B L=k, YA
EL (TREMLZSGE - MBIXEE - RIFOHR L L) \ A XU v - =4 Y
¥ (H-EBE) PR ER LU, SiiE, £ TEGKTRHMRBEC I 5 5B L O
o ERE ORI A AT o 7 B3 ONZ S8 C /e AR B W . 28 B AN RS K OV O AZ i
FI T O 2R E X G E RIS DWW TIT o 72, BRIMPE DR E 2V TR 2 i L.
AcEphfk . BRER, HORER. ERUME. BIE. TR, B, KEBE (B ET) &
ORBRES B R AL X R ), KRB, ORE. K5O B R OV ZE (BRMEARE To) 13 {7 ONC
FEITW AR EZGER L, ok, & TREXOHEMRIT H-EREaEAERECE L, K
PR PR AL M L 2R o 72, T ORER. mHAEROMME CRIT . KEE (58 .
O, B, 225, Bl O =utk) . BN, #ilm. B, SFY o), Y
VooRE, MERE. MO, BEREIC. HECRISZER. MECH ZIERG. R, 7E. BICEBRY
BRI DEENREDN 2D, KA BEORM 21T > 28I I RIEENY (I
DFH) ODY¥ s - MR OV TEIMR LTz, FEAE xR O ME 1T, 2B BA 4k LARITIZ 58
/BRI S 7= D 100 mg/kg B 5-BE E BER ATV T2, 200 b OEWIT KT D %f
MRAEEE L CRIME L 7=, F72. 30 mg/kg WG HEOREIL, M E R 5 ORENAZ LR
Motz T= . AL O EIEPEIZ S W TR L 7222 » 72,
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R, N (FEzade) | AF R, i (WE) | IRER. Mk, ~— 22—,
TR, HURP . BRI BB MR, P, ST U o8 BRI Y oS
D, BIREIAR, 5. M (REXZzaTe) ( &, MR, BiE. 5. 865,
2. [E (N =Rz ET) B, fih. B BT S TR FFBE
Wi, FEREC. BERE. REEL. DREL. REE BR. 7R B ORISR, K2 (BEERZ
aide) o B (BEER) . PR (AR | ME (Bfizeade) . KEBHE (B4
Zate) o KBEHERD . (AAFEIE (R4 L2 J5r)

6.12 #EHEEMT
6.12.1 INSA—ADEH

DUTFoRICE 0 MEAHR R, SRR, #ER, ZBRLOHEREZET LT, I
PEHAR . BRI, iR, FERR, ARBERWR, AR, A% 4 BEFR, E% O
RO 4 Aot EBEY () JrIicEE LA, 2k, HAEROEKEREIC SV TS
Wy = & ERERNC SR A SR D 7

PEJE BB 5 R (%) = (M B 2 R U 7= (8 R B8 238 %) <100
RIEFE %) = (ZRBWE/ RSB ) %100

R R(%) = (MR ITRE SO/ R LIZHEDOR) <100
ZHEFE(%) = (IR L= B/A2Z R LizMD ) %100
HPE SR (%) = (AR U2 HH PE RO/ RS < 100

EIRBIM(E) =4I 0 B0 L2 B £ THOHE
ERFE(%) = BERIEZ/EEE) x100

IR (%) = (HPEEVBUERIES) 100

FEREVL 3R (%) = (BERE R/ HPE D) %100

SRR (%) = OPREFERB/HERE) =100

AR (%) = (RS HERE) <100

At 4 BAGFER ) = (A% 4 BOEFERE/ AR <100
A% 0B GERERET) OME = 1 PE VB HpE R K
A0 B (WAER) oMt = A R/ 4R

Atk 4 HOME = A% 4 HOBEAF W/ A% 4 B OATF K

6.12.2 BE
SBBEEKEHBEEOEICOWVWTUTOREICL Y RHZNEEELEOREZIT -T2,
RE, (KEHNE (&K OIERECREM: : B 5 1~42 B L OVEE 1~14 B, ZZECREME -

PG 1~15 B, 1E0E 0~20 H L OMZH 0~4 B, AR A% 0~4 ) | B, BKE,

FAE W BRI, YRR CRIEE ) | AR E TICE Ls B IRAREIE . SRR

ERRER, R M (BB OKR N4 ) =TT 40— FNBLEE (PR,

SH BV [EE) | HERER A CEHIBHMEE) | B RO EISEBE, REEOE &R
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HA, MiKFHRE, EFRELROHEERZ (5. FIRRBERE) X, 2L I0FEY
fiE S OEHEAR 22 2 3R D . ISR TR O FIEICHE > THRIE L7 [3][41(51,
72 ¥ AT R AN PR M D 22 Bl B AR % D A2 B AR & bR < 7 — ZALHEEHRAT £V BRAN L 72,

A W O VI R YE i 2

=2
I

>3
Bartlett f i€ F f 7 *
p<0.01, RE 438k p>0.05, %4y p<0.05, Rk
S0y B
Dunnett Steel Student Aspin-Welch
e R D t fR7E Dt FRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
] R T R % T R T R %
* T 2/ 2
gt T F F=s1/s

(fcﬁis\ S12>Szz)

BRI, iR, MR FERRK, AREERKOER 4 BAEFRITHOVTIE,
BEZ P L O E R 2= 2 K, Steel RE (B EKYE 0.05 X0 0.01, &M %
1T 72[5].

PR R E R KRR, #FEE, BB LOHESRT CICIET RS, #EG, #
il SO TR RSO . LB M OVZE H IR [ RO O 45 BOS + RO SRIE, 45 RE O MEJE ) B
WA LIRS, ZEREWE, AR S EE . RMEE R, AR
PEMEEN S, EFKHORONT-BME LV EN L, MIHFEER SUTORANRADL

M 7=72% Fisher O EHEEMFHEIEICLVBRE (AE/KEE 0.05 LT 0.01, Mm@l %17
72161,
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7. HEBRER

7.1 —f%IKEE (Table 1-1~1-8. Appendix 1-1~1-28)

1) #&5HmH

100 mg/kg % G- HECTIXEES 5 BB, MEECAREB O, KX AD S BRIT, JEEY
RERA, VRUE, HIE, @ KR, EOHERL (TESAOCAEER) | FREKT, &
fE, BEOBD, VTV EAR, HECHRER, AIRERSIEXRA L, 5 6~12
H o [ M RE A5 S WFE R R o D WX FE T L7z,

HETIE 30 mg/kg B G- BETH G 19 HUARE, WREED 1~6 HlIZ A HAVIZA, st HEE &L O
10 mg/kg B HRETIIW T OEMIZ S BFIXA LN o T,

AZECREME T 30 mg/kg B 5B THER 0~17 B O RICHREED 0~2 Bl A B =iy, %t
WEEL D10 mg/kg EHHETIEWTLOHPICS REITALNRI -T2, 10 mg/kg #%
RO 14 (&S : 2106) LR 22 HIZEE Lz, AWM P oOWTFhodhy
WCHHBEREBICERFT XA R 5T,

2) [=lfE HIMH
KFRRE KON 30 mg/kg G REOWT OB IC b REF XA SN2 - T,

7.2 FHHLT—RBREBEOHE. #HERE. EHAETRUVEBREHEDATE
(Fig. 1~3. Table 2-1~2-60. Appendix 2-1~2-210)
7.2.1 R—L7—TNEE (Table 2-1~2-17. Appendix 2-1~2-60)
100 mg/kg & G-HETIE, &5 2 HOBILERIZAGF L TWKE 1/1 6 & 1/5 i T
BApHED, IR - FFICRERET 2RERAL LN,
ZOMDNTIOEMIZ S RE XA LN o T,

7.2.2 FIZH->TODELE (Table 2-18~2-34, Appendix 2-61~2-120)
100 mg/kg & G-HETIEL, &5 2 WOBILERIZAF L TWIKE 1/1 6 & M 2/5 1T

—UMNBLI BT E 25 2 E DN EERRER OBREOHEN A DN,
HETIEL 30 mg/kg B H-RETHRG- 3, 4, S KO 6 WOBERFIZWIEN A LT,
RECHEME Tl 30 mg/kg TR G-HECTHEAR 1. 7 KOV 14 B OBIEERFIZIRIED 2~ LTz,
ZOMDONT OB LR ERGICEET I EEZOND BEETHELNL D

277,

7.2.3 A—T 2T 4—I)L FIREE (Table 2-35~2-51, Appendix
2-121~2-180)

100 mg/kg % 5-#E Tl &5 1 OBIERFIZHE 3/22 1T, &5 2 HOBIERFIZATT
LTV 1/1 5l & 4/5 BI TR ADEHBATHR, M 1/5 GITHREADR A bR, £,
SEH B D EHEUC K REE & AN ERIRE AR L 1 RO 2 HOBIERICH TRD b
7=
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ZOMDNT IO R ERGICHEHET L EEX LN BREITAL N
ST, ETo. HEEOMBUT TR S EBRWER G L OBICHEZITRD b
Mmolo, Ik, ZBELHEMED 10 mg/kg 5 H TR 14 BOSEH B0 BEICHE R &
ERED LN, HEICEELR2WE(LTH -2,

7.2.4 HEEHRE (Table 2-52~2-54, Appendix 2-181~2-190)

1) #H5 WM& T EBRAE

KERERE, 10 LT 30 mg/kg B GHEOWT L OEMIZ SRR L, B RS, #i K
DL TR R M . B LS e OVZE R IE ) SIS B IR A B AT, A5 M BR BEVE L 3okt R
10 LDV 30 mg/kg HGREE OMICAEZITRD NN ST,

2) [EEHIRR TEBRE

K FREE L O 30 mg/kg G- BEO WT O BEEN W IZ BT SUS . BTG, B
Ji TS s . M LSS S OVZE HROIE [A) RS IS B IR A DAV, A5 HiBH I L2 VR O sof FREE
&30 mg/kg R GRELE OMICHEZIIRD bONRN-T-,

7.2.5 57 (Table 2-55~2-57, Appendix 2-191~2-200)
1) #&5HEETEE

KHFRBE L 10 X O30 mg/kg HGREE ORIICA B ZITIRD N T,
2)  [EIE IR T ) E

HEDXTREE L 30 mg/kg B GREE OMICABEEZITRO NN T2,

7.2.6 B E8 = (Fig. 1~3. Table 2-58~2-60, Appendix
2-201~2-210)
1) &5 KT EE
KHRBE L 10 X O30 mg/kg HGREE ORICA B ZITRD N T,
2) =R IR T I E
HEDXTREE L 30 mg/kg B GREE OMICABEEZITRO NN T2,

7.3 AE (Fig. 4~6. Table 3-1~3-6, Appendix 3-1~3-20)

1) #5581/

100 mg/kg & 5-RETIE, MEEL LG 8 HOMREICKHREE L kAR 2KM (BHF
IRARERAD) N L, BE 12 B TICAeINBEEREIRS 5 VT L,
D 30 mg/kg FHRECTIZE G HIM 2 8@ CHREN G BEEE Flal- CTHER L, (KB
MBI REE L LR CTHEREMAFED b, 10 mg/kg #& 58 & xR E ORIICA
BEEIRObN o T,

ZELHEMED 30 mg/kg #% 5-8F TIXASE A4 511 ] 0 o> (R B 3G 00 8 12k ROHE & th
B R 2GR B2 23 AEHR & OV 2L 0 25 W T A 1okt FRBE & AR 7R IR EHERS 2k L
AEETRO LN o7, 10 mg/kg # 5/ & xR L OMICHEEITR D biL7en
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/)71::0

2)  [RIEHIM

KED 30 mg/kg 58 T EIEWIE o O REHIN &I R & L ~NFE &S8R
bive,

7.4 {EfEE (Fig. 7~9. Table 4-1~4-6. Appendix 4-1~4-20)

1) H&EHIM

100 mg/kg # 5-RECTIE, MEHEE L5 2 RO 8 B OB IS KFHREE & b A B2 K
EARO LIV, B5 12 HE TINS5 W IFETE L,

10 X TY 30 mg/kg $¢ 5-BE D AZBLRT, AL4R K Oz 3L 0 & W) o o B £ &2 e & b
REBEEITBDO N o1,
2) [EEHIM

HEDOSHRRE & 30 mg/kg T G-REE OMICHBZIZRD bR -o T2,

7.5 RBRE EKEBREFEL) (Table 5-1~5-8, Appendix 5-1~5-18)
1) #5HE&TEBRA

EMEBICOW T, SHEEE, 10 X030 mg/kg HREREO TN OEWIC H BEIX
NI T,

EEEHEIZOWTEL, WTFhOREHBIZEWTS 10 LT 30 mg/kg % 5-8f & xf I
HEOMICAEERZITIRD N1,
2) [EEHIRES TR

EMEE B IOV TR, FREEL T 30 mg/kg HERHEO VTN OHEEIWIC b B 1T
LN o T,

EREHIZOWTIE, D 30 mg/kg FHHTRELTRNZFT NI DA BV TAK

O FE O R PP BT R L LA EREENED bz,

7.6 mi%=#%& (Table 6-1~6-8. Appendix 6-1~6-24)
1) H&EHIM& T RRA

HETIE 30 mg/kg BERETHBREL tE_A~T T VB, ~~ 2 U v ME, T
IR ML ER S FE 2 OVER R BRI 6458 & O A B 72 RE, 10 mg/kg 5 HET~EnE v &
L~~~ 27Uy MEOHEREENZED bz,

RBECREMETIE 30 mg/kg BEHRETY 1 b o v B RIS KHREE & LR EREE N
BO LN AR R O T — & (Mean+2S.D.:12.4+1.2.n1=15.2009/04-2013/03)
OFFANTH O MO MIREEE R /ST A —Z BTN T &0 S5 &Rl L7,
2) [EIE WM TR A

30 mg/kg HHOBETITVWTAOREHEBIZHE W T HXREEE ORICAEZITR
O oot
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7.7 Mi&IEFHEE (Table 7-1~7-8. Appendix 7-1~7-24)
1) H&EHIM&TRRA

HETIE 30 mg/kg BERECTHBBREL LRV VIBEICHEREMEARO bR, &
Bk D 7T —# (Mean+2S.D. : 82+14, n=15, 2009/04-2013/03) D #HiPHN TH
LT Lnh, AMAEEFEPHN &R L7,

RELREMECIE 30 mg/kg BEGBECHREE L LR REZRICABRRSEIRD LR
N, REBER DY 7T — 4% (Meant2S.D. : 14+4, n=15. 2009/04-2013/03) DO#PHN
ThdZ b, BB & W Lz,

2)  [EE IR T R R A

30 mg/kg W EREDOIETRIBITER K O T L7 2 T REE L e ~NA & 72 &2 R
AL, TAT I TR AL (6%FRE) ThH Y | AT B IR ER OW 57
— % (Mean+2S.D. : 13.0+10.6. n=15., 2011/04-2013/03) O#HPHN T, £7=. WTh
LEGEHMKTRREBICRE N ANV En S AN EENFEMEN &1l L7,

7.8 FZFEE=E (Table 8-1~8-8, Appendix 8-1~8-42)
1) #&5HE&TRRA

HE R O BLREME CIE W TN OB EEICH 10 LT 30 mg/kg &% 5-8F & 5 REE L O
ICHEZITBD LR N T,
2)  [EE IR T R R A

HED 30 mg/kg HHHETITWTLOMEEEICOIRIELE OMICAEEZTZED LN
ot

7.9 EI®FFR (Table 9-1~9-7. Appendix 9-1~9-116)
1) FECKOBEIEHHREY

100 mg/kg & G-HETIIBMER G ORELEZ N LELE LT, KRERE,
BEDIHY, Do A EE | Mg /N, B Ok OrTE B, o /4L,
B Bt O B3R K OV O /NRME N B B LTz, Table (2R L2 OMOFT I, £ O3
WKL D 2 VTR BLF MR 2 DR B & 5 & BALR L 2 W BFE M2 b & ik L 7,

TR 22 HIZHELE L7z 10 mg/kg & 5-HED 1 41 (W& 5 :2106) Tl OBFHR Ak,
BB ICTIRG AT K O K BP R . AED b BB I B OB RN A b,

2) EHHIRKE T RRA

HETIE 10 H O30 mg/kg G REDOWNTH DL E/HLARIC b B ER G ICEKT 5 &
EZONDELET RO DT,

RBCEEMETIE 10 2T 30mg/kg HGHECTIE TR RARN A LR, BEmIZIX
KA b 2B THY, AEEOMHEMELALNRNZ L W ERS & B
£ U722 W RS P28k &l L 7,

RN T > 72 10 mg/kg G HEOME 1 ] (B EE : 2101) TITARM R
XA BN T,
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3) [EE IR A T R R A
e Dk FREE K TN 30 mg/kg B GRECTIIARPWEFITA LN T,

7.10 REBHEBFEHRE (Table 10-1~10-22. Appendix 9-1~9-116)

1) FECKOBEIEHHREY

WEBE G ICRINT 252 02080, 8. + G, 5. BB (O
ToUMR) L ERE. BRI . RERE (BRE) . B, WG, B, MR, MR, ST Y o~
NEL BRI Y oNEf L BN, AT, FE R ORIC A BT,

Lo ik : 100 mg/kg # 5-8F O M C R R MO 2 D FEFE M VA
NI U7z, 723, REAGITHAL R R ITR O b
Rino T,

H : 100 mg/kg & 5-HE O MERE T AT E RV B 0 38 T A

AIE OOS ANEE., B O BB, RE O 5K
DDA GBI, S OIZEBEORE T, BREEHOIE R
H ol

+ 8. E. B (OSA = uER)
100 mg/kg & G- REOMELE T+ 4515, 2205 & OEIEIC
G D ZE M/ AE (+ ZFE D ) | B T/NA =
JVIR D ZF R 8 B BT,

153 It : 100 mg/kg & 5-F OO MERE TREME D 47 M5 Bt qb, #2335 b
B HERE D 22 fafb, NIZEDIRIRA I & dv, KD F THEE/
I ORI, OV AABRSE . AT O i3 7 5

i,
k= : 100 mg/kg % 5-#f O WM TRIE O BB M o fE R,
TRRFBMEH IS &7z,
KhgE (5 #E) : 100 mg/kg & 5-FE O MELE TH MO R 22 BT,
SN NTEN 100 mg/kg #& G-H#EDOMEETEM . 5 M & OVE R THAHE

e P T o> TG TTRE I O A I IR I 2 2 B Tz
PRfg. Mo, ST YU oNHL IBERLY NG
‘ 100 mg/kg ¥ 5-#F O MERE T Pl > ZEie . $ES I i oD i
Do MR OZFERE. BT U o oNETCEME ., BRI Y o8
B T ZE M M OV AR A BR o TR PEAL 2N B B LT
10 mg/kg = 5-HEOMEDFETH] 1 5 THME, 5T Y >3
i, WBRINE U o SEi O FEifE 2 3 b Tz,

ke Mk : 100 mg/kg % 5 O M D Vel < F & — 47 o R D IR
PN S
AINZ MR, 75, B 100 mg/kg £ 5-BE TR IR O 255 . H ML, 75 TR

I R B 00 S e O R B/ B 0 MBI 23 2 65
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oo 7B, ISR OISR IX 100 mg/kg & 5-FED H
HEO 1O, [FAHEARO BB ORI D [ A
ELT, HBRmEREGDOEEL Lz,

100 mg/kg & 5-HF CHIARAYIC K M ALk (BATEHED) IS RERE . AT oEIE2S % 1 F
IZH B, MRS, BETEE R T oo i e OGS AiR M. Al o BIEI R 378D b
7oo [FRRALIZ DWW T, OB O FHIRR I FEM L TR WA, IR R D
BN BN TN RN &b, BEKIZRo T2 B\BEELEZEZ BT,

2) #HHHIMEET R A

B OV BLREIETIE 10 X O30 mg/kg % G-BED W T 1L O 2B /LA & 9B & ¢ 5
WCERNT D EEZONIEBITA LN -T2, ZEREM TH BT IR B RO R
PO 72 O S AT, — 73 MR O % U O MEESC A |1 0 K 5 72 Reprotox iR D 42
ECREOME (F8)Y)) THRMICHTALNAE{LTHY , ZORKE LT, KRERHD -
WEFH R HE - BAREDRA ML AREZ OGNS, KRB TIE, SMBETO
BT A DN o =i, AR BR s T30 L 7= 3B Tk, xtIREE o D HHiic
FFFADBEINLTWD, > T, KRB CTHBEINTBMARREORL AIXZDH
BHEENOERMICHALNIFMEZBZ TWD EI1TE 2L, WIARE & kL
oo 2B, FOMIZH WL OO E MBI ER BN B DT, ORBUR
BLd> 2 NI BRI 2 O BRI B e 5 & BEAR L 22 W B MRS (b &Il L 7=,

10 mg/kg GO LRBAKSLENY) (&S : 2001, 2101) Tix, KRB AKILD
JAR L% 2 DN DM FENEILA LN Dol FMETEHERO 1 HlORTH Y |
BREMEICHFHELL O D200, HRMERGICRDEEBIIGE L,

3) [EEHIEAE T R A

KD 30 mg/kg W HRECRIRE (B8 (CEMMBOBAD NS0, XHHREE L
ORI AEBE R O E D ET R > 72, Table IZ/R L2 OMOPTRIX, T DRI
R & 2 NI BB PR 2 D B BRI B B G- & BAAR L A WM PEZS (b &I L T,

7.11 HREH (Table 11, Appendix 10-1~10-4)
100 mg/kg %ﬁﬁi’f‘ﬁ%ﬁﬂ%ﬁ%\é‘%fﬁiﬂﬁ%% U, JEEIMEDS B Bdv 3 YRR B AME 1k L
TORBOMEFEIRE DL O, HEAMRERICARERSEIZBD T,
ZDOMOBETIE iﬂ%ﬁﬂ%@@]%iﬁ%ﬂﬁ“ FAE W R BLEBU IR S 10
KN30 mg/kg B HREEDMICHEBEZITRD LN -T2, 72, 10 mg/kg & 58T
EHMEEH A BUCA B SERRO ben, HEICEELZ2WELTH T,

7.12 XER#E (Table 12, Appendix 11-1~11-3)

10 mg/kg # 58D 14 (B E S 0 2001 LV 2101) % B < IFIE 26O 223 R
4 HETIZHRI L, ZREBETICE L BH. KRR, BHEROZMHFIT IR L
EHRWE R G ORICABEZITRD b o T,
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7.13 HiE#E (Table 13. Appendix 12-1~12-3) i VICH B R UVEE
KEE (Table 1-5 U 1-6. Appendix 1-17~1-24)

SR IEIREIM . SRR, EREE, HRE, o, EERE, HARBELEY
AR FEEFERITIIREE L 10 XN 30 mg/kg HGREE OMICHERBREITRO Lo Tz,
TR BN O 53 IR BE TIIAENR 22 HIZHE L L7- 10 mg/kg % 5-HED 1 B & bk & (4R 21
NH 23 BIZRFINi L. BEEOEREOLEITIESIC{Thil, WERETIEIWT
NOREFMICHIRED ., BEREORAITECERFT XA 2o Tz, HEIRDINEE
SLCHRIEDN 10 mg/kg # 5-FE 1T 1 61 £ L B RIE DS 30 mg/kg #¢5-FE12 1 il 7o 23,

B1BOHRTHD T ILH I & L7,

7.14 HHEROEFEZE (Table 14, Appendix 13-1~13-3)
HARL OAER 4 BAFRICIIEEEE 10 X030 mg/kg B 5 OMICHEZEIT
RO LN T,

7.15 HER®DML (Table 15, Appendix 14-1~14-3)
HPE R QNS AR R 0 4274 0 e OV 4 B OPEER IS I I3 BREE & 10 & O 30 mg/kg $¢ 5-8F
EORICHEEZEZITRO N o T,

7.16 HERODEKE (Table 16. Appendix 15-1~15-3)
ik 0 LY 4 HOMEMEREI CICAESE 0~4 H ORI OREINEICIIXREEE 10 &
30 mg/kg ERGHEOMICABETRD LN,

717 BRTROABREHEATR (Table 17, Appendix 16-1~16-3)
WO TIRICHARMBEEIXAON 2o T,

7.18 HAERODE®R 4 HRAREHZEMR (Table 18, Appendix 17-1~17-3)
WTNOHAERICO AR EFITZA N7,
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8. HE

VT —1—AN (AFN) TID0 CRHEEE: = —3H) | 10, 30 &2 T 100 mg/kg
% . Sprague-Dawley 52 SPF 7 v b OREIZIXAEIAT 14 H BN 2 B HAM 2 8 L <3
BRATH £ T (42 BRI | RECREMECIZASERT 14 B BISN 2 22 B M e OV R 1 R %
WL CEA 4 BET (42~50 AR . FEACBRLREMECIT 6~15 AMFRHIE AHFEEG L. X
W B OVERR AR AR Lz, BIC, 0 &0 30 mg/kg #5805 O HEH)
WIZOWTIL 42 &G L-%., 14 BRI OEEBMZ 30, B2 o it s iR
L7,

8.1 REHRESMN
8.1.1 ETEY

100 mg/kg % G- #E O MERET B R IET O . K AD EHRIT, MEEV/BLEN . JRiE, HIE .,
WL, R XV BB I EHIREOEAL N A b, BHE R B RO KM & £
ST REBD & 2T IREBOEICHENES 6~12 B ORI MERESE] 23 BEE IR H 5
VVESETLE L, WHESHRAE T, WIRMIC 2 RREDOE B L2 Sz, &/l
BICHGE, DIRICAGE, BEMOIENZ DI, M0 OIS R R L 2%
AT E R B AR ETE R, ATE O OD AES . B IR EAI I EEE . RS RS> IR
SR . + . 2= K ONEl G (R B ZE P BE . B /S A = VAR ZE MG . R LT RS
BEAr e FEvEA L, B35 B R MR 22 fadfb . PR R RGBS AR iR . OV A B,
HERE T HH i, BB LSRR IE K R OVBR R 1 i KRR BB B L B BE R R L B
i s B OVIEL G A PRI s | 1B TG (ORG A iR . O L i . RS s . B R
(CFEME, BTV o NHEICEM ., BRI Y o NEIC 2 & ONR PNARRERTE ML, RS
T — 7 URERIEY . RINEIRICE MG, i, BERE O SR WEIZE S MR, FEIC
FE . BB IR NG S OVRE IR I Tl iR 3 A b e, —RREECA L2 IR
REDEALITHE > B LICBIE# L7 A3 sEM e —fIRIEE T b A bz, 7o, i, K
g =L HTERICHEZD 2 E NN ARREEN L ST 2 & D AR
(ZxF T B R 2 SR DM MA b, TR R ~OWBRME R G X A EEN DR,
KB BT DIER/ WL B DI ZLIEI AR Th o2, 2flnEs 12
AHE CICAET/BEENZ S, Ll L THREORD A bIv, — KRB OE LA R
ENdHZENL, RMWEOIERIC K D C/HEREEE X DT,

10 mg/kg B 5-HED 1 B3 4EHR 22 B O 4323 L Lz, SRR T R CIEIt O R AR 6
b, BT B I O K BT BE IS A2 B 4L, T ED & BB 2 2E AR O T 23 A
NI Z LD I BB 2 55 £ S TREME N B 2 6 7o ML 2 0\ L
RV oNE, BHEEEY OE I OEREN A DTN, SREEICHES XA b L AHEL
EEZXONTES, BRMERG OB TR Lo, IKHERED 1 0B 0%
BThV ., YERAOEIEME., BIEEIZER T, OUEE/RE OS5y
TEMD. MIHRIET &R LT,
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AP TIL. 100 mg/kg 8 5-BE O M2 51 A3 58 /BRI % S 4, R ERALRR A ©
BRI P 5 O N 100 mg/kg #GREOAIZH DT,

DT, FRBYEOD R ORRLE M OBEEE NN U7z, DRI~ 22 b2 I &
DFERINDZENRMBNTWAEN, KERBRICB T 2HEMIIAHTH- T,

ATE IS4 D 72 R OB & OO D AR T KA~ ORI E 2 A5 5
WEIZED LIFLIEFE RSN D, LaL, ARBRTIX. #BRIIKRD pH & 5 W IZfilig
DHEEER ENRATH D4, ilH OB FEIENE DT ARATH > 7223, MR A
BT 28T LLOLAFEORIERISZ > TWRVWEM LA LND Z &b,
FIMEIZ L » TR Z 2B TRWATREENR DN, i, AZEMiX, WIRFTROH
BRIC-HLTALNE, BE T, BESOEEN AL, ZOE{LITHEROH
AR PEEESE IS )T D RSO REEE D B 2 b vz, 7ok, HIE MR o B in 58 o
FAEWFIZOWTIL, o ThRiroT,

+ T FR . ZEE. WG (S =ouM) TIE. BEAREBEANEEE L LTALR,
FREE NSRBI U, R O aF i ZEME LTI 2, BEE 722 KE IR 00 22 Ak K ONRE B O JE i 28
HHIDT N, WEWIZ X2 MEREA~ORKIETIEZRL, P a2 LieEfTh
HAEEMELEZEZ O, £7-. BREEY > 88 ThH 5 N IR ER OIS LI, 1
LA RN D ZE M/ EEFEIZ K 0 | MO RE S B 2 & 7o L7z etER g bi, £h
WD BUSHZE L EZ R BT,

BEE T, KB r i MR L, w3 B o ZEfalk, WIEOIEIR, KT o H i
J ORI/ A5 T ORI, O ANBER A LT, B TIE, RB/EMINDH 72
B, BB, — RIS IR MR O Z AL IR BRI S L D BRI E B D W X E DR
W LD EBEEZITOT U, 100 mg/kg # 5-HE O JRIER K OR H OERME H 5 0
EZEOREY DOFAEIIARHATH > 2D, MIEOFHE AT ZHEBIC A LN TED
PR B L DIEMREE~ O S h O EENEDNTZ, o, —HOoBWIZAHA LT
WEDIETE, OB AARES . KO H i M OGHERIR B X AT B R O 2 Rl oo 28
B D RO ATREME N E 2 b v, B, ME T O ixHREICA iz
IREJROIPRICBEE T 2 b0 LR I,

KEEE (H#E) TH O BRI OB X PO BES & (DA & o B s PE X
SO b0, EMEOEARLERICEHZRI2VWEEKL AN, 72, —&
RREDEACIZHE > BREMI DM & B 2 7o, BESKRILRIIZE W T, RIEE
BITFE D D S E /M O ZA L & OFBMERHA LN TRWZ L2 d | BEMFIE AT
b ole, MlgOREANE OB IL, BIMARRETIIH 200 MK FHREICIIT 5
RARMER DA & OB#E N EEb Tz,

Z O, B ORI, BE OB/ T O4F R ERE B E UMM, 1T
Bl ORBEHLARLNTZN, A0 ORARFIIAHTH -7,

M. PG, SEFY o i, BRI Y oS, BSOS =AM, BB, . kR
D EHE, BB OREMBOIER, B O ORIER O . B, &K OE
DKL OW A FEfRD FF — 7 VBRI OB X, FEREOEAH HWVITA ML A

39



R-1103

M ERKM LU BN EEZ N, T2 B IRO i (B 5 4006, 4012)
K OV 2 2 b = MR (B & 5 4006) IXEMEIC R B I & YR IEMEZE
B FATIEICER AR L O EHEER I T,

8.1.2 EEEY

m&UWOmyg%ﬁﬁfm\%%@ﬁ\ﬁﬁ\Q%E@% BT i b

LB, SREEELROWHEMAMTRE ISR E RGO EBITRD bR ro T,

—ﬂx«lﬁ B OVFEMI 72 — R B TUd. 30 mg/kg ¢ 5-BE DO HE M OV B CTURHEDS - B 4,
FHLTEY THOLNTMRIER E AOE THBRMERSG CBHESToN2EEE XD
N, BEHKTELDITWMIEITIHER L, BIEERA LT,

{RECiX. 30 mg/kg £ 58O B THIMPNE] 2358 D & AV 7= A3, [R11E H1 [ oo 340 &%
SEHREEZ LMY | EEMEARRD S 72, 30 mg/kg & 5B DM & A2 B AT 51 s
HEININHI A FR D BTz,

PRAEA TIE, 30 mg/kg G HEOMETREEMK THMRERFOREWRIZFT NI T A D
Vo AKROEBEORFHEMEICHEMEIBDO ONZN, WINLRBREXROET T —4
[Mean+2S.D., n=15,2009/04-2013/03] (U.V.:15.6+4.8 Na:1.51+0.40,K:4.85+1.12,
Cl:1.98+0.52) DHIFANTH V., WEHEK TRIIZFEKEOLZILIT A bNAT, M EMRE
BEICEHIRDO NN Enb, BETFHERITIRWEES LN,

MK TIE, D 30 mg/kg HGHT~E/ a8, ~~ 27U v ME, F
Y708 1 BR S AE e OV R i 8K i 4,38 S DR 338 0 H AL, SR EIC X 5 sk o
BICRIFTHENEZONDZ NG, BERELHI Lz, ~E/ v &R U
~ hZ7 Uy MEDIEKMEIL 10 mg/kg BREFEIZ S A DLNTZR, W d 2.5%F2E DL
REATHY , MOFRMER/NT A —Z TG < WEAMEICE LR O RE %2 R
THHMRITALN TN RN Enh, RWERGORELEZ N DD, ik
FRERIT D I L,

mm@&g&ﬁﬁfi B ESEH IR D D VITE T Lo oicxt L, WBRmE o &
PED B IZH S0 TRV, 30mg/kg 58 TIXATR O < EEREBE L A D
NNz &t BE-HEWRPNAAE THDL Z EBRBINT,

8.2 AERLESMH

100 mg/kg &G THEHREROGENBO SRR, SR EERRD 22y
WRROBEALITH D 2RREILEBZ BT,

10 J2 T 30 mg/kg R GHETIX, MEEH, ZRETICEHLLAE, KRR, KERL
[OB°3/=E e i%ﬂi?ﬁ%’f’fi‘&“’@@%@ Wb hodz, BT, HPER, HEIRBIFE., &
E. BRIRE, BRE, FERERR, %%L%@%%%éﬁ tﬁib%i&&(ﬁﬂjﬁzﬁ (BB
WER G O BITR O b, AL T O EIRE DB BN &
5. 30 mg/kg B GHEICRB VT %@@J%@QEE ?xﬁﬁb&()\xﬂé?ﬁﬁ REEV) O IE IR
MERF . I M O BATENR & O G RE~ DRI 72\ LT LT,
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AR T, £% 0 BoAEBZ, A% 0 K04 A OMBEARE IR, 4% 4
HOEFRLONAIRBLEAT ICHBEYE R GICL 2B IR OV L, 30
mg/kg FEGREICEB W TR ORAE, BEROEFES~ORE T2\ EHIWT LT,

INLORRNL, KRRBREUET T T I —1—A (AFN) TIvEERO
W54z Llck vy, Ea@EELLE LT 100 mg/kg OMERE T L 234 541,30 mg/kg
DOMERETIREE, RESMINE, HT~F o &, ~~ b7 U v M, FEHRM0EK
A K OV AR BRI A 3R B IR S B Divlz, Lo T, REBRWE O KAE £
GBIk 5 MBS I T 10 mg/kg AR, MET 10 mg/kg, MM EITHEME S b
10 mg/kg & MW Uiz, 7. MiES B & B 381 2 A s AL gk o 3 5 M5
B R OVEFR IV 30 mg/kg &I L 72,
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9. Xk

71— GFn 7 o0 Ge g A iR R
NYF =g Y RORERRE (B 2 — ) WIS IR Z AW RE R Y
ZEMRER (RRSHER Y U F—F o 2 — EBSITAT, WRE 5 1 A-2514,
2012 4)

7 5 7oy bemeE 14 BERERE
D BRI (B G RRERB) (KR AR U =T 5 —, KRB
N-R034. 2012 4)

[3] Snedecor GW, Cochran WG. Statistical methods. 8th ed. Ames: Iowa State
University Press; 1989.

[4] Dunnett, CW. New tables for multiple comparisons with a control. Biometrics 1964;
20: 482-91.

[S] Steel RGD. A multiple comparison rank sum test: Treatments versus control.
Biometrics 1959; 15: 560-72.

[6] =AM (1981) : FRZGHERAH — FHE & 2 Hr—11, pp.23-27, 387-389, H A K= HAR
=, B
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IATER 1

HEES . A2514
HERRAEE

[CFH-1-4I (AFIL) 73 oOFHE]

AT W BRYE O A
REHR 20124E7 A 208
WERWE DFHAAN (AFN) TIv (ry hEE . 72)4C)
HERIEE FRABAL R A7 MV ORESR (IRIEER)
R D 2 ~7 B BLUTICRT,
' i
50— ﬁwén ﬁéw
N
4 vy :
& ;
N
o T Y T T 3(}00 Y T T 20 T ™7 Y 15%0 T Y T T o T T T T 512)/0
L TERAL R E SR DR 2 3 5 AR E% 12 B

MRS
BAEHAR Y VY —F & — HBRBHIERT

dHEHE (ER23#E3H 31 B EEK0331E S8
8. FERE23-03-29 BFHE 6 B BB 110331010
)

2otz £ 7 B 36 g
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WAHERE 2 (12)

HEAE S R-1103 (1/2)

SERREE

[CFH1-AI (AFIL) 7EOOREM]

AT =
fzER

HRMHE
ABREH

S

HIE

e 5 WM T 1%
20124212 A5 H

CFHA-AN (AFN) TI (ay VEE - 7214C)
FROMBUNA 22 DA DERE (HNEE)

BREPED AR PNERED RS WL (A2514) &
s L&, RRRRABINALS hLTHB,

BEMWDANLT NVEBED AR h LB LT &
&, BRI ART AN EB LT,
BB, FRIMRULA Y B XIR D= IR,

(TR TR D RS S 5 RIS 1o
THERE (EAR 2343 H 318 : AKX 0331 & 8
5. ¥Rk 23-03-20 IR 6 B, BIRMATEE 110331010
)

an

B

20(24 y2 At/ B

(LS RE A

BASHAR Y Y —F ¥ — HBRBHET
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WATEEE 3
HERE S A-2514 BTIERR)
HERRLIEE
(BERER ST H-1-AIL (AFII) PEOOREWH)
WeRE DFHA-AN (AFN) T2 (my VEE ; 722J40)
FERE () i (2—ih)
IR BT T A ST WET (IBRREER, A : 1~10°C)
IS EIRRTE
el YT 8 B + 2R 24 BRI RTFE
B A A 1E
LI TRIFD 100.0 £10.0% LA,
faf
S MEBE (mg/mL)
(mg/mL) 5
WBES i Hgf%z’z;?ﬁé
1.02 0.994
1.05 1.016
1.01 1.02 1.015
EHE 1.03 1.01
BIEE (%) - 98.1
201 203
204 201
200 203 198
EiE 203 : 201
AR (%) - 99.0
HIE it
Fue (RIS E S I FR D B % S 3 5 SRR ER 1 B
TAKUE) (ERK234E3H 31 H : A8 033158
B, Rk 23-03-29 A 6 B, BRIBMETEE 110331010
=)
I oz 5 sen
RRELE

BREER VP —F & —  HBBIET
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R RL 4
REBREE : R-1103
SERRLIEE
(HEGHED ST H -1 -4 (AFIL) TEUDRE)
AT Y5
ZyHTH 201249 H 278
e At
e E DFh -1 AN (AFN) TIv
(ay FES ; 2214C)
Feng () BR (a—rh)
A 201249 H 27 H
BRI e
B FREIT T D EE ; 100.0 £ 10%
R
SR I P B FORMIHT B ES
(mg/mL) (mg/mL) (%)
2 1.92 96.0
6 5.76 96.0
20 19.2 96.0
FH TS S IR AR S =+ 2 AR B4
BDEME] CERR234E3H310 AR 0331 FE 8L, ¥
% 23-03-29 WBE 6 5. RIRMETE 110331010 &)
HIE i
] 20 /3 & , B ¥ @
LSS EEE

MREERY Yy —F - &— MR
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IRfHEEL S
. HERES : R-1103
HERRIEE
(BERHDSTH -1- 4L (AFI) TEUODERE)
AT : ¥ 5 68
M H : 2012411 F 5 H
et
BRI E : CFH -1 - AN (RFL) TI
(o vy pEF; Z22J4C)
THE (HEA) D RIE (v
A : 20124E 11 A 5 H
B B HE
TR : FRHEIZRTT B FE ; 100.0+ 10%
R
#RAE B TR T 5 EE
(mg/mL) (mg/mL) (%)
2 1.96 98.0
6 5.84 97.3
Hue : TR EE IR AR E T 2R MR -
SE- i) (31“%)312235133)% 318 : AR 0331H 8, F
1% 23-03-20 BRHE 6 B, RIZERHE 110331010 5)
lE W

EESHREE
BREHRS VY —F ¥ — BBRIEWRHT
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IRTE L6

14 BRI QG BIRR (R B

CFH = AN (AFN) TIDT v bRV

BERR) BT DR,

BURTE 5 : N-R034

P L ek ) CFH AN (AFA) T
A 0 10 50 250 500 1000
(mg/kg)
BEAR 5 5 5 5 ’ ’
(mL/kg)
5 AT 5/5 5/5 5/5 5/5 5/5 575
(/)
Er ik 0/0 0/0 0/0 5/5 5/5 575
(MR)
IF 1= 3% B 0% 340 - — — Bhs5-10H | #5 6108 | 85 6-108
— | AT — - —
wig | T WA, DT 0SB ERV/EEN,. B RES
DY, BEOBWA, Y50 EHBT, FH.
WEOEN (FHEEUITOEEBE) | ki,
MEEORL ., EIRET, Bk UH®E
i HE - 24 I | (5 4 L)
BALR - R 1 (85 4 BRI
MK FE R E - YR I BR . 2 3R / / /
BE . BEMm (8)
i (LR A - s — R B / / /
()
AST : &l (2)
B AT o—
A EEEE ()
BE | X — | AR R () / / /
HE Mg mEsEn ()
A8 %t - fil Jg - AKfE B () / / /
Rl SR ()
i | £ - - -
T KRR, HEDHEN (DERBEIILT

MEHR) o MU KBFER. MM STIE MR O /N Bk
MiowsRER, FROAGER. RIEoXH
b, B ok, BELIRE OB R,
BT OB BB, M SOIERE, Elo
PERE, TR O EG o BERE

a) @ ol
- EERL

2T =& e UGB R B 8 5 U L UE R R
T p<0.05, $PXIE]]; p<0.01, CHBEEL OBMICHEBEEDH V)
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Interval (minute)
Fig.1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of didec-1-yl (methyl)amine by oral administration in rats
Motor activity of male rats (Week 6 of administration)
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o——-o 0 mg/kg
A~ — A 10 mg/kg
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I | I { I
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of didec-1-yl(methyl)amine by oral administration in rats
Motor activity of female rats (Main group, Lactation day 4)
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Fig.3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of didec-1-yl(methyl)amine by oral administration in rats
Motor activity of male rats (Week 2 of recovery)
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Fig.4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of didec-1-yl{methyl)amine by oral administration in rats

Body weight of male rats
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Fi1g.5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of didec-1-yl (methyl)amine by oral administration in rats

Body weight of female rats (Main group)
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Fig.6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of didec-1-yl (methyl)amine by oral administration in rats

Body weight of female rats (Satellite group)
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Combined repeated dose toxicity study with the reproduction/developmental toxicity screening
test of didec-1-yl (methyl)amine by oral administration in rats

Food consumption of male rats
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Combined repeated dose toxicity study with the reproduction/developmental toxicity screening
test of didec-1-yl (methyl)amine by oral administration in rats
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Fig.S Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of didec-1-yl (methyl)amine by oral administration in rats

Food consumption of female rats (Satellite group)
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Table 1-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
didec-1-yl (methyl)amine by oral administration in rats
Clinical signs in male rats (Administration period)
Day of administration
Dose Signs e e e
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0
10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0
30 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 10 10 8 7 2 0
No. of animals with abnormal findings 0 0 0 0 9 10 8 9 8 7 2
Decrease in spontaneous movement 0 0 0 0 3 6 3 3 6 2 1
Ataxia 0 0 0 0 1 1 1 3 4 1 1
Prone/Lateral position 0 0 0 0 2 4 5 5 1 5 2
Salivation 0 0 0 0 1 1 0 0 0 0 0
Emaciation 0 0 0 0 0 0 2 3 4 4 1
Hypersensitivity 0 0 0 0 5 2 1 2 5 1 0
Convulsion 0 0 0 0 4 2 3 0 1 1 0
Smudge of lower abdomen 0 0 0 0 0 1 1 3 5 3 0
Smudge of perioral 0 0 0 0 0 1 4 5 5 4 1
Hypothermia 0 0 0 0 0 2 0 1 1 5 2
Reddish urine 0 0 0 0 0 0 0 1 2 0 0
Soft feces 0 0 0 0 0 0 0 2 1 2 0
Decrease in feces 0 0 0 0 0 0 0 4 6 4 1
Creeping position 0 0 0 0 0 0 0 0 5 1 0
Swelling of fore limb 0 0 0 0 0 0 0 0 0 1 1
Dead 0 0 0 0 0 0 0 1 0 0 0
Sacrificed moribund 0 0 0 0 0 2 0 1 1 5 2
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Table 1-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
didec-1-yl (methyl)amine by oral administration in rats
Clinical signs in male rats (Administration period)
Day of administration
Dose Signs e e e
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0
10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0
30 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 3 5 5 5 3 3 6 5 2 2
Salivation 0 0 0 0 3 5 5 5 3 3 6 5 2 2
100 No. of animals 0

No. of animals

with abnormal findings
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Table 1-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
didec-1-yl (methyl)amine by oral administration in rats
Clinical signs in male rats (Administration period)
Day of administration
Dose Signs e e e
mg/kg 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43a)
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0
10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0
30 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
No. of animals with abnormal findings 4 6 4 4 3 4 1 4 1 5 3 6 5 5 0
Salivation 4 6 4 4 3 4 1 4 1 5 3 6 5 5 0
100 No. of animals 0
No. of animals with abnormal findings

a): Day of necropsy
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Table 1-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
didec-1-yl (methyl)amine by oral administration in rats
Clinical signs in female rats during the pre-mating period (Main group)

Day of administration
Dose Signe @ mm e e e e e m e mmm oo
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0

10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0

30 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

100 No. of animals 1
No. of animals with abnormal findings
Decrease in spontaneous movement

Ataxia

Prone/Lateral position
Salivation

Emaciation
Hypersensitivity
Convulsion

Smudge of lower abdomen
Smudge of perioral
Hypothermia

Decrease in feces

Dead

Sacrificed moribund
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Table 1-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
didec-1-yl (methyl)amine by oral administration in rats
Clinical signs in dams during the gestation period (Main group)

Administration
Dose Signs e e e e -
mg/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 No. of dams 1 11 131 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 5 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
30 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 0
No. of dams with abnormal findings 1 1 0 1 2 2 2 2 1 1 1 2 1 1 1 1 1 1 0 0 0 0
Salivation 1 1 0 1 2 2 2 2 1 1 1 2 1 1 1 1 1 1 0 0 0 0 0
100 No. of dams 0

No. of dams with abnormal findi