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=4

N-[3-(N,N-AF T IN)F s -1-ANV]RTF T AT IR O RAE R G 3 b ONT AT F 4= Tt
BREACFIETART AN > TEB LT, R E % B RES AAICEREL T 0, 15,50 25N
150 mg/kg DA T, FEELLMERES 12 TEO Crl:CD(SD) Ty MIER O %5 U1, HEiX 42 BB
Efu‘_f;% THIMEL . MEXAZECET 2 MR IO IRMIMZEL THE 4 HETO 42~49 AMESL,

RITEE 4 B, BEIIWE 5 BICHIRRLZ, 72,0 BLD 150 mg/kg D& CTIIELELME
(10 PL/BE) &R, 42 BRI GLIERICEHETIRRL ., OO HEHEHED 0 BLD 150 mg/kg BED
5 Bk, A& TH%IC 14 BRAELCHIRLE,

1. KEEE G5 FEEBLUEIE

FELIX, 150 mg/kg BEDIEATELME 2 BN DTz, ATEFITIE, —@MEDERED 150 mg/kg FEDHE,
B FS L OFEAS AL B RS -, BEE =R . B REBOIKNT, MR TR, Rk R, Wk
REE B A 150 mg/kg BEORE, DM MEFE - ITIERBLMED 1~2 I TRD LI, EEOHEIMIHNIE
150 mg/kg FEDHET, FEEEEDOIX 1L 160 mg/kg FEDOHER LOSIEME TAH LI, MKFRZE Tl
WRMEREFEOR T, MIRELFRECIREARELTLVTIVEECK FTANTRD
150 mg/kg BEDEETHOILE, FELCHIDORTEMEMERE TIL, MROZEN ., KAEENOIRE. ok
728 WEREENT-, ATRFIOFREMBEFZRE CIL, 150 mg/kg FEOHETFARE B 140 A O RS IS
LB LT, Fz, fTE T, BEIE TRk DR AE MM IR | REIEE A JE B L ORI TRk AME, O
bA L R LR OBIERAS 150 mg/kg FEOHE, 53 M LOFEASHIME T, IR B CILAEIE M ik A NE &
72X OB AN 150 mg/kg FEOHER X UMy ikl CER ST,

[EEHIE TSI, K2 T — R BB B IIBIESI T 150 me/kg HEDOHEDKEKTILT A
RIZEIE LT, B ORBMBMRFERE T, SO R E K5O EIRD bV ol

2. AT
PEE, ZZRE IR TR B L O E BRI E R 5O BT bR ol Ee,
SriREE, ERER, AR FRBEB L OERBITHHRME B 5O BIIEZRD o -T,
A RO EFERB IO RBICHBR M E IR 5O EBITRO LN -T2, WE 4 BOMAERRKE
DSMERESS 150 mg/kg BETIR T L7,

3. Bt

150 mg/kg FEDHETIL, BECHHE RO DR ED—IREEOELLAEEE T, B IR EELE(
B, [EFEOME THEERLHEE & ORI IRl O— RN B LL B OREML(EARDLNZZEND
WEREBh ) O R AE B 52O 2 R ME 8 (NOAEBL) 13 50 me/kg/day LHIWrShTz,

150 mg/kg £TOHRITREY ~DO LT FMEE RE T HE(LITERO LIV 7205 E 4 BHOH
ARKED 150 mg/kg TR T LIzZ&0 D, EFERAEBEICKHT 28BS EIL 50 me/kg/day L¥]
Wiz,
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AERE R

MRS o oD AT TR R MBI L OB R RO B 2 MBR). 720 ONCHE TSl 9 A T 4% 2 R,
MECITER R 2B CREESEE 4 HEOR N-[3-(NN-DPAF LTI TR~ 1-A VAT T
NTIRERAOKEL, MHET M2 E R 5-FIERB I OEEME, ROCCAFEREFEEBIO
HAEROEFICRIETHEBIZ OV THRIIL,

HEHTARKSA2 & GLP

AREIL, FHREEWE S \RDIRBO FIRIZOWT: LT ALBIET AR T A2 ) CERL 23 & 3
A 31 BN, A 0331 88 7 BREAFBHEEER LR, FAL 23:03-29 BUFHE b TREFERSE
RUSFEERE. RREFEE 110331009 SREE RS REBCRRREEM) ICHERL, THFLEDE
IR T E T OB R B oA (R 23 42 3 A 31 BANT. A 0331 8 HE
AFRBEEXRERRBRE. ERK 23-03-29 HFE 6 SREFEXEUEEERR . RRLEKE
110331010 TEREERAREBRFREM) 2 8L TERL,

BMEE

STOEBEML, (B0 BHE R I 5 (R 48 £ 10 A 1 B 1E#E 105 5,

A% 24 £ 9 A 5 B —EBKE), [EREWOERE K OYRE I ONZE R OBEBUC B35 5 4E | R

C184E 4 A 28 B, BREAERE 88 BIBLONEAFEE OFTE 5 EMMEIC B 2B ERRED

EReI BT HEARES (K 184 6 A 1 H, B3 0601001 H)z#~FL, [MEEARRELEZ S

T —REW AT EERICETAESCER 2 10 A 1 B, L 224F 10 A 1 BRIENCES

WCEML, ARBRICBIT 28 ERGTEIL, REWETSMEREZRSOFEELZIT, ARSH
T (B EBRAGEE 5 :1120225A) , 2368, ARSI ERFTEINO DB R0 -7z,

mHERE

1. ERE

WRYWETHD N-[3-(NN-VAF VTN T 0= 1A NIRRT T AT IR (B4 N-[3- (P AF LT
)7 aEVIRTTIIR, CAS No. 7651-02-7, {LF: CyHygN, O, 431 5 :368.64, PRI : BEDHE
B, my MR TLHI065, & &:98.66(BE 174 GC), Amnex A, BT, N-DPS) iz || |
B L B AT 2012 4 10 H 1), BB ECERIE (FRIE 14.6~24.3C)
A CRE LT, N-DPS OREREKITRT,
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PR E DR EMEIZDOWTIL, ERBAAATB L OERK T RICREHIZEAT IS TRATILAS K
NERIEL, ENENORRFBEZ I LU, £ORER, HONTRARIART LV ORRFBIZ LR
Mol ZEMBARRBRO ERAR | SR E IR E Th o7 HIWTL72 (Annex B-1, B-2), JIEEIX
Annex C, 8 1 HIZ{E-T,

2. BB I OEE ik
AARF ¥y — N A UNR—EREAF L —LY 8 HERD Sprague-Dawley (SD) 3 [Crl:CD(SD), SPF]

T 55 [T, M 83 PLAE AL, FAE=E (7T =) WAL, AWM HGED T 16 B, L ER
FEADYUDI=DEEE LI, 2OME R, BMO—RREBEZEZEL, AR (% 1 B) BIOREK
T RICEEZREL, 3% -BIEE R38O RICHERO7 2 VU THILE S AL, fE S —
PICHABRE 5 R B I OB E S AR A LIZBIY A — M 28T TRl LTz, 7z, MEBZ > Wi,
Mg 3 Bom A, EBABELZ, AWEMOARRBIORER TREOEEIXITRLOEYT
Holz,

i A H 120124210 H 29 H
AT B HE 253.8~284.6 g, M 182.6~209.7 g
MIEKTH 20124E 11 H 12 H

WRIZHE TR M 335.7~427.7 g, M 221.1~276.3 ¢

B - BIEER P, — IR ER, BEA R B E B L O EHEB I R BR E Mo B 1 3L
NHERFEIFBOLNRN T, 7236, MBI T, HRIBYERAHOEIESRDO LR 12 EEFRS
L. BER T RO EICESHRENBILEERIMEIEICIVES TE2I1T o, BOTLZBMmIZiX
—HOBMBESEEINY C, T2 AMUTRICEYME S EEHRL ., AR ORI B — R ICHER
BERLOBMEFERAL TRAEr — BN T, BOUNOIAL- Y 7 [T, T 15 [T
(PEEHIORE RICIVBRA L I B % 5 Ee) IXRETRREIEM L, o B IR T ENRD -T2 &
IR,

EIIFTRIBE 21.0~25.0C, FFREE 40.0~75.0%, HKERTH 15 B/, BHEFY 21
12 W7 R~ 19 IRE) AT, 12 B[ (19 B~T7 ) AT ISR ESN B EN T, @B REMEKr—
(220w X 270d X 190h mm)Z 1 PT9°> (AEREFIL 2 J0) INAL, BEREE (CE-2, BAZLT) &AKEK
(R HAKERBEK) % HEICERSE THE L GIRATOBRIZEL TUHIROEEZ S R) , HE
WL B R BN DOWT, IR 18 AMMDHE 4 HETIYMNAT TAT v 7 BUEGEr— 3 (350w X
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400d X 180h mm) {Z 1 L OUNEL, KB EL TR VTRl o 7 (w08 —J ) — BART AT )L —)

P EA U, HEHETOBYMEOEE T 21.0~25.0C. {@EIL 44.5~70.0%Th -7, F/-, fit
Fa LR, BB K BIOERBOGHTRE RIT, Wb R EFIERBICEHOTEHFENTHLD
LERERR LT,

3. BHME
1) R

W EEMEL., HR (A RBEFAK, &L K fEER 5 C23VS1) 21 B,
3 w/VHIRETRE LTz, SHIZ 3 w/VEEBEARIZE > TRHIRL, 1 25 TN 0.3 w/viikZ B PEac S
720 FREBIL 7RI IR TR - B YL T (S2HIME 2~6°C) TIRE L., ZEMOMRIEMIRIPICE R L=,

2) & E MR
BB D, AR AKEEARS L 0.1, 1 BLOU60 mg/mL(0.01, 0.1 BL6 w/vi) EED
WY BRI OV, VENXEAETICRTS 8 AROREMEMHER L, TORE.

0.1 mg/mL W TIIFAE 8 HOEHEENHUIEREED 79.6%&720, HEHEE TR >7273,
1 BEO 60 mg/mL #IZ>WWTHE, 8 BEIDEEMNHEFRIIZ (Annex D), sHEURAE S OHSRYE
BERITERIE Annex C, 2 2 THIZR/E-T-,

3 EEBIUY— B

PIENCFRBE LB 5504 (0.3, 1 BED 3 w/ v IZoW T, B E S BRI O — 2 IE L,
ZFORR, FHEE2ITHHRED 93.6~9.0%9THY, FHEMEDIEL>XIETNE N THED
98.8~101.0% CHLEHFENIZH 7= (Annex B), TR EF OB E R E R EHEIL Annex C, B
2 IZHE-Te,

4. B EEOREBIORE ik

KHABOK 5 EIL, AEBRIEE O TT 1 IN-[3-(NN-DAF LTI ) T/ -1-A VAT T
WNTIRDT e MDRER 53 - AR A MG HR (PR | GRBRE 5 :R-12-003) B
FOTFakBR 2] (FRBRE 5 :S-12-034) DFEREZBLICERE LI, 7ok, A UM E I T AR
(FURE 7 1 R-12-003) TIIARBRE R 250y MM, TRER 2 GRUBRE 5 :5-12-034) TIIARBREF
—ayMeAfERLZ,

TR GABRZE 5 : R-12-003) TiX, 0 (AR, FEHFEZK) | 100, 300 XY 1000 mg/kg > N-DPS

BEROMERES 3 VRO SD T MT 14 A, RETRHE O &5 LR, 1000 me/kg #EO B

5 3~5 HOMICHKELZRIEL, Z0%. BREBOKT, TH. JBIRE, SR EX 0 ARG,
BREDETRELZEL, MITHRE 9 BETIC, HEIXHRY 12 BETIZRFIMNELTLE, -,
300 mg/kg BEDHEIZISUVNTS, 3 il 2 HlZIFE T HILERO BERERDIHLN, 55 B LIEDEK
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EAMEREZEZ TEY, MKFERE CIIFPEROBEMEMBR R MR BOKT 2, kAL FERE
T REE E L2 RIR T 5L RO BT, 300 mg/ke FEOMETIL, BERBLONFEEDK TR
W3 BEA I ABN T, EERE T eh o7z, 100 mg/kg BETIL, MERELLYBR L 1% 5 DB %
AT A LI EI N D 5T,

TR 2 GUBRE 5 :5-12-034) T, 0 (M, EHAA) | 100, 200 38X T* 300 mg/kg ® N-DPS
% 11~12 BEOMERESR 3 ILod> SD ZT7y NI EBREIR O R E LI R. SREEIITREZRIEL,
L HANIEFEIR L 727823 300 mg/kg DHEMETE 1 i, 200 mg/kg DHET 1 FICBESH
72, 100 mg/kg FETIX, MEEELD PR B R 5 O EL TR THEMITBREI N 0T,

Ll ED#E A, 150 mg/kg ZARBRORE A BICREL, FREICIE 50 mg/ke %, BiEMA &I
EZ M & (NOAEL) 3RL5EMRIND 15 mg/kg R ELT,

AR T, HEEMIIAZBCAT 2 . R A B L CHRRET B £T 0% SE 42 =) | EhY
I3ABCAT 2 R, BRCHIM . IR A B L TOMBROME 4 B ET R GEE 42~49 [F) | 7514
LAV IR AT B (W 25 RAHY B) | FERBMED K B2 Tl 57O IR E LI T 7 A M
35 42 BET. LA 1EL 1@ 7R, EH 9 Re~13 KD (9 FF 00 43~11 FE 57 /) I 5 L7,
BB 801T 5 mL/kg LU, MERELH BT OB E B O EE LK SR ELZE I U, 728, MBI
BARTHD B RTES AKEFRRRICE 5 LT, B EGRBIIMFETAR T AT, Fy VB EICLS

gRARE OG- LTe,
ARBROBER S I OEWESE UL TIORLE,
BEE RBE BRERE BE S
3 =
# L N 7 i
X H RS R K
Xt HREE (L) 0 0 5 MO01001~M01012%  F01001~F01012
&R N-DPS 15 0.3 5 M02013~M02024  F02013~F02024
b A ERE N-DPS 50 1 5 MO03025~M03036  F03025~F03036
= HERE N-DPS 150 3 5 MO04037~M04048+  F04037~F04048
pagicpiea EREPES SpzEWN ~
(5511 E) (1K) 0 0 5 F05049~F05058%
= &R ~ ~
(355 MEE) N-DPS 150 3 5 F06059~F06068*

*: JED G IRIE IS L OV F &7 MED X BRIE (7 I AN IC oW TIIEE SO REVE b Bz,
MEDE B (V7 I A M) IC OV TUIEME FDORE 4 FleREIEBEICHLE,

5. &I
1) BE (Fy)
O—fKIRREDHEE
BENOWT, FE IR FIEER 1 B, RSP GaEOER 2 [FU ESELL,
QEEBLIERBIEDOBIE
BT FREBIOEAEROYLEMETORINE 5 §iE., WEWITT T NEOBIYE

10
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HFOREN 5 Bl (i AERL 4 f)25EHREER (E18 1 B)»6 14 B, 8 1 B E, —R
Rer L,
@FEMIZAEIR B

2HNZOVWT, RERT B, &5 8, 15, 24, 30, 36 8LV 42 H (S BIEHE 0 BD 4 BOR),
EEHIETIEEE 7 L 14 BICRI 7Y B LA B AT o7, BEIE, VTR
13 Rg~17 BFDR (13 I 06 53 ~15 IF 21 53) 14T 072,

T, = VBLTOBEZTV., r— VbRV TERINREZBEL, (FEEH L TOREET-
Too VBB BT, IRAL, B5, REITE, L&, IREL, IR, &, MR, 17, BEITE, H72
178, ZERIG, H-O<AW, F75, JEIR., PEE, BEflio x4 2506 WERS . BANNE8IEL,
@R

BHOBME S OEWEE 5 Bl TIANMEOEMEZOE W 5 Bl (RAERL 3 F) Iz Ti,
#5 39 HICEREDRELEABELERL, &S 42 BICFEMERBIEICS SO CRlBIC kT
THREEEB S ERE LT, SN DN TR S BRI REL . kD720 5 5 B 505l
LIZBFED 5 PIBRO, R5 5 E&EIC B FEBNANE, 18 701E 8L ORI T2 R EB UG &
BRELL,

(1) BREHHE

B 7 EE) R E E (SUPER-MEX, ZETHEER) 2 AV T 20 0 B REESBE(KEBE K BLO
SH ESVESOEZFHIIL, FHAMEL 5 S EICER U, RSB, REERCHEOEERE
BATSERRL BN B RERHEZ AU,

(2) #BIHE

NEVWIR TRIE L AT b VTR AZRIE L, FBMORIBIORIROE N EENnEN 5 [E
HIEL, HemifER L OBRIREEBRSN LT 3 BIOR I EOFEMEE KD,

(3) BB DR EB SO

TIA TV BEFLE . SRR BN, BB RUG . %S ARSI IR (5% B ) K4t B o
HiELRAELL,

O ERE

HEE DOV TIANEL RN, B 5 1,4, 7, 14,21, 28,35, 42 B, B 1.7, 14 BHRIOEH
BIZHIE LT, MBI HRE 1,4,.7.14 B IR OCKEMEHA) . 7.14,20 H,WE 0.4 HBLIV
i HICRIE L=,

OEEEEHIE

MEBN DY T T A N ETEEBV L, 85 1~2, T~8, 14~15, 29~30, 35~36, 41~42 H , [El{§ 6~7,
12~13 BITHIEL, Y77 N3 5 21~22 RICHREL T, MEMITR S 1~2, 7~8, 14~15 H
BLOMER 0~1, 7~8, 14~15, 20~21 AZRLNIHEE 3~4 BICHEL,

DRI
MBI DY T I AMELEB M ERESI R L, &5 37 HORE CIIEHOBMERHE 5 i,

11
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F7-, B 13 BB ARE CIIEEBEICE L2 ERE L,

#®E 37 HORETIIY HO®REHZIC, HE 13 BORE TII—IRREBOBEK TRICEIMENR
VIR L LFOHEBIZOWCTRELRE, 72720, AFH-BE, RBRKICI2BE B I ORI
WX, BRIRBAGATEA) 4~8 IR DR THRMLIZER T, FDOMOIE B i34 24 FEOE IR CITo7=,

TH B HIEE i R 2
iR B w2
pH-#EIML- R -FE- AR RBRAGE F—ar AL T AE-4020 (7 —211)
vty —F BNty [F R El
Wi A PR &
RE 3= AR H—
LbiE JEHTIE F UG R IETEF SU-202 (/L < BRFE)
TR LAF PR E AFVEME SR EEMRE SYTEEE BAS (ZATVNT4-)
7‘3) I AAT L YRFE Eills Eill
BRAT L IRFE GRS GRS
O AWEE

SHIOMEDOWT, RIE 3 AR RIZEIRL, BoU%., REMBLIEL T &EE Y77 M
IR EBIDBEAATIEARZAERL | KEYOFER, ZRPHERESNDECHAMZ R, $k,
L O FAEENT B (BRI LOFERNOREHETO A BOEE) BIOR S BA%RIZ4H
2T 5 HREIFROME S EN LN OEEFICE LB OBREZREICE B U, ok, HAIN
(2 4~5 B ORIETHEEHAERL COLEMITE R LR,

OLYT!

#5156 BD 15 BF 04 3 JORBANOMEMES 1 X 1 TRIBSE 7, BHIvEd, Ertil,

B OHEOIEAAT EARZERL CER LT, BNICER S DVITIBAATE AR I F A RS-
TaZRMSIEEL, ZO B AR 0 B EREL TENGFFICR U, KBRS R X OUEIRD TS

(XY, FIEBIE SR RHE 1 £T0 B HBLOEORICER LR B0 EK, ZRE (LR
WA/ R EMER) X 100, %), IEIRR (GRS L/ 2SR LT- MBI D) X 100, %) AFHL
70
AOSEHR - 531 - TR B IR B DB 4%

REME T 2F% B IR ST, Sk OFERIL, (24R 21 BN B0 R SnsECER,
FRTEFHITITUN, 16 BRE TIN5 TLEHNICSOWT, ZOHZEE 0 H (OhA) LU, S
REEDE BRI TBE TR LRI OV TUTU, BEFE TERD-TBIIZ DN\ Th, ko —
FERER RS L OEE IR DR BB O B OB AW LT, %I, WEREEZHE 1~4 B, &8
BB, SBBNZHOW T, IEIRBIE W8k 0 AD R A £T0 B 23R 7=, Fi-, FIRREHI
TEIRER AR LB R Bz BER R [ ERE/ IR S X 100, ) 2B HL,

@F M

HEDB 5K TR CIIR BB E B NE 5 F, FE 15 BiZkiT 288 ClXEE8 It

L7e 2PN DWW TER L AT o7, 43 M MED T G- T IFEIMR Cid, FIREZRRRY ik b B s L7

12
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BEED 5 BUZHOWTRMET o7z, VT T A MEOE G TRHIR CIIAHOBMEZTLE N 5
(BFAERNT 4 H), HE 15 BICBT5R CHREEBZCEL-2FIC S W TRMA T o7, VW
MBIRRIRT 18~24 PRS-, EEEREFEIRDOOLL T D). (2), G)DIRIZES 2 # 2 T
mi7=,

(1) MR E M HrEeEAl EDTA-2K

Q) MKFHRER GUgEA 7= BT DA

() MRAE(CFERER FUEER ~J
@M REHRE

B REMIC OV TLUTOEAERAL, FUBERAIEL T/ BN T A% AW TERRLE
MR M2 53 BEL T, 70‘51}\D‘/E“/H%EFH‘?%J:(ﬁ?ﬁ‘l‘ﬁiﬂ:%ﬁﬁj\l\ﬂ‘/ﬂf7°37\5&3/5#ﬁaﬁé”?ﬂﬂﬁ?b\ €D
foOIE B I HERERI L T EDTA-2K & W TR L= Mg 2 AW TRIE L,

IH B AllleeEs fif i 2%
R nEk$ (RBC) ERIRPUR ik B B i
XT-2000iV (VA AyJA)
H i Bk 3 (WBC) PR — P2 RN Ta—F AR AN—E [§ ]k
B MRSy 4E Eil Eill=
B AR M EK L 2R (RET%) Gl Gl
123 & (HGB) SLS ~E/ab ik Eii=
¥R M EREFE (MCV) 24 (HCTx1000/RBC) Eills
s iE (PLT) ERIEHUR L [k
~<h7YME (HCT) Ak [l k=
SE¥FR BRI AR & 2% (HGB%1000/RBC) Eils
(MCH)
IR L BR il SR IR 8 (HGBx100/HCT) Eill=
(MCHC)
EMEALE Sy ey R 7 T AFY eEEL R 4 B B M R EEE ) E 2R E
B (APTT) , CA-1000 (VA Ay 2)
7°ubrv e iR (PT) Gl El=
Ok ELFRE

BRI RENZOWTLL T OE A ZRE LT, FUEEEAIEL T U2 IV TERE L 72 ML 5 1.
REDBEL TRIE LT, 2%, BHN 2 MED —ERITFRIREREIC B 2R £ (T3, T4 BIO
TSH) #IE AL L TERFARTE (-T0CLLT) L7es, RRIROFREARERBLOZOMETORAETEE O
i Rinh | AR BT F IR R O B RIS Ll s o2 | IR VBB IR

L7207,

IHH BIER i MRS

W DR (TP) ELy bk , B BT ik
JCA-BM6010 ( H AEF)

TV IVIEREE (rALB) BCG 1 Eili=

' va—AyeE (Gle) - A¥¥P—t'-G-6-PDH Ak

¥avaFu— V2 E (TC) AVATR-MEFVA T -HMMPS ¥ [Fl E

NZVETANREE (TG) GPO-HMMPS i&. 70V igEE FLk

) BE'E ¥ (PL) ) A%y =t -DAOS ¥ il
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TH H BIE fiE 2R
JRFEZEFRIRE (BUN) CULT—t -GODHIE VY EER  BEIOTEE
- JCA-BM6010 (B AEF)
IVTF=U BRI (cre) Jafféi =il

v = NEINNT ANT = TEM [FCCiE [k

(y-GTP)

TV A7 78— 1E 4 (ALP) GSCCi% il

TANGF VBRTI )MV AT 27— M IFCCHE il

(AST)

TI=vTIN v AT 27— 1EME (ALT)  IFCCik Gl

LB K SEEESRTEME (LDH) JSCCHEVE{LRHIRTE Eill

VYT AIREE (Ca) OCPCi# Eill=
HAEUAE R BE (thil) BRIk s

)R (IP) BT TR E Eifl

ARV ERYR B (TBA) : BEEV A7V T Eilis

A/GLt 515 (rALB/ (TP- rALB)) Eill=
TR E R EE (Na) A4 BARE SHEERE oI EE

EA05 (27N T74—)

WYy sAA B (K) - Rk Il k=

WEAA VR (Cl) il Eils
WEHBRBLIURBREEER

LLUF OIS, M B IT S IS X — 7 NID LRREE T TR L7z, 2 LS o8
IR Z— L MY LRRERE T CRUIBOESE, 5l kEHRL,

*FRE yraallises) ERTOE
HE
B E & TR RG] BhE 42 HOEH  18~24 BeEHA G H20)
EIf=r k=37 E[4E 15 H 18~24 e & Elmrmlpl)
i3
pag il WE4BOEH  18~24 BRI CHRRFI2H])
RRUFNGIR Lo (RyiR)  (EIR26BFN%E  EEET
BT TA M (R 55 T BRI A) BELQBOBR  18~24 A (S E2H])
B 7T AN (AR H]) E{E15H 18~24 B[R Gl pl2H)
FET-E FET-HERR H FEii g9

EHNZOVWT, M, FRIRIRS L O B/, BIRR, DR, TN, B8, . B R, KR R,
CHISLIRERIZE) B KOS E (BRERE S o), N, FEOERERZHELL, o, £FIDMK., FHE. T
Heff, IREK (N—F— ) B FIRBLOFETIR, K&, FREB IO LR/ ME, JIR, D, ikl T
KBS, R, B, e, B, 2R, B, 285, 2%, EG. B, &R, BB, TERYL N,
R 3, RSB B BIR. BRI L OVGEER, R, & I8, Bk, KRB LUK
BRAE 86, BRk 5, 4B R, TR, BLOWEEERIL ., RFLE, BUSMLS N, A8 X IE
15 cm AAELAFOES T, [RE I 10%FHAEE /L <V P8R 5 mL LUF2EALEEL T
L CRIBEERICRIT U, R B I UM R LR T 7 RICEE (BRTE 10%PHEEERL <Y
W) U, T OMOZRE - MERE 10%H R E R~ ) EIRICE E LT,
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ek, NEBIOHE BEMEITFHEN RO LT
O EE R A

B GRETRICHIRL=BI 055 fETIEME S PE O RERONCEREROE 5 Fl, 77
FANETIIEMEZLE VR REED b bR RERED 4 Fl, 2T 21T o 7o FREE
RECIZEAERD 5 FICOWT, MERENREGE (REFELICESE RO OB ILBEERS D~
whF IV 2V (HE EARZERL BB TRELZ ERE LI

FECEMICOWTH RARIC, WM RE L LT, ok, IR TR ORI E THRRY
BHRGOEENRRSNARE MIC oW T, FRERO 5 flLEEHRR TRORBREI O
THREMBRERE TR L, £, FIRFFICRBT O AONICET SHARICBEL THFERIC HE A
R, B E L L7,

2) AR (F)
OH AR DB

HE 0 BICAFEREBSIOFREIREEMEERN L T, ERBLUNRFEOFELBEL, &
iR [ (BE)R 5K/ AR ER) X 100, %1, VR HEE R (HEEA R/ B RIEE) X100, %], HER[(ER
HH PEMESS/ FEAREN I E) X 100, ]3I O AR [ (HEEAR R4/ RENE SR X 100, %wlaB H LTz, 7, W
FO0~4 BET, A, ~BRBZEIEL, AR RMEE T REE RIS, FiERAEFRL(EE
4 BOERE/EE 0 BOERE) X100, W]ERE B LIz, £FRICOWTUL T 0 BXU 4 BICfE
BOEEERIEL , B LICHERER O FHEELENT5LEBIC HE 0 BBLU 4 HiCkiToMELH
[ Gl A2 JE 350/ A2 R X 100, w1 &2 B H LT,
@I

FECRIIAREROF ELBEL THRKRL, 10% P HERERI <) BRICEEL TREL, £7F
RIS 4 BIARTEOR ELHEL TERT AT R AR T IR EFESE TEHML, N
BOREOHELBEL,

6. T —F DML

PER DB LB DBERE . 2R R, ZIRRIT OV TIT Fisher DEBEMRBREEIT o7 (B EAK
Y 5%) , TEBRMVE R S EEOFRBEEBRFEREFR RO, L —FK3F L7275 —#1% Mann-Whitney @
UREICEY, S L —R DA FHEX Fisher D EHREFED FUREICLV BB LOMOAEEE
MREEAT T (B EAKLE:5%),

ZDOMDOT —H I AR LIS BLNTEH DT litter ZEDEEEE 1 HEARLL, VT IAMNEND
DT EDMDEEN T LTz, ZOBR, ST OXERD 2 BOBEITIE, £ F REZITW, AEE
DRBHENRTIIE Student’s—t HREEITo7, F REICBOTHEREESRO LN A1, Aspin-
Welch MREZAT o7z, AT OXE503 3 LA EDFEIL. 557, Bartlett DFVEIZ LV S DL WD —1k
PEIZDOWTIRE (BB K 5%) 21T o7, 5B~k ThoToBa I, — i BB D # st (F

15
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BOKUE:5%) 21TV, HERENCHBEAROSNHA 1L, Dunnett JBICEVE E LB E1T o7 (HE K
H6:5%), — . WTIDDEETHEDN 0 Lo A BL O ER— R T o 7285412, Kruskal-
Wallis DIBAZIRTE (B B KYE 5%) 217\, BEFEICHA BN RO OIS AT, Dunnett FLOME
WIS BB AT o7 (BB KK 5%),

FRIBIEDTELGEI>EHBOEERICFEEZRIZTRVOHIEERURARITEECEHE
hot=C&

[F B35 LR TE s Te KB DS REEIT
TN T2 & Nd 8o T,

!
i“\*”\“

BERITTERONOHLER L OREREHEZI20E D

AL ER AR

1. BB
1) —#%IREE (Table 1~Table 4, Appendix 1~Appendix 4)

HETIT, SECEMWIEI AN T, 150 mg/kg BEDOHE 6 Fllc—@MHEDOKENBRESIL, ZDHHD
2 il (Bh#y& 5 :M04038, M04045) TIIHHEEDEABBIRZ A, Wb 1~3 B CEEL:, &
57 B @IEOEENBIE S 150 mg/ke BEOME 1 Fl (EHE S :M04040) 1T, #5 42 H b
B RESOMT ., 3 H O A IILEIER TR, MR E#S L 0% ABlEshie, BIEHR P
A& e AR IED RE BRSNS 5T,

METIL, 150 mg/kg BEDIERELME 2 FIAKR S 7 A (BE S F06060) L35 19 H (BimEE:
FO6062) IZFET- LTz, FETUT-FERRECME 1 1 (Bnip&E 51 F06062) 1214, &5 3 BICEERBlESNE
25, ENLSMIFECEO—RBIC R B ITBESRd o7, MEOAEFHITIL, 150 mg/kg #EDIE
ZZECHE 1 61 (@3 5 F06059) 1248 5- 7 BDIRIR TR, MRk REE, 15 8 BhDEHEEORA D
BlEINZD, 45 11 BETIZEE L, ZOfth, 150 mg/kg BETIX, MR R (T 2V ) S 2EC M
1 5] (B4 55 1 FOA048) (2., RIE DS ZSHTME 1 B (Bh4EE 5 R04042) o L OEATHRME 1 ) (BYDE S
F06061) IZBIEZ ALy Wb —ilBtE Thodz, [ M FIIE, — IR B E B s
ISy

2

~—

FEMIZRAERBIER (Table 5~Table 6, Appendix 5~Appendix 6)

FHERBETIE, —RRBOBETERE N AL 150 mg/kg BEORE 1 Fl (BHES:
M04040) (253 <EN & B FIEE DL F 23, 150 mg/kg BEDIEAZELME 1 41 (BhinE 5 :F06059) (2 IARIRIK
T, R RENENENEE 42 B S 8 BTSN, TSNS, ML S 525N
EEMIMZELC, SR E R 5O EL RE T DB IR LRI T,
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3){KE (Table 7~Table 10, Appendix 7~Appendix 10)

B LRI ORETIZ, 150 mg/kg BRI EEINIHA A, &5 4, 21, 28, 35 LU 42 HDIE
B REEL L TR BITE T Lz, 50 mg/kg LT O T, IBRWER SO ELRE T 5K E
DOEAITFRO LN D T,

[E118 HART T ORETIX, 150 mg/kg BELXTRRBEL DR TH B EITFR DOV o7,

FEATIRME R & Lol T, R S HIM BRI OEEMMAEL T, SR ER S OF B RE T HRED
EALIERROH bivenoTz,

EIRHIE h B L OEE IR h DR EHER IO, R E O EE TR T HE(ITRDbeh o
7

4) fEEH & (Table 11~Table 14, Appendix 11~Appendix 14)

B 5P OHETIL, 150 mg/kg #EDOE S 1 BH(1~2 A),14 B(14~15 B)BLV 41 A (@4l~
42 B) O EN X IRIEL B L CHRBIZK FULE, 50 mg/kg LA T OBEOBELEIZIL, *HPRELE fhlik
LTHEEITRBOLN 2T,

[ AR R ORE T, R B 5 D BE R T A B B OB bhehoT,

W5 P OAEMETIL, 150 mg/kg FEOHRE 1 B (1~2 H) OEEEEN M RBEEL LB L TEEIC
KT L7228, FEREME OB EIC 1, BB LOEEHIM %@L T 150 mg/kg BEEXHBEEE DM
THEZEIIRDDNR) T,

AR P RO E M R OBEEICIT, RYER SO EL TR T IEITRD LN
Molz,

5) BEREiR A
Ol IcxHT 2R EB G (Table 15, Appendix 15)

BEBEBIZERL-TTATVROG, BILS . SR EN ., BABRIG., BIRF AL ST, AR (5
H) K&, IEM S ORE T, IEREMEE & TR T OBORE LB BV THLEFITR
HHIEDT,

@ J7HIE (Table 16~Table 18, Appendix 16~Appendix 18)

B 5B AN FE i U7 B 38 L OB R D48 I E Tl FECELMER & el b B E I 5.
2 N A Y N (ARG ISy gAY
@B EEENFE (Table 19~Table 21, Appendix 19~Appendix 21)

BB BRI B RESERCEEE AV CEHEILE 20 2E 0 XEB BB LU S L3y EEic
VX, FEATHOME R 3 Lo MERE L B BRI B I B DR B A TRE T AR RITBIES N e o7z,

6) JRf&Z (Table 22~Table 23, Appendix 22~ Appendix 23)
BESHMPRBIOEESFPICERLZRBAE I, A, BE., pH, B, &8, 5. 7R T

17



AR5 R-12-004

oy ) —Fr UYL, I, RE, W, FRIT AT IREE D) AAT IR BT
E&:\ %&gﬁ%gj&@@%ﬁﬁn S &)Bniﬁf))’)ﬁ_o

7) MESEFRE (Table 24~Table 25, Appendix 24~Appendix 25)
ORI

B 5 IR T REORETIL, 150 mg/kg BEORIRAR MEKELE (FH) 2. 340N A EIETL, w7 —
ZDOEFH (TREBH) & TlH o7, ZOMDE B ICHEBRYE O ELRETHELITRRO bNRd 2T,

e (B SR T EF) FRBR Bk Yo7V ¥y 18 +2SD
FER AR ML BR LR 4 20 3.44 3.03-3.86

*: 2011 %E 4 H ~2013 F 3 BICEML-0FA B DB A FRAE (L0 i LK) Zf

[F1E HARTRE T IEOHETIE, 150 mg/kg BED MCV (3 51.9 fL)DSxHRRREL LB L CH ZEIZEE ML .
MCHC(E® 34.8 g/dL)EE IR T LR, WTINbEET —2O#HE(FRBB)N THo7=2Emb,
BRI EHIWT LT, ZOMOIE B IZHBRME DR EE RIBTHE(LITRBD b ien -7z,

It (EIEAE T Rr) AR L UAUZ - i -#5)£25D
MCV 4 20 50.9 47.9-53.8
MCHC 4 20 34.7 32.9-36.5

*: 2011 A 4 A ~2013 4 3 AICEMLT-0FE B DB BREE (LA 15 A K) &4

@EEL
B 5 HIRR T RO 45 ik CIE, 150 mg/kg BEDRDRIRIMER LR (CFY 6.18%) 255 FREEL LLER L C
FEIKTLES, ERT —20O#@H(TREBB)NTH -,

S i (% 5RE T IRE) B E PN N8 ) ¥ +2SD
AR AR M BR EE =R 4 _ 20 8.65 4.83-12.47
*: 2011 ¥ 4 H~2013 4 3 A L:%ﬁﬁbf:{#/ﬁ\%ﬁ%ﬁ@ﬁﬁ:%ﬁﬁﬁ(izﬁ';fd:: HEHEK) 24

B G- HARM T RF O ZBLHE TId, WTHORERB IZBW O R E R 5O B ™R 5K
LIFFRD LI 2h 2Tz,

[EAE TR T D FEZCBCME T, W L ORE IR H ;’Dl/"C%’F&?ﬁ%g@ﬂ”i“%ﬁﬂé%ﬁ"%)%{t&i

RO HIIR DT,
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8) Mk A R4 (Table 26~Table 27, Appendix 26~Appendix 27)
QB

BEHME T RO/ETIL, 150 mg/kg BEORE HIRE (V15 5.0 g/dL) &7 VT IV RE (78
3.3 g/dL) A3t BREE L LI L THBITIR T L7,

T (F 556 THR) FRBR Bk VNI § e ¥y +2SD
REARE 4 20 5.7 5.4-5.9
TINTIEE 4 20 3.6 3.6-3.6

*: 2011 # 4 A ~2013 4 3 A1 L= O & B BR OB BREE (BER 5 A K) 266 H

[ EHARAE TR DO-ETIE, 150 mg/kg BEDOIEHBAIRE REBEERIEE B IV ALP x5t BIES bk
LCHEEICHEML,

OB Y

B S HIRTHE T R D431l Ci, 50 me/kg BEDRFBEBIBENSHHRIEL LB L CHBICIK T L2,
R &IRIF LB LTI o7,

e S HAM R T B FEACEOMETid, 150 mg/kg BEDRFEFIEE (V¥ 21 mg/dL) & ALP (1
137 U/L) S BREEL LB L CH BN LT, 2055, ALP 3B BT —20#HBE(TRE2B)ANT
botoid, REERREIIERELD T LB, ZOMOBREE B IERYE O EE RE S
HEITRD DD >T,

FEATHOME (B 548 T ) AR Bk %, S 35+ 2SD
IREZEZRE 4 20 18 16-20
ALP 4 20 156 84-229

*: 2011 4F 4 H ~2013 4 3 BICERLU 720G BR OB B (B T A A) 25

[E]18 IR T B O JEATEIME TIE, 150 mg/kg ORI L AT a— LR EE (S 68 mg/dL) A3 FREE
EHEBLUTHBIZEMUIN, a7 —40&H (FRER) N Tholz, ZOMOBRETE B IZHERY
B 50 B RETHEGITFRO DI oT-,

FERTEOME (118 745 T HRp) FRBR Fok V% Sy ) +2SD
RarxFo— LiEE 4 20 63 53~73

*: 2011 4 4 H ~2013 42 3 AIZFEM U7t RBR OB A BRaE (AR V5 A A 24
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9)#FEEE (Table 28~Table 29, Appendix 28~Appendix 29)
Ot

B G- HR T REOHETIL, 150 mg/kg FEIZIBV VTN, LolIFeds L OVl Mkt B A FREEE LR L
THERIVEFL, 2R R EEOMSEESABIEMUIZS, WTNLMRHIRHAEDOE NIk E
{bEHEESNT, £ DM, 150 mg/kg BEDEIE DX EEMS X REE LB L THBRIZEEMLT-,

EIE R T R OHETIX, 150 mg/kg BHEDLRIB OMext EEH X RS THARICIE T L
D3, FDOMOBPFEZREIZ 150 mg/kg BELXRIEL OB CHEZITFR DN 0T,
OB

5 BRI T RO 4ME Tl 50 me/ke BEDEEE Ot BRI RBELLBRL CEFRICE FL
73, IR LI LTl 8B BE R 50 EL R T 5B LIIERD b1,

# 5 MR TR DO IEREME T, BB IR 5 O EERE TR T, WThoOREEERICD
FONBIRD DT,

[E 18 R T REOMETIIM, R IR L ORIB O X EEA S TRBEL i L TR BIZIE F L2,
R R E DO ZIT O B e HEE SN,

10) F#aFT R, (Table 30~Table 31, Appendix 30~Appendix 31)
QD 54T RS R B

5 42 BOBBEIZHRUIZHEEY, XHRREE 7 1, 156 mg/kg #f 12 f, 50 mg/kg B 12 FlIBIO
150 mg/kg & 7 BIDOTIREET RILLL T DO@EI THD,

FaRR TrE, BF R b JOVINEAS 150 mg/kg D 1 Bz b7,

AT Cid, H@IED 150 mg/kg BED 1 FHTALNT-M, BEFRIES DA B L OB OREHis
50 mg/kg #ED 1 BlicEB BN,

B T, BB R E O KIEREZ (LAY 150 mg/kg BED 4 BlicAbiL, 20550 1 Fl(EME S
M04040) (I3 B RIS G S BTE L T AD R B B SN,

ZER5 T AEIEDRE IR EIEAY 150 mg/kg FED 1 Fl (B 5 : M04040) (ICBLES L, [AFID/NEIC
WX ADIFE D RBD LT,

B Ci, B2 16 mg/kg BED 1 Bl BB,

FEEL_LRTIE, BEMED/NEER 150 mg/kg BED 1 B (EHE S :M04039) 1238 b, BISLERE
BEO/NULLBESN, 2O, BISZIRO/NHELAEED/NU{ED 150 mg/kg BEOF 1 I CHL
gxniz,

@rEDEIEB S

G115 15 RICEHR LB, S IREE 5 B3 L T8 150 mg/kg BE 5 BT, S BBEED 1 BITRE B ik
BIOHE B GREBHDIIDH T, RME R 50O B RE T 5REIIBEIN 2D 0T,
@D I

WHBET- L7 150 mg/kg BEDIEAELME 2 B (?ﬁb%%&%ﬁ%%o\ F06062) DT RIZLL T 08y
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T b,

fifi Tl W EEBTES L OB 25 1 ] (B &E = 1 F06062) | REIREHS 1 Bl (B&E =
F06060) [Z78 8 bz,

i, Bk’ 1 41 (B#E 5 F06062) | R LU B AL 1§l (B E 5 F06060)
IZERH LT,

BB IOVNETIIATADEE N 2 FlICBES,

JREECId, MAPEDREFRE(LAS 1 5] (BIE 5 :F06060) ICBIZE ST,
@5y DIt 5446 T Rl 1]

WE 4 B O BISHIRRUIZ SR, TR 12 B, 15 me/ke #¥ 12 #1, 50 mg/keg B 11 BRIV
150 mg/kg & 12 FlOFKEET RITLL T D@D THD,

B i, IR RS 156 B UN50 me/kg BEDOS 1 ], R B HBICREIR @R 150 mg/kg
BED 1 FNCBERESNZ, REREED 1 FICH IR E KR FE M S b,

TE T, SEEROREEA 50 mg/kg BED 1 FllcHbLZ,
Oz R

PR 26 B AR BICHIR LI 50 mg/kg FEDAER] 1 41T, REITFZB DN T,
®Y 7T A MEDIR 54T kel iR 5]

#5542 H OB BIZHIBR U FEABME, EAREE 5 B30 150 mg/kg #f 4 BT, Al B KO K E
FRZE{E2S 150 mg/kg BED 1 FIZRRDHNTZN, ZOMOEMIC R EIIFRO HviehoTz,
@Y 774 MED BB H

18 15 BIZHIR U7 FEATEME, HHREE 5 FlR LU 150 mg/keg B 4 B ERETROLNah o7z,

11) FREE AR E (Table 32~Table 33, Appendix 32~Appendix 33)
O D1 54T W5

B TR BIOSE | SRR LN 150 mg/kg BED 5 FIC OV OREMAMEREL EiEL . &

DICH BRI E OB RBENIZBIZOWTIE, 15 BLUN50 mg/kg BED 5 SO Th R EARRE S
BEZEM LT, ZOM, TIRIEICEE PR LN EIC OV TCOREMME SR AL ER L, HE
HLRRET R LT OB THD,

FRRTIE, ZEEDS 150 mg/kg #ED 3 FlIZRD LN RO BERINT-E(LTh o7,

BT RIETBICAT P ERIZIEA 150 mg/kg D 1 BHIZRDBNTZ, TBRERELTH T,

Hm“ﬂi\ R PR TEIR AR OEFEDS 150 mg/kg BED 2 HlIcAHSIL. 9B 1 FIZIFRBMOHmB L
Fii RN AT R ERZE A BTN WIS RTRRBRC A DNZFT R ChY, ZXBRER B Th o7,
FECIE. PRI B B OREIEAS 150 me/ke BED 1 BT A L, 7 OIEREILHBREL L
B THE BRI U, $2, FFIgO/NAZEED 150 mg/kg BED 4 FIZEBIEESNZAS, SHFREELLLERL
THE B L ORREICH B ZEII R Tz, T O, RFIEDEFEL 150 mg/kg BED 1 HlZFRBH BT
BRI Cholz, FIREFIZIFIRIC R FEBRO LN 50 mg/kg BED 1 FITIE, AICRHELE
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o7 RRMEDEEFEL /MR FEA RSN, WL IR E IR ERE L ThoT7,

BiT'E TiE, 150 mg/kg BEIZISV VORI T #kIZ 8- EE 0O 28 hE PEAI AR 12T 36 & OVKE AR & J8 /R 1S T ik
W OKIED 3 Fl, BEOVOAD 2 fl, Z<RE DR LEBFRL 4 PliBESh, RTr-LE
FE AR RO BEEE 130 B S LB CA EICHEM U=, 50 mg/kg LA T ORETIL, /il B DR FIIBESH
Iphot-,

BRE CiE. 150 mg/kg BTV THIE FHOAKBELODA D E 1 FISED SN Wb IKHE
B2 L THY, 50 mg/kg LLFOEETIL, JRE OB EITBEINeh o7,

22Tl FIRRBR IR OB R AR BIZS L 150 mg/kg BED 1 B (BB :M04040) TZK
BEROLANBEINT,

E5 T, FIREFIC B E DAL 16 mg/kg BED 1 Fl CRENSHERIN,

g cid, xtRREEE 150 mg/kg BED RGN EMLIB I UG EBREDILEPBEINTD,
150 mg/kg BEEXTREEL ORI CREDEI 2h o7, €O, ANRFEOZENED 150 mg/kg D 1 FiliC
BEINID, SBEREN ThoT, |

BRI, 150 mg/kg BEICESWC R E ORI EMERME DS 3 B, AT FAEDS 1 B, R DY /35K
R 3 B, EALRAE OEWEILIRD 1 B, REOFZEILEDR 2 BlIBO LIV, xHRERE L
THERBIOREDZEITRN T,

BT, JORE RO IERAS 150 me/keg FED 1 FlCHBNIA, TEERELThH 77,

FEBCIE, MO REME ZEHEAS 150 mg/kg BED 1 BlIZALIL, FEE EROZEREZ o TR,
WL I ERE Tholz,

AR Ci, 150 mg/kg BEIZISVWTERED 2 B, FEOV BRI 1 FllCBEShTs, XTHR
B L CHEBLOREOZEIIRD)0T,

FEEECIL, IR ZEMED 2Dz 1650 mg/kg BED 2 BB ERZERAROONIZ,

EEE AR TIE. 150 mg/kg #ED 1 B Z<BRELRFERED A BN,

QD EIER ]

B8 15 HICHIR LT BRI O 150 mg/kg BED 5 iz oWTIE, BEK TEOEIREICHER
WHEORENRESN B IOV ORI ERE L L7z, TORER, BEIIRBOLNRNoT,
) oY Am!1]

FELL7= 150 mg/kg BEDIEASHECME 2 5] (EhE B :F06060, F06062) iZ DWW TR EMERR T AL F
ML 7=, SR EAERERAT R, LT @) Th D,

TRV REITHE, FEEDORRRvI/aTr—UN 2 flICBESNT,

FORIR T, % B 7Y 1 B (B 5 F06060) ICBIEES LT,

BRI, C<EREOEFLRE I TEEDO M YR ~raT r— UM 2 fliBRINT,

BTiE, BN P OIREN 2 FlicBEsh,

B, MBI S <R EE S/ 1TR B D AT ERIRIE DY 2 #ill, PEEDKIEDR 1 Fl (B

F06060) |22 X177,
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RUE Tl Z<RE DL P ERRED 1 4] (@3 5 F06060) (IZBi S,

I CIE, B T IC P EE R BIEEED 1 6l (B E 5 F06060) I8,

TS Tl RS TRk SOE MR I | KA E B T8 /K T RO A ER L OVR - L D@ ks
1 ] (B 5 FO6062) IZBIEINTZ03, Wb Z<RER B Th-oT,

FEfiE T, BREE SRR BE D A BE D ZEREDS 2 BlICEIERENT-, T DM, BESEL A 2 F, B
BROWLED 1 Fl (B E B F06062) ITBEIIL,

BT, IEALRAE OEREILIRS 2 FlCBIEINN, Z<XBRERE (L ThoT,

B CIE, FOREAIOIER S | ] (BYE 5 F06062) [ AN ess , & HREREL ThoTs,
@5 Wt DR -5 T B e

W 4 B OB BICHBRUD DS S R MEI T2 BREERB LN 150 mg/keg BED% 5 FlicDVy
TREMAMFRELERL ., SOICEBRMEORZEP RRENTZFIZTOWTE, 16 BLT 50 mg/ke
BED 5 FIZOWTHREMEAREL E LT, £OM, HIRFEICEEPRBOONIHEIZONT
TRERAL R R A M L7, TRERMLRRAT RIS L F DY Th D,

R Cld, ZATrEO MR SO (K& 7% 150 mg/kg BED 1 PllCBIEZINI-H, #HRY
B 5OREL RS TLELITFRD LN 5T,

FIAR G, Z<EREE/RZERNGD 150 me/kg BED 5 Bl (&6 IZRBD BN, MBBEEOEFIIHL A5
TR R ChoTz,

il Tl IR PICIAIR MR DEFEDS 150 me/kg BED 1 BNTERO BN, STHRELD 1 FlicbAbh
TeZBRERETH ST,

JFI T, 150 mg/kg BRI C, FIARE BRI RO REIEAS 4 B, /NAIZEREDS 3 4], FRJAE
DEEFER 1 FUZHDNTZD, WTNDIBRERZETHY, AL IR L THE D ZEL 2ol

AITE Tl FIRERCE O RE N HSIT 150 mg/kg BED 1 Fl(FE B :F04048) IZKEIE T RE D%
REVERIBRIR T, KB A B/ I T RO KERI VR T LR OBBERSBESNZ, TOM,
15 mg/kg BED 1 61l (B E 5 :F02024) ICOBABBERS NI, Z<BRER B TH o=,

IRE Ti, BIRERCE ORENHONT 150 mg/ke BED 1 5l (EBVE 5 F04048) 122 <RV
ARSI,

JHilgE G, st RRAEL 150 mg/kg BEDRFICIBEEIRINE LH/ME MM EINA, ZOREICH
BRI DT 2D o7,

BT, B DR B SRS B L ORI DOV BRIZ Y 150 meg/kg BED 1 RSB
D, TKRELRETHY., MEDV BRI REED 1 flob 2B,

JEELCIL. PASHINAROEAIAS 150 mg/kg BED 1 FIZRDOINT=D, TRERE(LTH -7,

FE T, SRRSO E 237D 572 50 mg/kg FED 1 5 (Ei#2E5:F03036) (- ZEMA HERR
SHI=DFHT, 150 mg/kg REZ R FIIBES W2 -1,
OV T FA MO B4 T IR R

B 54T BRICHIRR U 7= FEASECIE , F BREE 5 Bl LU0 150 mg/kg B 4 Bl0¥5 BEARRRET RALLL T O
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DTHD,

FARRCIE, Z<EREE FIITARE O ZERED 150 mg/kg BED 4 Bl (&) ICBIERSNA, FOEE B L
ORREICKHRIE D22 0T,

SN G, 150 mg/kg BEIZH3V T, FANRE MR FRERR DR (LAS 3 i, /NAZFREDS 4 BB S
723 WA IR ERE(LTHY, 3T RBEL IR CRE B IO E D ZEITeh o7,

AiT'E Ti REIR ik Z <R EE72 SE MEHRAGIRAM . KGN T 8 /RN T RR DR B 7o 1P & K
JERB L ORI LR O <EEZREM AL 150 mg/kg BED 2 FlicBlEZSNI,

PRI, BEAME I LB R DIEAE A BREL 150 me/kg BED I BB, TR CRRE
DFENIRD DT,

BB CIL. BB OH R EAME R ERIE DV ERIREDY 150 mg/kg #ED 3 BUIFRHHILIZA, W
THOIKEERENTHY, S REEL LB U CHEE D 2T 2T, Zfth, B6E OFLE L35
150 mg/kg #ED 1 FIZRHLNTZN | T<BRERELTH T,

SREECIE, IRARODIME/BEIRDIHEA 150 mg/kg BED 1 HHNIFRD BT,

@V 7T MO EIE B 24

6118 15 BICHIRUIZ FEASELME, STEREED 5 FlE LT 150 mg/kg BED 4 FIIDOVWTIL, 5T R
DERFI TR E DB TRBENT- B IS W TR B PREL ER LI, TORKBE, BRI
o7,

2. AEGHRE

DRI OSHELARE  (Table 34~Table 35, Appendix 34~Appendix 35)
BEBRBRICHERBMOREERULEMIL, WTNOR SHICBWCHDBIES N ol &5

B OSEH S G ER B 4. FEMA BDRRHER HETO BB LUZORICERLIZFE D

B BRI E e 5 DB R RR T AE(LIIRO o Tz, FHORZRBRRINTNE 100%5THY,

FEHRERIL 50 mg/kg BECARUED 1 HIERD LI ENE 91.7% TH 7203, £ LIMT 100% Th o7,

2) HERB I ORI  (Table 36, Appendix 36)
HRHIM B IO HERICHEBRME B SO EIIRO b7z,

3) B L UMHBEIRRE (Table 36, Appendix 36)
SRS B REEIL, W hoEhb B Ch-oTz,

4) R, FEREBIOFEKZE (Table 36, Appendix 36)
B EREBLOEREIHBRME R 5 OEEITRO LI >T,
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3. AR
1)&7F (Table 36, Appendix 36)

FEVR S HEEA R, o, AR MHER HAR HE 0 HBIUWE 4 B, e RERF
IR E RS OREBIIROLNIR 0T, 2, WE 0 BICHEROAREITBEIN 2D
2o

2){KE (Table 37, Appendix 37)

HE 0 HTIL, 15 mg/kg #EOHARKEMEMEEZRL, MEIRDKEIGHRHLILEL THREICE
TLZA, AEIKFE LI TR o1z,

WE 4 BTk, MERESD 150 mg/kg BEOERENSKHBELLBL THERICETLE, 201,
15 mg/kg REDMERDEEAH RSB L THRBICIE T L2, 50 mg/kg HEOHARMKEIZIT, Xt
FREEL L TR B ZI D o7,

3) HA IR %2 (Table 38~Table 39, Appendix 38)
H A B D — AR BB I WY BR W 15 5- D B4 TR T A AL A D72 o T, iz, 1T IR B IOV
B 4 BOEFROFHBRTIE, BFIIROLNRD 2T,

EE

MeREZ AR ECHT (2 DB L OREHIR ., 7O ONCHECII TR AR THRE B L CEF 42 B,
HECIHTREIMZEL CREMNEE 4 BEOIWK N-B-(NNN-UAFATIN T/ -1-A )V ]ATT
LTIREROKGL, MHET Y MO o R 53 L OEENE., 2o AR EFTER LV
FAERORBICRIETHEIC OV TREILE,

1. RE®REEE |

150 mg/kg BEOKE, ZRBLMEFS L OFEASALMEIC — @D ED B RS 7=, PEEEDOWRA | B FE
BT, IR T8N HFITRRO LN, ZRODIERITEREBFREDD O TR (R
5 R-12-003) 1BV THBIRIN TWODIEND, (B E R G- OREBLE 2 LD,

150 mg/kg BETIE, FERALME 2 FIASRPIET Ui, SETHORFREMEBERE TId, TR/ HiR0
Rz AT R~ 7 — U0 KAENEPIC P EEORBENBESIL, SBIC 1 FlOZKIENRDS
NI=ZENG, BHRBRORREMENE 2 6T, LU 6, £AFFIZB VTS, — Bt EOEECHEE
BEORAD LN, PR R EEZ R UTZEBMH RO N TWHIEND, R E O EICLYE T LA
REMEILE E CT&ERD 0T,

150 mg/kg BEDHETIL, B G- BRMAODIRE I ININE2SFED O, 150 mg/kg BEDLEIS LU ELMET
i1, BELEDIR TR AL, LHL, 150 mg/kg BEDAZALMEIS L UFEAZRLMETIT, AEHER TR
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B G5OREIIRDONIRINST 28D, R E RN U7 AR ESSIEHENL, #EEh b g
ICRHLL TV RSN,

150 mg/kg BEDOKETIL, MIRFHREICIS VTR MK FAE 27 —F D% Z TRl o7&
b, B EOEBIITRE CERNEE 2D, 28, RO S MO RR AR MR R DIR T A Hb0 7278,
BT —HZOHBANTHEZENOIERYE OB G IR U BTl ST LT,

150 mg/kg BEDRETIE, MREFREICBWTRERRELT VT LU REMETL., FIEOW
BAR AR A T, PIARE BEYE O FTRIRRD IERA LN LTe, ZIHDIED 0, 150 mg/kg FEDHET
L AREBIHNIC KBS SRR BIREBICh o7 e RSN,

150 mg/kg BEDIEAEMETIE, MR AE(LERE CRBERBEOHEMNHLIEN, REERBX
OB RO FEALR PR BBV TR E DR BLZRR T OEITRD O TN END, #R
WE D FETITIR NI,

B OB AR AT T, BT E TR T RO RJEMEM AR R RS E 6 & 36 JTOURE IR Tk
DKIE, ObAEIIR V- LR OB 150 mg/kg REOHE, 71kl JOGERBLMEBIZZ S, it
BT, B T RO KESIIIUSAM 150 mg/kg BEORER I ORI BEINTZ, ZhbDTld
O, FERWE D 150 mg/kg 1&. BICRIEEDELEF R TLHEEZ LN,

2. BEomEIE M

[ AR I, B2 & o —ARIR BB D B IIBIES VY| 150 mg/kg BEDHEIZ A DAL (A BN
I EOE THLRD LN ZENE, THLDEITEIE N RN EE 2 bID, Fiz, [E
BRI TROR BB ZRE I, SR TRICALNIZ B OREMEPIBD LN olc e
mb, BOBLEEHK T RICTHONICEIE T 55D LRI,

B8 IS T RO RETIE, 150 mg/ke BEDNEHBAIRE (£ 21.7 umol/L) | JREERIRE (K1
18 mg/dL) BE TN ALP (3F¥) 334 U/L) At BREEE I U CH RITHEINL 72, 2095 IBH OB,
BEREL TR TERT —FOHHICH T, REERIL 4 FlF 5 FINEERT —F00iE T
D EDEILL \ffﬂ%:‘@b@“ﬁuf‘é@o’f:o F7-. ALP 12 5 il 2 FIRE =T —40DiE T TEh, £
DB FIEDR B ETHNIFEREEZLND, UL EDTENS, [BIEA T RO kA LR R
THONIZNODEAGIE, WIS HEBRME K 5D TITRn LAl L,

HE (B4 T IRF) AL UL et 45 425D
B BATR B 4 20 18.6 5.4-31.8
REERIRE 4 20 15 14-16
ALP 4 20 270 172-368

*: 2011 F 4 H ~2013 4F 3 AIZEMmL-HrERBR OB A BREE (A R A AK) 26 5
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3. AFERAERFN
B 5 BB OMEH, ZRE, ITRRICHKBRME R 5O BT LN 0Tz, Fio, EIRBIMH.
HEER | SRR, HERRE, Bk, FHREB L OERBICH R EE 5 OEBRHALN20 o
7eZEDb, 150 mg/kg ETOHBRME L. BB O EFERE ) IR BE KIFIRWEE 2 b5,
HAEROEFEB IO RBICHFMER 5 ORBITRO NI 27273, 150 mg/kg BEDOHE
4 BOHAERKEMEEZRUIZZEDND, %&Sﬁ%’fg&"é&:J:Wkﬁﬁ@%ﬁbiﬁﬁ%%&&ﬁ”ﬂﬁﬁﬁ
MRS, |

4, EEMEE

150 mg/kg BEDOHETIL, BECHHEROB D ol D— RO E(LLEERT ., BICREMEE(L
B3, FIREOMETIL, BEEPHHEE DD 2L O —RIRIEOE(LL B ORIEMELE(LAFBOH DTN
b, MBS O KB H 5 F IR A M B (NOAEL) 1 50 mg/kg/day L¥IMrsviz,

150 mg/kg £TO A EICHEY ~DAFEBMERET HEITFRD SN Rh -T2, HE 4 BOW
AIRRED 150 mg/kg BETIR T LI2ZEnn, ARRBAEFMEICT 5 HEZMERIT 50 mg/ke/day &F)
Wi,
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Annex A

201249 A 24
FEMERE TRkt

@ & NIBCAFATINNToEAIRTTII R

HERE 5 R-12-004

Code No. 287-15921
Lot No. TLH9065

® B kg
HBREBE W RERE

it ) BEORERER BB~ TVEE, KR
R~k ]

"‘“m:a}ﬂ;ﬁi& BH RBREGGELALER
2APY)

b3 0.32% ERHERE

ER(Fr I Y—b 98.6% 95.0%L4 L

F 4 GO)

TEHE(IR) HE RBRES

EH4:(H-NMR) REES REBES

EHE(LCMS) HBEs HBRES

RREAR 2012/09/24

FRREAEE

* EEOBUABER L ET ET,
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Annex B-1
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Annex B-2
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Annex C

1. HBRMEREOREED TS X
O fEA%R
7 — U HFRHN 3 G EE E (FTIR-8300) B RUERT
BT R (LA230S) PRI A
©® BIESRMt
BIEFHE BAb BT KEER L
T B 4000~400 cm !
® BIEFIE
WHRWE 1~2 mg LD, DOIRIALTHHREL , ZHUTTHRINRILASZ WV LAY WA(%&%
YEFT 0.10~0.20 g Iz, BREZRORNIINTERL, BRI TR, XK TS
AIVTHNESRSEE T2, BRI TRHBREIGAY MERIZ RT3,

2. REBRAEDOBBRMERENEE

O HE
K (HPLC A) ik T3
A% J)—)v (HPLC A) FoyepigE T3
7k (HPLC ) FOCHiZE T 3
B LT N h— kT GRERER) ot T3
0 ABR RRIERFIR) Mz T3¢
HED A BRYE pH HZHERR S 2 & (pH 6.86. 25°C) Mz T3
&2 NV pH AEYEIRE 2 & (pH 4.01, 25°C) FYEAigE T3
© RmmoFAR(FRFEH)
1) BEME

W ERRF N A—KF 14 g [ KREZMNZ T 100 mL &35 (1 mol/L @ EE TN U AR
), 1 mol/L BEFREE TN LBRE OAZ ) —VE 1:9 v/VOBENGTRAEL-H. WABRTINZ
T pH 2.5 5% %,

2) FIRUR
TEN R ORRAZ ) — V% 1:1 v/VDEIESTEA TS,
@ fEHBES
BT XK (R200D) PRI R
HAZ =—LAB pH A—#— (F-22) WIS BVERT
EEIRIE v~ 757 (HPLC) VAT A BB ERT

FEMAL: LC-10AD VP (R7) | SIL-10AD VP (A —hA¥x7%) | CTO-10AC VP (77 LA —
7). SPD-10A VP (#:H28) . SCL-10A VP (3 AF Az ha—F)  DGU-20A,(FH v
#) . C-R7A ¥7-1% C-R7A plus (F—ZALFREEE)
@ IE¥EEEOTR
WERE A 50 mg ZREEICEY ., HINIKICEAEL CERIZ 50 mL &35, Z0O#K 2 mL Z1EREIZ
FFRRE N Z CIEREIZ 20 mL EUC, AR (3 100 pg/mL) &35, ZOEHEFEHK 1, 2, 3 :ro;tU
4 mL ZIEREIZED, HRREMLZ TENENIERIC 10 mL LU, AZREEKR (59 10, 20, 30 BLW
40 pg/mlL, FBE n=1) RT3,
® HEHFROFR
BERAED | mL ZIEREICED, FIRETEEARL., BUBHAK (1 20 pg/mL) #FAR 35, 3BHA
Wit |’ ESRIEOREDG n=3 TR S,
® MREROERBIOHBRYERNKRTHRYEREDEDY
%tﬂ('éﬂﬁz:}bcl:t)\ff“ﬁ%?’*?ﬁ%FJJE{WZWEJV]‘&774*— CXVRIET S, BmERRIT n=2 THIEL.
Bl N-DPS O —/mEELTHIRBELEIC, B/ _RIEICIVREREVER 75, REHARIX
%\ n=1 CTHIEL. Bbi7/z N-DPS @E—&ﬁﬁ?z))a FOBREREAWT, BEHATK T D N-DPS @
BEZRDD, I6IC, HREEERC TR SHBREST O N-DPS BEZE L., AREEICHT 5%
& (EE. %):J'ootv’é@l |EREDEHMEIZHTEIEL>E %) ZEE T3,
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Annex C {continued)

@ HPLC JESt

Ritas A YERER GERKE 210 nm)
T I I CAPCELL PAK CI18 MG II
(%2 4.6 mm, £ 100 mm, HI7 3 um, E4E &)
BEhE 1 mol/L w8 BT N D LR/ A% ) — VR (1:9 v/v) . pH 2.5
i 0.7 mL/min
7T LR TEIRE 50°C
Bl EIRE =i
AEHEA R 20 ulL
A =MD BRRIR AZ )V
VAT DA SOP/CHE/001 Zf€v>, ) E BAGRTIB I ORI TER TR I, FEHERE

(%9 20 pg/mL)% 1 B OREL, B — 7 REFIFR DL E A+ 3.0% L4
N, E— 7 EREOEEMN +5.0% AN THAZ LA TR T 5,

BUEO T '
SOP/CHE/001 IZHE\V, FHENREIIE DT 4 HTEZIUBEALTHZET 3 #7C. HIERER
FOCEHRIEREIIEDET 5 HT B2 CCHEDETE 4 HitERL. 58, THEERBLV
EO DX/ NI LT R 2 (2 UL AL OUMUELTE 1 i ETRR TS,
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Annex D
SOP/CHE/001
HEFIBERE 20104R4 H 23 H
B RE R R | RBREE | R-12-004 |
#8R GHR) E : N-[3-(N,N-AF LTI )0 ~-1-A VAT T ATIR FHRIEHA R :20124510H31H
o hE S - TLH9065 BIEAER B A 201245108318 A% 0 H)
PR B RS RAA B:20124511 A 8H (GA#uiz 8 BH)
PREEG . BB EYE
PRBLERE A B .
PEE [HIERE| a8 [iITbox Y 36 |AIERE| 482 iTbozxY Bz
(mg/mL) | &S | (mg/mL) (%) (%) % | (mg/mL) (%) (%) (%)
0.100 1 0.09065 90.7 102.6 10 0.08117 81.2 101.9 91.9
2 0.08694 | 86.9 98.4 11 0.08113 81.1 101.9 91.8
3 0.08746 | 87.5 99.0 12 0.07660 | 76.6 96.2 86.7
FHg | 0.08835 88.4 SEH) | 0.07963 79.6 90.1
1.00 7 0.9116 91.2 96.8 16 0.8985 89.9 99.8 95.4
8 0.9579 95.8 101.7 17 0.9086 90.9 100.7 96.4
9 0.9571 95.7 101.6 18 0.9007 90.1 99.8 95.6
SEHY | 0.9422 94.2 EHy | 0.9026 90.3 95.8
60.0 4 59.93 99.9 101.3 13 | 61.54 102.6 103.5 104.1
5 58.51 97.5 98.9 14 | 58.39 97.3 98.2 98.7
6 58.99 98.3 99.7 15 | 58.45 97.4 98.3 98.8
| 59.14 98.6 g | 59.46 99.1 100.5
a): HERIERFORTERE, /FHEEE X100 b): BHREREORIERE /& R EROSEARIE #E X 100

o) : HHIERFORIERE,/HIEIDFH I EREE X 100

%%tﬂa‘éﬂiﬁ#,ﬁb$w€§n§%m%n§)ﬁ§%iﬁgms5.o~115.0%\ Tz, FHEEDOIXSOENENENFEIIMED0.0~110.0% AN THY, 5o,
EIDRIEIIHEIZ T 2SR EHMB O RIE[O bt BER) OFEHIED90.0%2L &2 RTHIFE T3

o
en
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Annex E
- 30
SOP/CHE/001
R BALA 20104E4 A 23 H
| ReEs | R - 12- 004 |
2R -3y - A BRER
HRGITB)HE : N-B-NN-JAFLT I /)T ar 1AV FWHRIER R ;20124118128
AFFTNTIF
vy b&E : TLH9065 RIEER A : 201246115128
BE . BRESRAK
FRGRE | AERE | THAEERE & TiE & Ebho%
spEe| @ (B) (©) B/A X 100 Ve B/CX100
{mg/mL) | (mg/mL) (mg/mL) (%) (%) (%)
19 3.00 2.827 2.808 94.2 93.6 100.7
20 2.822 94.1 100.5
21 2.775 92,5 98.8
22 10.0 10.00 9.897 100.0 99.0 101.0
23 9.838 98.4 99.4
24 9.854 98.5 99.6
B 25 30.0 29.84 29.56 99.5 98.5 100.9
26 29.55 98.5 100.0
27 29.29 97.6 99.1

s

%

BEDIRH XA EHEDI.0~110.0%LLN LTS,
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 1-1. General conditions of male rats

Group Number of males Days of
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 6] 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Frc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post
Cantrol (vehicle: water for injection) Number of males 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
‘General appearance, No abnomality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Exerelion, Loos¢ stool Q 0 0 oo 0 0 0 Q 0 0 0 0 0 0 0 LU ) ) o [ 00 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [J [ 0 0 0 0 [ [
N-DPSI5 mgkg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 R 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12§12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 L] [ [ 0 [ [J 0 [ 0
N-DPS50 mykg Number of males 12 12 12 12 12 12 12 12 82 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No sbnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Excretion, Loose stool Q Q0 0 00 0 0 0 [ [ 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 o 0 0 0
N-DPS 150 mykg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12§12 12
General appearance, No sbnormality 1212 12 12 012 ot 12 12 12 12 12 e 12 12 12 12 12 12 12 12 12 12 12 12 12 f 12 12 12 12 12 62 12 12 12 12 12 12 12 12 12 12 12 12 12 o 12 12 12
Excretion, Loose staol ¢ 0 0 0 1 & 1 [ 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 o 1 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 o 0 0 0 1 0 [ 0
Pre: inisiration, Post: after inistrati (Continued)
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 1-1(continued). General conditions of male rats

Number of males
and general conditions

Group

Days of administration

26

27

28

29 30

31

32

33 34 35 36 37 38 39 40 41 42 43

Prc Post

Prc Post

Prc Post

Pre Post Prc Post

Pre Post

Pre Post

Pre Post

Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Number of males
General ap pearance, No abnormality
Excretion, Decrease in amount of feces
Excretion, Loose stool
Behavior, Decrease in locomotor activity
Body temperature, Hypothermia
Skin, Pale skin
Breathing, Dyspnca

Control (vchicle: water for injection)
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Skin, Pale skin
Breathing, Dyspnca
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Excretion, Decrease in amount of feces
Excretion, Loose stool
Behavior, Decrease in locomotor activity
Body temperature, Hypothermia
Skin, Pale skin
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Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 1-2. General conditions of male rats at the recovery period

Group Number of males Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: water for injection) Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N-DPS 150 mgkg Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 2-1. General conditions of female rats

Group Number of females i Days of administration
and gencral conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 7 2 2 2 2 o0 O O O O O ¢ O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 7 2 2 2 2 ¢ 0 O O O O ¢ O
Breathing, Irregular respiration ¢ 0 o ¢ 0 0 0 o0 0 0 o0 O 0 0 0 O © 0 0 0 ©0 0 0 O 0 0 O 0 o ¢ ¢ ¢ 0 0o 0 0 0 0 0 0 0 0 0 O
Breathing, Rale ¢ 0 o 6 o o0 o0 o0 o0 O o O 0 0 O O O O O © © 0 0 0 0 0 0 ¢ o ¢ ¢ 0o 0 0 0 0 0 0 0 ¢ 0 0 ¢ O
Excretion, Loose stool o 0 0 6 o0 0 0 0 0 0 o0 O 0 0 O O ¢ O O 0o 0 0 0 ¢ 0 0 0 ¢ 9o 6 0 0 ¢ 0 0 0 0 0o ¢ 0 0 0 O
N-DPS15 mgkg Number of females 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 9 8 8 3 3 o 0 0 o0 o0 0o 0 O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 %9 9 8§ 8 3 3 0 0 0 0 0o 0o o0 O
Breathing, Irregular respiration o o0 o 0o 0 o0 o0 0 0 0o 0 © 0 0 0 ¢ o0 0 0 0 0 0 0 0 O 0 O 1] o o0 0o ¢ 0o ¢ O 0 0 0 O 0 0 0 0 O
Breathing, Rale o o o 0 0 0 0 0 0 0 o 0 0 0 0 O O 0 0 o0 0 O 0 OO0 0 0 O 1] o 0 0 0 0 0 O 0 0 0 0 0 0 0 0 0
Excretion, Loose stool o 0 0 0 0 0 0 0 0 0 O 0 0 0 0o 0 0 0 O 0 O O 0 0 0 0 9o o0 0 0 ¢ O 0O 0 0 0 0 O O ©O0 0
N-DPS 50 mgkg Number of femates 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 8 8 4 4 1 1 o 00 0 0 0
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 & 8 4 4 1 t 0o 0 0 0 0 o0
Breathing, Irregular respiration ¢ 0 o 06 0 0 0 0 0 0 o0 0 0 O0 O o 0 0 ¢ ¢ o0 0 0o O O 0 o ¢ 0 0 0 0 0 0 0 O 0 0 0 0 0 0
Breathing, Rale o ¢ o 0 0 0 0 o0 0 0 0 O 0 0 0 0 O 0 0o 0 ¢ 0 0 0 O o 0 o0 0o 0 0 0 0 0 0 © 0 0 0 0 O
Excretion, Loose stool 0 0 0O 0 0 0 O 0 0 0 0 o0 o0 0 0 0 0 0 0o ¢ 0 0 0 © 0 0 0 0 0 0 0 0 O
N-DP$ 150 mgkg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4 3 3 1 1 1 1 1 1 1 1
General appearance, No abnormality 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1111112 12 8 8 4 4 3 3 1 1 1 1 1 1 1 1
Breathing, Irregular respiration o 6 0 06 0 0 0 © 0 © o0 0 O 0 ¢ 0 0 0 O 0 O O 0 O 1 1 1 1 o 0 0o 0 0 0 0 0O ¢ 0 0 0 O 0 0 O
Breathing, Rale 0 0 0 0 0 0 0 0 0 0o 0 o o 0 ¢ ¢ 0 0 0 0 0 0 0 O 1 1 1 ¢ 9 ¢ o 0 0 0 0 0 ¢ ¢ ¢ 0 O 0 ¢ O
0 0 0 0o 1 ¢ 6 0 ¢ 0 o0 0 0 0 ¢ 6 0 O 0 0 0 0 0 0 0 0 0 0 o 0 0o 0 0 0 O 0O O ¢ 0 0O 0 0 0 O

Excretion, Loose stool
Pre: Before administration, Post: afler istrati
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 2-2. General conditions of female rats, satellite group

Grup Number of females Days of
and general conditions 1 2 3 4 5 6 7 8 9 1 11 12 13 14 15 16 t7 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control (vehicle: water for injection) Number of fumales 0 10 0 10 10 10 10 10 0 10 ¢ 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 (0 (0 [0 10 [0 10 10 106 KW 10 10 10 10 10 10 10 10 10 [0 10 10 10
General appearance, No abnormality 0 10 (0 10 10 10 10 10 K W 0 10 10 10 10 10 18 16 10 @ 10 10 10 10 10 10 [0 10 (0 10 10 10 (0 10 10 106 10 10 10 10 10 1[0 10 10 10 10 10 10 10 10
Breathing, Dyspnea ¢ o 0 0 0 0 0 o 0 ¢ o 0 0 0 0 0 ¢ 0 o ¢ 0 0 0 0 0 0 0 o L) 0 0 0 0 0 0 ¢ o 0 0 L] 0 0 ] 0 0 0 0 0 0
Bady temperature, Hy pothermia o o 4 0 0 ] o o 0 0o 0 0 0 0 0 0 LU o 4 0 0 0 0 0 0 0 0 o 6 0 0 0 o 0 0 o o o 0 0 0 0 ] 0 0 0 o 0 i)
General appearance, Death ¢ o ¢ o 0 0 0 o ¢ ¢ o 0 0 0 ¢ 0 LU o 6 0 0 0 0 0 0 0 0 [} 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
Excretion, Loose stool o o 0 0 0 0 0 o ¢ 0 0 0 0 0 ¢ 0 0 0 o 0 o 0 0 0 0 0 o 0 0o ¢ 0 0 0 ¢ 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Excretion, Decrease in amount of feces 0 00 0 0 0 0 0 0 0 o 0 0 0 0 0 0 o 0 0 o 0 Q 0 0 0 o 0 0 6 0 0 i O 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0

N-DPS 150 mgkg Number of fomales 10 10 10 1¢ o 10 10 10 10 10 1060 16 10 9 9 ¢ 9 ¢ 9 9 9 9 9 9 9 9 g9 9 9 9 9 9 9 ¢ 9 9 9 & & & 8 8 8 B B8 8 8 R 8 8
General appearance, No abnormality 0 10 10 {0 9 10 10 10 (0 10 10 10 § 8§ 8 8 8 8 &8 &8 9 9 9 9 9 9 9 9 9 9 9 9 9 9% 9 9 8 &8 & 8 &8 8 8 8 8 8 7 8 8 8
Breathing, Dyspnea 0 0 (U] 0 0 0 0 0 0 0 0 1 i 1 1 1 1 1 1 0 0 0 0 0 Q ] 0 0 0 (U R ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Body temperature, Hypothermia 0 6 0o 0 0 0 0 0 0 0 0 O 1 1 1 1 1 1 e o 0 o0 0 0 0 ¢ 0 0 6 o ¢ 0 0 o0 o0 0 O 0o 06 0 0 0 0 0 0 0 0 0 0 O
General appearance, Death 0 0 0 0 0 0 0 0 0 0 0 0 1 o 0 0 0 0 0 o 0 0 0 0 0 ¢ 0 0 ] 0 (U 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
Excretion, Loose stool 0 0 0 o i 0 0 0 0 0 0 0 [} 0 0 0 0 0 o 0 0 0 0 o o 0 0 0 0 o o o 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 o 0
Excretion, Decrease in amount of feces 0 0 0 0 00 0 0 0 0 0 0 0 0 1 0 1 0 0 [ 0 0 0 o o 0 0 0 0 00 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration, (Continued)
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 2-2(continued). General conditions of female rats, satellite group

Group Number of females Days of administration
and gencral conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 4 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Control (vchicle: water for injection) Number of females 10 10 10 10 10 10 10 1 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 {0 10 10 10 10 5
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 t0 10 10 10 10 35
N-DPS 150 mgkg Number of females $§ 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 B8 8 B8 8 8 8 8 8 8 8 B8 8 8 8 8.8 8 8§ 4
General appearance, No abnormality 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 4

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 2-3. General conditions of female rats at the recovery period

Group Number of females Days of recovery
7 8 9 10

and general conditions
Control (vehicle: water for injection) Number of females
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General appearance, No abnormality
N-DPS 150 mgkg Number of females

General appearance, No abnormality
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 3. General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General ap pearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N-DPS15 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 t2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
N-DPS 50 mg/kg Number of dams 1 it 1 1111111111 ot o141 11111111111 11111111 1t
General appcarance, No abnormality L O T 5 e O S S S O S S O S S O S O L T O L O S O L O A S S L e L e L e o
N-DPS 150 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 3(continued). General conditions in dams during pregnancy

Group Number of dams ’ Days of pregnancy
and general conditions 14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: water for injection) Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 0 0 0 0 0 O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 0 0 0 0 0 0
N-DPS 15 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 ¢ O O O O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 0 0 0 0 0 0 0
N-DPS 50 mgkg Number of dams m 11 11 1 11 11 1 11 1r 1 1 11 11 11 1 4 4 0 6 0 O 0 0 0
General appearance, No abnormality 11 11 11 11 1t 11 11 11 11 11t 11 11 11 11 11 11 4 4 0 0 0 0 0 0 0
N-DPS 150 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 o0 O O O O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 O O O O O O O

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of dams
and general conditions

Days of lactation

0

1

2

3

4

5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Control (vehicle: water for injection) Number of dams 7 7 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 7 7 12 12 12 12 12 12 12 12 12
N-DPS 15 mgkg Number of dams 8 § 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 8 g8 12 12 12 12 12 12 12 12 12
N-DPS 50 mgkg Number of dams 7 7 11 11 11 11 11 11 11 11 11
General appearance, No abnormality 7 7 11 11 11 11 11 11 11 11 11
N-DPS 150 mgkg Number of dams 7 7 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 7 7 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 5. Detailed clinical observations of male rats

Initial number
Findings Group of P Days of ad Davs of recovery o

animals 8 15 24 30 36 42 7 14

{Posture in home-cage] Control(vehicle: water for injection) 12 ob 0 0 0 0 0 0 0 0
Crouching position N-DPS (15 mg/kg) 12 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 4] ] 0 0

N-DPS (150 mg/kg) 12 0 0 0 0 0 0 1 0 0

[Locomotor in home-cage] Control (vehicle: water for injection) 12 ob 0 1] 0 0 0 0 0 0
Decrease in locomotor activity 'N-DPS (15 mg/kg) 12 o 0 0 0 0 [} 0
N-DPS (50 me/kg) 12 0 0 0 0 0 0 0

N-DPS (150 mg/kg) 12 o 0 [ 0 0 0 1 0 0

[Hndling behavior] Control (vehicle: water for injection) 12 ob 0 0 1] 0 0 0 0 0
No resistance N-DPS (15 myg/ky) 12 0 [ 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 [ 0

N-DPS (150 mg/kg) 12 0 o 0 [ 0 0 0 4] 0

[Heart beats] Control (vehicle: water for injection) 12 ob [} 0 0 0 [} 0 0 0
bradycardia N-DPS (15 mg/kg) 12 0 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 [} 0

N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 0 0

{Body temperature] Control (vehicle: water for injection) 12 ob 0 0 0 0 0 0 0 0
hypothemia N-DPS (15 mg/kg) 12 [ 0 0 0 ] 0 [
N-DPS (50 mg/kg) 12 0 0 0 [ ] 0 o

N-DPS (150 mg/kg) 12 ) 0 0 0 [ 0 0 1] 0

[Fur] Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 0 0 0
Moist fur N-DPS (15 me/kg) 12 0 0 0 ] ] 0 [
N-DPS (50 mg/kg) 12 0 0 0 0 ] 0 0

N-DPS (150 mg/kg) 12 0 0 0 0 0 0 [ 0 0

[Skin color/Mucuous membranse] Control (vehicle: water for injection) 12 4] b 0 0 0 0 0 o 0 0
Abnormal N-DPS (15 mu/kg) 12 ] 0 0 0 0 0 ]
N-DPS (50 mu/kg) 12 0 0 0 0 0 0 0

N-DPS (150 my/kyg) 12 0 0 0 0 0 0 [ 0 o

{Lacrimation) Control (vehicle: water for injection) 12 0 b 0 0 ] 0 0 ] 0 [}
observed N-DPS (15 mu/kg) 12 ] 0 0 o o 0 0
N-DPS (50 mg/kg) 12 0 0 0 o 0 0 0

N-DPS (150 mg/kg) 12 0 0 0 o 0 0 0 0 0

[Piloerection) Control (vehicle: water for injection) 12 0 b 0 0 0 ] 0 0 0 0
Slight N-DPS (15 my/kg) 12 0 0 0 o [ 0 0
'N-DPS (50 mg/kg) 12 [} 0 0 0 [ 0 0

N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 0 0

[Respiratory rate] Control (vehicle: water for injection) 12 0 b ] 0 0 0 V] 0 [l 0
Hypopnea N-DPS (15 mg/kg) 12 0 0 0 0 0 0 0
N-DPS (50 me/kg) 12 0 4] 0 0 0 0 0

N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 0 0

[Stercotypy] Control (vehicle: water for injection) 12 ob 0 0 0 0 0 0 0 0
observed N-DPS (15 mgt/kgg) 12 0 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 () () [ 0

N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 0 0

" The recovery test was performed in 5 animals for each of the 0 and 150 mg/kg groups
® Values represent number of animals with the findings.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 5(continued). Detailed clinical observations of male rats

Initial number
Findings Group of Pre-treatment Days oftreatment MMDL

animals 8 15 24 30 36 42 7 14

[Urination] Control (vehicle: water for injection) 12 3 b 5 1 1 1 0 3 4 0
(frequency/30sec) N-DPS (15 mg/kg) 12 4 4 1 3 0 3
N-DPS (50 mg/kg) 12 0 3 1 0 0 2 1

N-DPS (150 mg/kg) 12 0 2 0 0 0 2 1 3 0

[Defecation] Control (vehicle: water for injection) 12 1 b 0 1 0 0 0 1 0 0
(frequency/30sec) ' N-DPS (15 mgrkg) 12 0 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 0

N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 0 0

® The recovery test was performed in 5 animals for each ofthe 0 and 150 mg/kg groups
® Values represent total score of each group.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 6-1. Detailed clinical observations of female rats

Initial number
Findings Group of Pre-treatment Days of administration i The lactation period
animals 8 15 24 30 36 42
[Posture in home-cage] Control (vehicle: water for injection) 12 o " 0 0 0 ] 0 0
Crouching position N-DPS (15 mg/kg) 12 0 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 ] 0 0 0 0 o
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 0o
[Locomotor in home-cage] Cantrol (vehicle: water for injection) 12 0o " 0 0 0 0 0 0
Decrease in locomotor activity N-DPS (15 mg/kg) 12 0 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 0 0 [N
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 0 M
[Handling behavior} Control (vehicle: water for injection) 12 o " 0 0 0 0 0 0
No resistance N-DPS (15 mg/kg) 12 0 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 0 0 [N
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 [
[Heart beats] Control (vehicle: water for injection) 12 0o * (] 0 0 0 0 0
bradycardia N-DPS (15 mg/kg) 12 [} 0 0 0 o 0 0
N-DPS (50 mg/kg) 12 [ 0 0 0 0 0 0 MR 4]
N-DPS (150 mg/kg) 12 0 0 0 0 0 4 4 (U]
[Body temperature] Control (vehicle: water for injection) 12 [ 0 [ 0 0 0 0
hypothemia N-DPS (15 mg/kg) 12 0 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 0 0 o
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 o 0w
[Fur] Control (vehicle: water for injection) 12 0o ° 0 0 0 0 0 0 0
Moist fur N-DPS (15 mg/kg) 12 0 0 ] 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 0 0 [N ¢)]
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 L 0]
[Skin color/Mucuous membranse) Control (vehicle: water for injection) 12 [ 0 0 0 0 0 o [
Abnormal N-DPS (15 mg/kg) 12 0 0 0 4 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 0 0 [ )]
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 [ ¢))
[Lacrimation) Control (vehicle: water for injection) 12 o * 0 0 0 0 0 0 V]
abserved N-DPS (15 mg/kg) 12 0 0 0 0 0 0 0 4
N-DPS (50 mg/kg) 12 0 0 0 0 0 0 0 [t ¢)]
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 ()]
[Piloerection] Control (vehicle: water for injection) 12 o ° 0 0 0 0 0 0 0
Slight N-DPS (15 mg/kg) 12 1] 0 0 0 1] 0 0 0
N-DPS (50 mg/kg) 12 0 0 ] 0 0 0 0 [V ¢))
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 [(I¢))
[Respiratory rate] Control (vehicle: water for injection) 12 [ 0 0 0 [ 0 0 0
Hypopnea N-DPS (15 mg/kg) 12 0 0 0 0 [} 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 0 0 0 (D
N-DPS (150 mg/kg) 12 0 0 4] 0 [} 0 0 [{ I ¢))
[Stereotypy] Control (vehicle: water for injection) 12 [ 0 0 0 [} 0 0 0
observed N-DPS (15 mg/kg) 12 0 0 0 1] [ 0 0 0
N-DPS (50 mg/kg) 12 0 ] 0 0 0 0 0 [N
N-DPS (150 mg/kg) 12 0 0 0 0 [ 0 0 [L Y]

" Values represent number of animals with the findings.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 6-1(continued). Detailed clinical observations of female rats

Initial number
Findings Group ) of Pre-treatment Days of adminis tration The lactation period
animals 8 15 24 30 36 42
[Urination] Control (vehicle: water for injection) 12 0? 0 1 0 0 0 0
(frequency/30sec) N-DPS (15 mg/kg) 12 0 0 0 0 0 0 0
N-DPS (50 mg/kg) i2 1 0 0 2 0 0 3 ¢))
N-DPS (150 mg/kg) 12 2 1 1 0 0 0 0 )
[Defecation] Control (vehicle: water for injection) 12 2 0 0 0 0 0 0
(frequency/30sec) N-DPS (15 mg/kg) 12 0 0 0 0 0 0
N-DPS (50 mg/kg) 12 0 0 0 0 0 0 0 (D)
N-DPS (150 mg/kg) 12 0 0 0 0 0 0 0 ¢))

* Values represent total score of each group.

Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 6-2. Detailed clinical observations of female rats, satellite group

Initial number

Findings Group of Pre-1 Days of’ ini i Days of recovery *
animals 8§ 15 24 30 36 42 7 14
{Posture in home-cage) Control (vehicle: water for injection) 10 ot 0 0 0 [1] 0 0 0 [}

Crouching position

N-DPS (150 mg/kg) 10 0 o ® o ® o0 ® 0 ® 0 ® o0 (3§ o @ 0o @
[Locomotor in home-cage] Control (vehicle: water for injection) 10 o® 0 o 1] 0 1] 0 0 o
Decrease in locomotor activity
N-DPS (150 mg/kg) 10 0 o ® o0 ® 0 (® 0 B 0 B 0 (¥® o @ o @
[Handling behavior] Control (vehicle: water for injection) 10 o' 0 0 0 0 0 [} 0 0
No resistance
N-DPS (150 mg/kg) 10 ] o ® 0 ® o0 ® o ® o0 B o0 & 0 4 0 @
[Heart beats] Control (vehicle: water for injection) 10 [ 0 0 0 0 0 0 0 0
bradycardia
N-DPS (150 mg/kg) 10 0 o 0o ® 0 @® o B 0 B (U ¢:)) 0 @4 o @
{Body temperature] Control (vehicle: water for injection) 10 ot 0 0 0 0 0 4] 0 0
hypothemia
N-DPS (150 mg/kg) 10 0 1 ® o6 ® o0 (B 0 (B o0 & 0 @ 0 @ 0 @
[Fur] Control (vehicle: water for injection) i0 ot 0 [ 0 [ 0 0 0 0
Moist fur
N-DPS (150 mg/kg) 10 0 0 ® 0 ® 0 ® 0 (® o0 (B 0 B 0 @ o0 @
[Skin color/Mucuous membranse] Control (vehicle: water for injection) 10 ob 0 0 0 0 0 1] 0 0
Abnommal
N-DPS (150 mg/kg) 10 0 o ® o0 ® o0 ® o0 ® o0 ® o ©® 0o 0 @
[Lacrimation] Control (vehicle: water for injection) 10 ot [ 0 0 0 0 0 0 0
observed .
N-DPS (150 mg/kg) 10 0 ¢ ®» o0 ® o0 ® o0 ® o & o0 ©® 0o ¥ 0 @
[Piloerection] Control (vehicle: water for injection) 10 o® V] 0 0 0 0 0 0 0
Slight
N-DPS (150 mg/kg) 10 0 0O ® 0 ®» 0 @& o0 ® o0 ® 0 @ o @ o0 &
[Respiratory rate] Control (vehicle: water for injection) 10 oP 0 0 0 0 0 0 0 [}
Hypopnca(dyspnea)
N-DI'S (150 mg/kg) 10 0 I ®» 0 (® 0 @ o0 (® 0 @® 0 (¥ 0 @ 0 @
[Stercotypy] Control (vehicle: water for injection) 10 ob 0 0 0 0 0 ] 0 0
obscrved
N-DPS (150 mg/kg) 10 0 o ®» 0 ® o0 ® o0 ®» o ® 0 (® o @ 0 @

* The recovery test was performed in 5 animals for the 0 mg/kg and 4 animals for the 150 mg/kg groups
® Values represent number of animals with the findings.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 6-2(continued). Detailed clinical observations of female rats, satellite group

Initial number
Findings Group of Pre-treatment Days of administration Days of recovery 2
animals 8 15 24 30 36 42 7 14
[Urination] Control (vehicle: water for injection) 10 1 ® 0 0 4 0 0 2 0 0
(frequency/30sec)
N-DPS (150 mg/kg) 10 0 0 0 0 0 0 0 o @ 0 @
[Defecation] Control (vehicle: water for injection) 10 1° 0 0 0 0 0 0 0 0
(frequency/30sec)
N-DPS (150 mg/kg) 10 0 o ® 0 ®»® o ® o0 ® o0 ®&» o0 ® o0 @ o0 @

*The recovery test was performed in 5 animals for the 0 mg/kg and 4 animals for the 150 mg/kg groups
® Values represent total score of each group.

Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 7-1. Body weights of male rats

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of males 12 12 12 12
Days of administration
1 3925 =+ 13.5 3924 = 14.6 389.8 =+ 17.0 3883 =+ 15.2
4 4039 <+ 12.7 4020 =+ 16.8 401.5 + 21.8 © 3830 =+ 19.5 *
7 411.7 =+ 15.0 4101 + 188 4082 + 26.2 3911 =+ 20.9
14 436.5 =+ 19.7 437.1 + 210 436.8 = 25.7 4126 = 311
21 4548 + 214 4533 + 223 4540 = 21.4 4313 = 28.1 *
28 4789 + 2438 4727 £ 285 479.1 = 25.9 4359 =+ 30.4 **
35 4936 + 289 .4898 = 294 4976 =+ 27.6 4527 + 30.4 **
42 5064 =+  36.0 503.8 + 353 5104 =+ 30.8 4492 + 36.8 **

Each value shows mean (g) £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 7-2. Body weights of male rats at the recovery period

Group Control (vehicle: water for injection) N-DPS 150 mgkg
Number of males 5 5
Days of recovery
1 4952 = 375 475.0 + 383
7 5162 = 37.1 499.2 + 357
14 5216 + 384 5122 + 384

Each value shows mean (g) = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 8-1. Body weights of female rats

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of females 12 12 12 12
Days of administration
1 2422 = 112 2464 = 156 2439 + 124 2426 = 147
4 2489 + 16.0 2513 = 143 2504 £ 12.0 2485 + 127
7 2559 + 164 2572 + 163 2556 == 117 2546 =+ 139
14 2644 + 184 266.6 + 18.9 2624 + 138 2653 + 139

Each value shows mean (g) £ S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).

Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 8-2. Body weights of female rats, satellite group

Group Control (vehicle: water for injection) N-DPS 150 mgkg
Number of females 10 10
Days of administration
1 2399 = 142 2452 + 116
4 2462 + 125 246.6 + 132
7 2552 + 119 2544 + 136 )]
14 2654 + 133 2708 £ 179 )
21 2780 = 177 276.5 + 19.0 t))
28 2885 <+ 189 2837 + 189 8)
35 2966 + 197 288.0 =+ 199 )]
42 2976 <+ 207 289.1 = 208 )]

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 8-3. Body weights of female rats at the recovery period

Group Control (vehicle: water for injection) N-DPS 150 mgkg
Number of females 5 4
Days of recovery
292.1 £ 257 2985 + 172
7 3044 + 299 3246 + 107
14 307.3 £+ 319 3299 + 118

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 9. Body weights of dams during pregnancy

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg

Number of dams 12 12 11 12

Days of pregnancy
0 272.0 + 185 277.6 = 19.9 269.2 £ 12.6 2704 £ 8.6
7 3119 £+ 223 313.8 + 17.9 3073 = 14.8 308.0 = 16.7
14 3474 + 212 3523 + 209 3443 + 16.8 3489 £ 18.6
20 427.0 £ 26.7 4370 + 29.3 4229 £ 22.8 438.0 £ 21.6

Each value shows mean + S.D. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 10. Body weights of dams during lactation

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of dams 12 12 11 12
Days of lactation
0 336.2 £ 32.0 328.7 £ 26.0 329.5 = 27.1 3297 £ 218
4 340.6 £ 26.3 3450 + 213 337.4 £ 153 3411 £ 216
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 11-1. Food consumption of male rats

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of males 12 12 12 12
Days of administration
1 307 £ 25 304 = 14 302 = 37 252 £ 49*
7 30.1 = 2.4 293 + 1.9 286 +£ 4.1 28.7 = 4.0
14 304 = 2.3 293 + 33 292 + 39 254 = 4.4 **
29 316 = 3.2 313 = 38 301 = 37 307 = 4.8
35 29.6 =+ 2.9 292 + 3.1 279 = 2.6 269 =+ 5.0
41 304 = 3.8 301 =+ 2.8 297 £ 3.4 18.9 = 7.3 **

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 11-2. Food consumption of male rats at the recovery period

Group - Control (vehicle: water for injection) N-DPS 150 mgkg
Number of males 5 5
Days of recovery
6 320 + 24 309 + 25
12 322 + 22 314 £+ 45

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 12-1. Food consumption of female rats

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of females 12 v 12 12 12
Days of administration
1 217 £ 22 195 = 42 198 + 28 182 £ 21*
7 205 + 41 207 + 1.7 208 + 25 197 + 21
14 219 + 28 205 + 22 200 £ 36 195 =+ 2.5

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 12-2. Food consumption of female rats, satellite group

Group Control (vehicle: water for injection) N-DPS 150 mgkg
Number of females 10 10
Days of administration
1 212 + 2.6 192 + 32
7 208 =+ 2.8 18.0 =+ 7.2 )
14 220 =+ 34 19.8 = 43 )
21 214 =+ 34 214 = 4.9 )
29 242 = 33 234 =+ 4.7 (8)
35 214 =+ 1.9 212 =+ 33 8)
41 208 = 3.8 163 = 6.1 8

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicle: water for injection) N-DPS 150 mgkg
Number of females 5 4
Days of recovery
6 226 = 46 263 £ 20
12 245 £ 46 255 £ 2.1
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 13. Food consumption in dams during pregnancy

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg

Number of dams 12 12 11 12

Days of pregnancy
0 212 £+ 25 239+ 27 222+ 33 199 £+ 34
7 274 £ 25 299 + 29 288 £ 35 285 £+ 48
14 278 + 34 306 £ 2.6 296 £ 3.1 283 &+ 3.0
20 257+ 34 259+ 5.1 272+ 32 29.0 £ 32

Each value shows mean + S.D. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 14. Food consumption in dams during lactation

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of dams 12 12 11 12
Days of lactation

3 428 + 54 46.5 £ 4.6 436 £ 7.0 456 + 7.5
Each value shows mean + S.D. (g).
Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 15. Functional findings of male and female rats at the last week of the dosing period
Group Control (vehicle: water for injection) N-DPS (15 mg/kg) N-DPS (50 mg/kg) N-DPS (150 mg/kg)

Male, Administration period

Number of animals 5 5 5 5

Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer’s reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyclid reflex 100 100 100 100

Female, dam

Number of animals 5 5 5 5

Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Female, Administration period

Number of animals 5 4

Righting reflex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 100
Preyer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 16. Assessment of grip strength of male rats at the last week of the dosing period

Group Control (vehicle: water for injection) N-DPS (15 mg/kg) N-DPS (50 mg/kg) N-DPS (150 mg/kg)
Number of males 5 5 5 5
Administration period .
Forelimb 1.063 = 0.180 1.116 + 0.108 1.164 = 0.086 1220 £ 0.032
Hindlimb 0.848 = 0.100 0.867 = 0.064 0939 £+ 0.094 0956 + 0.088

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 17. Assessment of grip strength of female rats at the last week of the dosing period

Group Control (vehicle: water for injection) N-DPS (15 mg/kg) "~ N-DPS (50 mg/kg) N-DPS (150 mg/kg)
Number of females 5 5 5 5
Administration period
Forelimb L114 + 0046 1.127 £ 0.076 1.137 = 0.080 1.089 £ 0.046
Hindlimb 0.507 £ 0.033 0520 =+ 0.029 0484 £+ 0012 0485 £ 0024

Fach value shows mean (kg) +£S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 18. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

Group

Control (vehicle: water for injection) N-DPS (150 mg/kg)
Number of females 5 4
Administration period
Forelimb 1.109 + 0.072 1.106 + 0.053
Hindlimb 0.488 + 0.042 0.511 + 0.060

Each value shows mean (kg) £S.D.
Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 19. Motor activity of male rats at the last week of the dosing period

Group Control (vehicle: water for injection) N-DPS (15 mg/ke) N-DPS (50 mg/kg) N-DPS (150 mg/kg)
Number of males 5 ‘ 5 5 5

Administration period
Ambulation (counts) .
Smin 1008 =+ 181 1185 = 58 1343 = 254 * 1223 =+ 114

10min 1031 + 104 ' 1084 = 204 1188 =+ 345 1117 = 105
15min 954 =+ 9% 1067 = 75 172 = 215 1051 = 345
20min 862 + 145 1046 = 64 1007 = 202 1050 = 214
Total 3856 £ 476 4382 = 363 4710 = 932 4441 = 642

Rearing (counts)

Smin 28 + 9 41 = 6 36 £ 11 38 + 11
10min 40 = 10 35 0+ 12 30 £ 4 31 % 4
15min 28 + 7 33 = 13 29 = 10 28 £ 16
20min 24 = 1 27 + 5 18 + 7 24 + 10
Total 120 = 26 136 = 30 113 =+ 24 120 + 36

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 20. Motor activity of female rats at the last week of the dosing period

Group Control (vehicle: water for injection) N-DPS (15 mg/kg) N-DPS (50 mg/kg) N-DPS (150 mg/kg)
Number of females 5 5 5 5

Administration period
Ambulation (counts)

Smin 1118 + 179 1090 =+ 87 1358 =+ 290 1187 = 178
10min 829 = 198 919 =+ 143 974 + 483 898 = 166
15min 564 = 69 749 = 259 910 + 353 755 + 185
20min 406 + 288 524 = 166 695 =+ 350 301 =+ 491
Total 2917 = 571 3283 + 424 3937 £ 1223 3142 + 826

Rearing (counts)

Smin 33 = 8 30 = 8 47 £ 14 25 % 12
10min 17 + 8 23 = 10 27 £ 12 16 = 8
15min 5+ 8 15 + 8 17 = 5 9 = 5
20min S + 7 14 + 8 7 + 5 6 = 13
Total 60 = 26 82 =+ 16 97 + 20 56 £ 32

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 21. Motor activity of female rats at the last week of the dosing period, satellite group

Group Control (vehicle: water for injection) N-DPS (150 mg/kg)
Number of females 5 4

Administration period

Ambulation (counts)
Smin 1203 + 134 1196 + 102
10min 1122 + 207 1140 & 75
15min 1053 + 246 1177 + 173
20min 910 + 220 1092 + 102
Total 4288 + 753 4606 + 334

Rearing (counts)

Smin 42 + 11 39 + 9
10min 38 + 9 36 + 11
15min . 27 + 11 45 + 13
20min 22 + 10 29 + 14
Total 129 + 38 149 + 43

Each value shows mean+S.D.
Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 22-1. Urinalysis in male rats

Quality”
Number - N o o

Group of males Color Turbidity ‘pH Protein Glucose Ketone Bilirubin  Occult blood Urobilinogen

Light yellow - 6.5 7.0 7.5 8.0 + + - - + + - - + + + +

Control (vehicle: water for injection) 5 5 5 0 2 2 1 1 4 5 1 3 1 5 5 0 0 4 1

N-DPS (15 mg/kg) 5 5 5 [} 1 1 3 0 5 5 1 4 0 5 4 0 1 5 0

N-DPS (50 mg/kg) 5 5 5 2 3 0 0 0 5 5 2 3 0 5 4 0 1 4 1

N-DPS (150 mg/kg) 5 S 5 0 4 0 1 2 3 5 2 2 1 S 5 0 0 4 1

Urinary sediments”
Specific Electrolyte, densityb) Electrolyte, gross volume”
Number Redblood  White blood Epithelial Urine volume” ) e e
Group of males cells cells Casts Crystals cells gravity (mEq/L) (mEq/24 hr)

- - - - & ¥ T x (mL/24hr) Na K cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 0 5 0 4 1 19.3 1.055 99.4 185.1 114.0 1.81 3.51 2.08
+4.4 +0.014 +33.7 +33.0 +39.2 +0.20 +0.65 +0.29
N-DPS (15 mg/kg) 5 5 5 5 0 4 1 5 0 16.2 1.060 108.9 187.5 1276 1.69 3.00 2.01
+3.6 +0.009 +274 +22.0 +224 +0.14 +0.59 +0.23
N-DPS (50 mg/kg) 5 5 5 5 1 4 (] 5 0 19.4 1.057 120.9 182.7 1376 226 345 2.61
+4.2 +0.010 +42.7 +43.2 +372 +0.48 +0.50 +0.51
N-DPS (150 mg/kg) 5 5 5 5 1 4 0 5 0 21.2 1.051 75.9 158.0 942 1.69 3.27 2.09
+6.6 £0.010 +26.6 +23.8 +43.0 +0.83 +0.80 £1.05

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative; +: slight; 2+: moderate

Protein, -: negative ; +: 10=and <30 mg/dL ; +: 30=and < 100 mg/dL; 2+: 100=and < 300 mg/dL ; 3+: 300=and <600 mg/dL ; 4+: 600 mg/dL <
Glucose, -: negative ; £: 30=and <70 mg/dL ; +: 70= and < 150 mg/dL ; 2+: 150= and <300 mg/dL ; 3+: 300=and < 1000 mg/dL ; 4+: 1000 mg/dL =
Ketone, - negative ; +: 5=and <10 mg/dL ; +: 10=and <40 mg/dL ; 2+: 40= and < 80 mg/dL ; 3+: 80=and < 150 mg/dL ; 4+: 150 mg/dL =
Bilirubin, -: negative ; +: 0.5<and <2.0 mg/dL ; 2+: 2.0=and < 6.0 mg/dL ; 3+ 6.0=and < 10.0 mg/dL ; 4+: 10.0 mg/dL <

Occult blood, -: negative ; +: 0.03=and <0.06 mg/dL; + 0.06=and <020 mg/dL ; 2+ 0.20=and < 1.00 mg/dL ; 3+ 1.00 mg/dL =

Urobilinogen, +: normal ; +: 2.0=and <4.0 mg/dL ; 2+: 4.0Sand <8.0 mg/dL; 3+: 8.0=< and < 12.0 mg/dL ; 4+ 12,0 mg/dL <

Red blood cells, - not observed

White blood cells, -: not observed; +: a few

Casts, -: not observed

Crystals, -: not observed; +: a few; +: abundant

Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean = S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 22-2. Urinalysis in male rats of the recovery period

Numb Qualitya)
er
Group of males Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
Light yellow - 7.0 7.5 80 85 + + 2+ - - + + - - + +
Control (vehicle: water for injection) 5 5 5 2 2 0 1 2 3 0 5 2 2 1 5 5 4 1
N-DPS (150 mg/kg) 5 5 5 2 1 2 0 0 5 0 5 3 2 0 5 5 5 0
Urinary sediments®
Urine Specific ity b)
o Number ~ Redblood ~ Whiteblood Epithelial e P Blectrolyte, density Electrolyte, o volume
oup of males cells cells sts rysta cells volume gravity (mEq/L) (mEq/24 hr)
- - - - + - (mL/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 1 4 5 26.1 1.049 98.0 166.1 112.8 229 4.00 2.65
+124 +0.016 +28.7 +36.8 +29.9 +0.24 +0.76 +0.20
N-DPS (150 mg/kg) 5 5 5 5 0 5 5 205 1.058 109.8 181.6 1283 2.24 3.67 2.59
+3.2 +0.008 +13.4 +19.9 +26.1 +0.39 +0.31 +0.46

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative; +: slight; 2+ moderate

Protein, -: negative ; £ 10=and <30 mg/dL; +: 30=<and < 100 mg/dL ; 2+: 100=and <300 mg/dL ; 3+ 300=and <600 mg/dL ; 4+: 600 mg/dL <
Glucose, - negative ; +: 30=and <70 mg/dL ; +; 70= and <150 mg/dL ; 2+: 150=and <300 mg/dL ; 3+: 300=and < 1000 mg/dL ; 4+: 1000 mg/dL <
Ketone, -: negative ; +: S<and <10 mg/dL; +: 10=and <40 mg/dL ; 2+ 40=<and <80 mg/dL ; 3+: 80=and < 150 mg/dL ; 4+: 150 mg/dL <
Bilirubin, -: negative ; + 0.5=and <2.0 mg/dL ; 2+ 2.0=and <6.0 mg/dL ; 3+: 6.0=and <10.0 mg/dL ; 4+: 10.0 mg/dL <

Occult blood, -: negative ; +: 0.03=and <0.06 mg/dL; +: 0.06=and <020 mg/dL ; 2+ 0.20=<and <1.00 mg/dL; 3+ .00 mg/dL =

Urobilinogen, +: normal ; +: 2.0=and <4.0 mg/dL ; 2+:4.0=and < 8.0 mg/dL; 3+: 8.0=and < 12.0 mg/dL ; 4+: 120 mg/dL <

Red blood cells, -: not observed

White blood cells, -: not observed; +: a few

Casts, -: not observed

Crystals, - not observed; +: a few; +: abundant

Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 23-1. Urinalysis in female rats, satellite group

Number Quality”
Group of Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
females Light yellow - 6.0 6.5 7.0 - + + - - + - - + +
Control (vehicle: water for injection) 5 5 5 1 4 0 2 1 2 5 3 2 5 4 1 5
N-DPS (150 mg/kg) 5 5 5 1 3 1 2 3 0 5 5 0 5 5 0 5

Urinary sedimentsa)

Urine Specific ity b}
Number Red blood White blood Epithelial " P e Electrolyte, density Electrolyte, gross volume
Group of cells cells Casts Crystals cells volume gravity (mEg/L) (mEq/24 hr)
females
- - - - + - + (mL/24hr) Na K Cl Na K Cl
Control (vehicle: water for injection) 5 5 5 5 3 2 5 0 11.6 1.059 88.9 147.6 86.4 094 1.64 0.98
+7.4 +0.018 +35.0 +41.5 +33.5 +0.42 +0.86 +0.63
N-DPS (150 mg/kg) 5 5 5 5 2 3 4 1 13.6 1.057 106.5 153.5 1187 134 201 1.53
+4.4 +0.015 +384 - 4253 +38.6 +0.29 +0.38 +0.38

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative; +: slight; 2+: moderate .
Protein, -: negative ; +: 10=and <30 mg/dL; +: 30=and < 100 mg/dL ; 2+: 100=and <300 mg/dL ; 3+: 300=and <600 mg/dL ; 4+: 600 mg/dL <
Glucose, -: negative ; %: 30=and <70 mg/dL ; +: 70=and <150 mg/dL ; 2+: 150=and <300 mg/dL ; 3+: 300=and < 1000 mg/dL ; 4+: 1000 mg/dL <
Ketone, -: negative ; +: S<and <10 mg/dL ; +: 10=and <40 mg/dL; 2+: 40=and <80 mg/dL ; 3+: 80=and <150 mg/dL ; 4+: 150 mg/dL <
Bilirubin, -: negative ; +: 0.5=<and <2.0 mg/dL ; 2+: 2.0=and <6.0 mg/dL ; 3+: 6.0=and <10.0 mg/dL ; 4+: 10.0 mg/dL <

Occult blood, -: negative ; £: 0.03=and <0.06 mg/dL ; +: 0.06=and <020 mg/dL ; 2+: 0.20=and < 1.00 mg/dL ; 3+: 1.00 mg/dL <

Urobilinogen, £ normal ; +: 2.0=and <4.0 mg/dL ; 2+: 4.0=and <8.0 mg/dL ; 3+: 8.0=and < 12.0 mg/dL ; 4+:12.0 mg/dL <

Red blood cells, -; not observed

White blood cells, - not observed; +: a few

Casts, -: not observed .

Crystals, -: not observed; +: a few; +: abundant

Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean & S.D.
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AERE B R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 23-2. Urinalysis in female rats of the recovery period

Number Quality”
Group of Color Turbidity pH Protein Glucose Ketone Bilirubin  Occult blood Urobilinogen
females Light yellow - 65 70 15 -« - - - - £
Control (vehicle: water for injection) 5. 5 5 1 4 0 4 1 5 5 5 5 5
N-DPS (150 mg/kg) 4 4 4 1 0 3 4 0 4 4 4 4 4

Urinary sediments”

; i b b
Number Red blood White blood o Urmeh) Spe‘flﬁ;’) Electrolyte, density ) Electrolyte, gross volume )
Group of cells cells Casts Crystals Epithelialcells  volume gravity (mEq/L) (mEq/24 hr)
females
- : N . n N (mL/24hr) Na K c Na K &l
Control (vehicle: water for injection) 5 S 5 5 3 2 5 18.6 1.045 832 158.9 100.6 1.53 2.95 1.85
+1.6 +0.006 +18.5 +9.4 +19.2 +0.32 +0.23 +0.25
N-DPS (150 mg/kg) 4 4 4 4 1 3 4 19.0 1.046 849 150.7 95.5 1.60 2.78 1.74
+5.6 +0.009 +8.4 +21.6 +18.8 +0.47 +0.52 +0.26

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative; +: slight; 2+: moderate

Protein, -: negative ; £: 10=and <30 mg/dL; +: 30=and < 100 mg/dL ; 2+: 100=and <300 mg/dL ; 3+ 300=and <600 mg/dL ; 4+: 600 mg/dL <
Glucose, -: negative ; +: 30=and <70 mg/dL ; +: 70=and < 150 mg/dL ; 2+: 150=and <300 mg/dL ; 3+: 300=and < 1000 mg/dL ; 4+: 1000 mg/dL <
Ketone, -: negative ; +: 5<and <10 mg/dL ; +: 10=and <40 mg/dL; 2+: 40=and <80 mg/dL ; 3+: 80=and < 150 mg/dL ; 4+: 150 mg/dL =
Bilirubin, -: negative ; +: 0.5=and <2.0 mg/dL ; 2+ 2.0=and <6.0 mg/dL ; 3+: 6.0=and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Occult blood, -: negative ; +: 0.03=and <0.06 mg/dL; +: 0.06 <=and <020 mg/dL ; 2+ 0.20=<and < 1.00 mg/dL; 3+ 1.00 mg/dL =

Urobilinogen, +: normal ; +: 2.0=<and <4.0 mg/dL; 2+:4.0=and <8.0 mg/dL; 3+ 8.0=and < 12.0 mg/dL ; 4+: 12.0 mg/dL <

Red blood cells, -: not observed

White blood cells, -: not observed; +: a few

Casts, -: not observed

Crystals, -: not observed; +: a few; + abundant

Epithelial cells, -: not observed; +:a few

a), values represent as number of animals

b), values represent as mean £ S.D.
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RERE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 24-1. Hematological findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) N-DPS (15 mg/kg) N-DPS (50 mg/kg) N-DPS (150 mg/kg)
Number of males 5 5 5 5
RBC (x10°/uL) 830 + 32 855 =+ 38 846 =+ 51 902 =+ 77
Hemoglobin (g/dL) 150 =+ 05 149 + 0.9 154 0.3 160 = 1.9
Hematocrit (%) 434 + 12 424 + 29 444 + 1.4 46.1 + 5.7
MCV (fL) 523 + 20 496 + 23 526 =+ 47 51.0 + 2.0
MCH (pg) 181 £ 03 174 =+ 0.7 182 =+ 1.1 177 + 0.5
MCHC (g/dL) 346 =+ 1.1 351 + 0.5 347 = 0.9 348 + 0.7
Platelet (X104/uL) : 109.7 = 9.8 1221 + 157 1127 £ 165 1115 + 224
PT (sec) ' 28 =+ 3.6 196 =+ 4.0 173 = 2.3 232 + 110
APTT (sec) 295 * 35 283 =+ 33 292 + 1.5 346 + 141
WBC (x10°/uL) 80.3 + 87 83 + 253 81.8 =+ 93 762 + 135
Differental leukocyte count (%)
Neutrophil 162 = 5.6 158 + 3.6 177 + 6.2 249 =+ 9.3
Eosinophil 20 + 0.7 14 =+ 0.4 1.8 £ 0.7 1.5 =% 1.1
Basophil 00 =+ 0.0 00 + 0.1 00 = 0.0 00 =+ 0.0
Monocyte 46 + 0.7 39 + 1.1 38 + 15 41 =+ 1.6
Lymphocyte 772 + 5.5 789 +* 39 76.7 + 7.0 69.4 + 105
Reticulocyte count (%) 334 0.54 336 + 014 287 + 076 234 £ 047 *

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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B 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 24-2. Hematological findings of male rats at the end of the recovery period

Group

Control (vehicle: water for injection) N-DPS (150 mg/kg)
Number of males 5 5

RBC (x10%/pL) 856 + 35 844 + 32
Hemoglobin (g/dL) 152 + 0.6 152 = 0.8
Hematocrit (%) 27 + 1.3 438 =+ 22
MCV (L) 499 + 1.3 519 £ 1.0
MCH (pg) 178 + 0.5 180 £ 03
MCHC (g/dL) 357 + 0.5 348 =+ 04
Platelet (x10*/uL) 1015 + 73 1136 + 126
PT (sec) 179 + 2.6 185 =+ 4.0
APTT (sec) 253 + 2.3 257 + 1.7
WBC(x 10°/ uL) 101.2 =+ 20.0 929 + 339
Differental leukocyte count (%)

Neutrophil 253 =+ 16.0 200 + 5.9

Eosinophil 13 + 04 14 % 0.6

Basophil 00 =+ 0.1 00 =+ 0.0

Monocyte 41 + 0.5 31 % 0.8

Lymphocyte 69.3 + 16.1 75.5 = 6.7
Reticulocyte count (%) 348 + 034 397 £ 058

Each value shows mean+S.D.
Significantly different fromthe control group (*

: P<0.05, **:P<0.01).
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REE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 25-1. Hematological findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) N-DPS (15 mg/kg) N-DPS (50 mg/kg) N-DPS (150 mg/kg)
Number of females 5 5 5 5
RBC(X104/uL) 717 + 36 ‘ 699 = 43 677 = 41 733 % 41
Hemoglobin (g/dL) 139 + 04 13.7 + 04 133 = 0.8 143 + 0.6
Hematocrit (%) 414 = 0.9 407 % 0.5 395 + 22 4.1 + 1.5
MCV (i) 579 % 2.1 585 % 33 584 =+ 0.6 575 + 1.9
MCH (pg) 194 + 0.6 196 = 0.8 197 + 0.3 19.6 + 04
MCHC (g/dL) 335 + 04 335 = 0.6 337 % 0.3 340 + 0.5
Platelet (><104/uL) 1369 =+ 199 1143 +° 135 1128 = 142 1163 + 127
PT (sec) 123 =+ 0.3 127 % 0.5 122 + 0.9 129 = 0.6
APTT (sec) 218 = 1.8 212 & 1.9 191 = 1.6 20.8 + 1.6
WBC(XIOZ/pL) 593 % 162 1119 £ 435 956 = 17.1 1051 = 322
Differental leukocyte count (%)
Neutrophil 262 + 6.2 332 + 93 294 + 3.0 256 = 133
Eosinophil L1 + 03 07 =+ 04 12 = 0.7 1.2 + 04
Basophil 00 + 0.0 0.0 % 0.1 00 =+ 0.0 0.0 + 0.0
Monocyte 58 + 14 44 = 1.2 46 + 0.9 46 + 0.8
Lymphocyte 669 * 54 616 + 9.3 648 + 6.7 68.6 + 134
Reticulocyte count (%) 8.84 = 1.65 820 = 124 868 = 118 618 = 1.16 *

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 25-2. Hematological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) N-DPS (150 mg/kg)

Number of females 5 4
RBC (x10*/uL) 776 + 50 802 + 25
Hemoglobin (g/dL) 146 = 0.7 148 + 0.2
Hematocrit (%) 921 + 2.5 418 + 0.3
MCV (fL) 542 + 3.1 522 + 13
MCH (pg) 189 =+ 0.6 185 + 03
MCHC (g/dL) 348 + 0.8 355 + 03
Platelet (x10*/uL) 1100 + 49 1069 + 121
PT (sec) 122 + 0.5 121 =+ 0.6
APTT (sec) 213 + 1.8 197 + 23
WBC (x10*/uL) 60.5 + 15.8 527 £ 186

Differental leukocyte count (%)

Neutrophil 142 =+ 4.5 ‘ 136 + 4.8
Eosinophil 19 + 0.7 25 + 1.0
Basophil 00 =+ 0.0 00 = 0.0
Monocyte 25 + 0.9 33 % 14
Lymphocyte 814 + 52 80.6 =+ 5.8
Reticulocyte count (%) 341 =+ 043 265 £ 053

Each value shows mean+S.D.
Significantly different fromthe control group (*: P<0.05, **: P<(.01).
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REREH R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 25-3. Hematological findings of female rats at the end of the recovery period

Group Control (vehicle: water for injection) N-DPS (150 mg/kg)

Number of females 5 5
RBC (x10*/pL) 790 + 26 794 * 14
Hemoglobin (g/dL) 148 + 04 147 = 0.6
Hematocrit (%) 423 + 0.9 418 + 0.6
MCV (fL) 536 = 14 $27 + 07
MCH (pg) 188 = 05 186 + 06
MCHC (g/dL) 350 = 04 352 £ 10
Platelet (x10*/pL) 1044 =+ 738 1009 = 82
PT (sec) 120 = 06 119 £ 05
APTT (sec) 215 + 2.7 192 + 2.1
WBC (x10*/uL) 517 = 145 49 + 14

Differental leukocyte count (%)

Neutrophil 16.7 %= 52 177 = 1.8
Eosinophil 21 + 0.6 22 + 0.9
Basophil 00 =+ 0.0 00 + 0.0
Monocyte ' 43 =+ 1.7 52 % 2.0
Lymphocyte 76.8 =+ 6.5 749 % 3.8
Reticulocyte count (%) 345 = 1.02 353 = 050

Each value shows mean+S.D.
Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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RERE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 26-1. Biochemical findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of males 5 5 5 5

Total protein g/dL 56 £ 02 56 £ 0.2 56 £ 02 50 £ 02 *%
Albumin g/dL 36 £ 0.1 36 £ 0.1 36 + 0.1 33 + 0.1 *E
A/G 1.85 £ 0.16 1.76 + 0.14 1.83 + 0.17 2.00 £ 0.31
Glucose mg/dL 137 = 5 136 + 4 143 + 11 122 + 13
Total cholesterol mg/dL 40 + 9 41 = 7 44 + 11 51 + 13
Trigly ceride mg/dL 27 £ 12 28 & 20 37 + 18 25 + 6
Phospholipid mg/dL 72 + 13 72 & 8 77 + 15 78 + 16
AST UL 75 = 27 58 + 6 78 + 19 121 + 99
ALT UL 33 £ 6 31 £ 7 30 + 4 57 + 39
v-GTP U/L 0£0 0+£0 0 £0 0 +£0
LDH UL 77 + 31 76 £ 21 134 + 60 265 + 239
Bile acid pmol/L 9.0 £ 40 112 = 4.7 65 £ 19 89 + 3.1
BUN mg/dL 14 =1 14 + 2 14 = 1 19 £+ 9
Creatinine mg/dL 04 £ 0.1 04 £ 0.1 04 =0 05 + 0.1
Total bilirubin mg/dL 0.05 + 0.01 0.06 £ 0.01 0.04 + 0.01 006 £ 0
ALP UL 335 + 50 288 + 12 297 + 57 263 + 128
Inorganic phosphorus mg/dL 6.1 + 06 62 = 04 6.1 = 0.6 7.1 £ 20
Ca mg/dL 92 £ 03 93 % 0.1 95 + 03 95 £+ 0.7
Na mEqg/L 1443 = 0.7 1432 + 0.7 144.1 + 0.5 1444 = 2.0

K mEq/L 402 £+ 0.11 403 + 0.13 376 + 0.18 391 + 0.21
Cl mEq/L 105.5 + 1.5 105.1 = 03 1048 = 0.9 104 + 4.1

Each value shows mean + S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEREF R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 26-2. Biochemical findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) N-DPS 150 mgkg
Number of males 5 5

Total protein g/dL 57 £ 02 58 £ 02
Albumin g/dL 36 £ 0.1 37 + 0.1
A/G 1.73 = 0.07 177 £+ 0.17
Glucose mg/dL 143 + 14 134 = 7
Total cholesterol mg/dL 48 + 7 47 £ 10
Trigly ceride mg/dL 18 + 9 20 £ 9
Phospholipid mg/dL 75 £ 9 78 =+ 9
AST UL 62 + 16 65 £ 9
ALT U/L 28 + 5 30 £ 6
v-GTP U/L 00 0 +£0
LDH U/L 155 + 50 242 + 73
Bile acid pmol/L 154 + 47 217 £ 32
BUN mg/dL 15 £+ 1 18 £+ 2
Creatinine mg/dL 05 £ 0 06 £ 0.1
Total bilirubin mg/dL 0.06 + 0.01 0.06 + 0.01
ALP U/L 231 + 13 334 + 63
Inorganic phosphorus mg/dL 62 £ 0.6 64 £ 12
Ca mg/dL 9.1 £ 03 93 + 02
Na mEq/L 1437 + 0.7 143.8 + 0.5
K mEq/L 3.53 + 0.17 370 + 0.08
Cl mEq/L 1063 + 1.6 1056 + 13

Each value shows mean + S.D.

Figures in parentheses indicate number of males.

Significantly different from the control group (*: P<0.05, **: P<0.01).

82



REBRE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 27-1. Biochemical findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of females 5 5 5 5

Total protein g/dL 59 + 02 59 £ 0.1 59 £ 04 57 + 02
Albumin gdL 40 £ 0.1 40 £ 0.1 40 = 03 38 &+ 0.2
A/G 2.10 £ 0.10 2.00 £ 0.08 2.07 £ 0.09 201 = 0.19
Glucose mg/dL 122 =+ 13 120 = 14 120 + 7 119 = 10
Total cholesterol mg/dL 61 = 19 48 + 5 60 = 11 53 + 13
Trigly ceride mg/dL 23 + 7 23 + 13 25 + 6 22 £ 6
Phospholipid mg/dL 107 + 23 100 = 9 112 + 12 102 + 17
AST U/L 97 + 31 163 + 68 98 =+ 23 124 + 47
ALT U/L 47 + 12 57 + 19 44 + 5 41 + 8
v-GTP U/L 0+£0 0 £0 0+ 0 00
LDH U/L 71 + 23 143 + 126 123 = 73 85 £ 59
Bile acid pumol/L 11.8 = 2.7 193 £ 73 19.8 £ 99 174 + 6.8
BUN mg/dL 19 + 1 17 £ 3 16 + 2 * 19 + 2
Creatinine mg/dL 05 £ 0 06 £ 0.1 05 =+ 0 05+ 0
Total bilirubin mg/dL 0.06 + 0.01 007 £ 0 0.07 + 0.02 0.07 £ 0.01
ALP UL 153 + 35 168 + 40 162 + 34 173 + 52
Inorganic phosphorus mg/dL 65 = 04 69 + 1.0 61 = 05 6.4 + 04
Ca mg/dL 10.0 + 0.1 100 = 04 99 + 03 96 + 04
Na mEq/L 1422 + 1.0 1413 £ 09 1408 + 0.7 1412 * 0.3
K mEq/L 3.77 £ 036 498 + 243 3.72 + 047 3.67 + 0.09
Cl mEq/L 107.0 £ 09 1065 £ 1.6 106.1 = 1.4 1069 + 0.8

Each value shows mean + S.D.
Figures in parentheses indicate number of females.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAE B R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 27-2. Biochemical findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) N-DPS 150 mgkg
Number of females 5 4

Total protein g/dL 62 £ 03 60 = 03
Albumin g/dL 43 + 0.2 41 = 02
A/G 227 £ 0.11 224 £+ 0.13
Glucose mg/dL 129 + 22 114 = 7
Total cholesterol mg/dL 70 + 13 66 = 5
Trigly ceride mg/dL 23 £ 13 23 £ 13
Phospholipid mg/dL 129 + 13 121 + 8
AST UL 61 + 12 57 £ 8
ALT UL 25 + 8 24 + 4
y-GTP UL 0+£0 00
LDH UL 95 + 55 69 = 32
Bile acid pmol/L 13.8 + 4.5 155 + 10.1
BUN mg/dL 18 = 1 21 + 3
Creatinine mg/dL 0.7 = 0.1 06 £ 0.1
Total bilirubin mg/dL 0.09 = 0.02 0.07 £ 0.01
ALP U/L 110 % 15 137 + 18
Inorganic phosphorus mg/dL 40 = 02 47 + 0.8
Ca mg/dL 95 £ 03 9.5 £ 0.2
Na mEq/L 143.2 + 0.9 1429 £ 1.0
K mEq/L 3.35 £ 0.12 337 = 0.20
Cl mEq/L 107.6 + 1.6 107.6 + 1.5

Each value shows mean + S.D.

Figures in parentheses indicate number of females.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 27-3. Biochemical findings of female rats at the end of the recovery period

Group
Number of females

Control (vehicle: water for injection)

N-DPS 150 mg/kg

5

Total protein
Albumin

A/G

Glucose
Total cholesterol
Trigly ceride
Phospholipid
AST

ALT

v-GTP

LDH

Bile acid
BUN
Creatinine
Total bilirubin
ALP
Inorganic phosphorus
Ca

Na

K

Cl

gdL
g/dL

mg/dL
mg/dL
mg/dL
mg/dL

5.9
4.0
2.09
106
58
11
109
72
27

80
12.0
20
0.6
0.08
194
4.4
9.2
143.1
3.48
108.5

B oW B H OB KK KW OH WK W N W K WK W K K K

0.3
0.2
0.08
10

12
10

20
3.1

0.01
25
0.5
04
1.1
0.12
1.9

4
58 £ 0.6
40 £ 0.5
224 + 0.24
111 + 12
68 + 6
12 £ 3
124 £ 13
89 + 22
39 £+ 24

0+0
87 + 42

144 £ 89
17 £ 3
06 = 0
0.10 + 0.03
176 = 61
50 £ 0.6
95 = 04

1427 + 0.3
335 £ 0.17

1069 + 1.2

Each value shows mean = S.D.

Figures in parentheses indicate number of females.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 28-1. Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of males 7 12 12 7
Body weight © 4755 = 36.2 4730 * 331 4753 + 289 4094 = 278 **
Brain {mg) 2088.0 = 83.8 2033.0 + 64.7 19905 =+ 64.8 19383 = 1452 **
(mg/g) 4,411 = 0.355 4316 = 0.305 4202 * 0.294 4.737 + 0.234
Thymus {mg) 3210 = 731 3181 + 787 3432 = 789 2755 £ 85.1
(mg/g) 0.674 = 0.144 0.669 = 0.146 0.725 % 0.174 0672 * 0.212
Heart {mg) 13546 & 89.7 1466.1 + 83.0 14185 =+ 95.0 1263.8 = 515 *
(mg/g) 2.937 0.116 3116 £ 0.311 2988 & 0.137 3.099 = 0.239
Liver (mg) 12405.1 x= 15124 12501.6 £ 13220 126664 £ 1292.0 106384 = 564.9 *
(mg/g) 26.079 = 2.408 26.387 + 1.330 26,620 £ 1.825 26061 = 1.825
Kidney (R) (mg) 15680 + 1469 16241 + 1395 1587.0 = 1315 14149 = 160.1
(mg/g) 3300 = 0220 3437 £ 0217 333 + 0132 3457 £ 0.340
Kidney (L) (mg) 15860 + 1050 16402 £ 1766 15665 + 1437 14191 = 1784
(mg/g) 3340 = 0.146 3468 = 0.263 3.293 = 0.190 3472 & 0.437
Kidneys (mg) 31541 + 2479 32643 + 306.3 31534 + 270.7 2834.1 = 333.0
(mg/e) 6.640 £ 0351 6905 +  0.449 6.620 + 0307 6929 +  0.766
Spleen (mg) 8004 = 154.4 809.5 =+ 85.7 886.5 * 118.6 7148 = 1344
(mg/g) 1.673 = 0.221 1.716 % 0.189 1862 0.198 1.746 = 0.322
Testis (R) (mg) 1699.6 =+ 138.9 16858 = 1114 1612.6 =+ 1704 16315 =+ 160.1
(mg/g) 3.589 + 0.369 3582 + 0.358 3401 = 0.384 3983 = 0.237
Testis (L) (mg) 17155 = 1514 16779 + 91.0 1603.2 + 1525 16553 * 1878
(mg/g) 3.616 = 0.313 3.565 £ 0.326 3381 % 0.351 4.038 = 0.291
Testes (mg) 34152 = 2839 3363.7 + 198.7 32158 = 3218 32868 =+ 3472
(mg/g) 7.205 = 0.673 7.146 = 0.679 6,782 0.733 8.021 + 0.523
Epididymis (R) (mg) 609.7 =+ 39.5 6340 = 392 5975 = 613 581.7 = 67.5
(mg/g) 1.288 + 0.118 1344 =+ 0.096 1.261 % 0.145 1421 % 0.146
Epididymis (L) (mg) 5911 % 373 6317 + 425 5868 = 52,0 585.2 & 81.3
(mg/g) 1.246 = 0.080 1.341 = 0.117 1.237 + 0.116 1428 = 0.175 *
Epididymides (mg) 12008 + 74.3 1265.7 =% 78.2 11843 + 111.9 11668 = 148.2
(mg/g) 2,534 =+ 0.197 2.685 & 0.208 2498 = 0.259 2849 0.320

Each value shows mean + $,D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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REAE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 28-1(continued). Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mg/kg
Number of males 7 12 12 7
Body weight ® 4755 % 36.2 473.0 =+ 33.1 4753 = 28.9 4094 = 27.8 **
Prostate, ventral (mg) 6129 = 125.2 558.7 + 159.7 620.7 =+ 1459 4353 £ 120.0
(mg/g) 1293 = 0.269 1.177 + 0.322 1.309 = 0.317 1.059 =+ 0.274
Seminal vesicles (mg) 1564.5 = 3258 1563.5 =+ 2304 16104 + 263.3 11829 = 4722
(mg/g) 3315 + 0.783 3321 + 0.529 3394 =+ 0.568 2871 =+ 1.119
Thyroid gland (mg) 204 =+ 37 21.6 = 5.0 186 = 34 16.4 =+ 2.6
(mg/g) 0.043 = 0.008 0.046 = 0.011 0.039 = 0.007 0040 =+ 0.005
Adrenal gland (R) (mg) 234 = 25 246 =+ 26 273 = 6.1 283 + 5.5
(mg/g) 0.050 = 0.007 0.052 =+ 0.007 0.058 = 0.013 0.070 =+ 0.016 *
Adrenal gland (L) (mg) 251 =+ 35 250 =+ 3.0 28.1 + 5.8 30.1 =+ 6.1
(mg/g) 0.053 =+ 0.009 0.053 =+ 0.008 0.059 =+ 0.013 0074 = 0.018 **
Adrenal glands (mg) 48.6 = 5.8 49.6 = 5.5 554 + 11.8 584 + 114
(mg/g) 0.103 =+ 0.015 0.105 =+ 0.015 0.117 + 0.026 0.144 =+ 0.033 **

Each value shows mean = S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 28-2. Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water {or injection) N-DPS 150 mgkg
Number of males 5 S
Body weight %) 4950 = 36.8 4855 = 327
Brain (mg) 20620 = 68.9 2040.7 99.5
(mg/g) 4178 = 0223 4217 = 0316
Thymus (mg) 2950 + 30.6 2826 + 828
(mg/g) 0597 = 0.065 0.579 = 0.155
Heart (mg) 14376 =% 101.6 1428.8 =+ 100.0
(mglg) 2912 + 0236 2948 + 0195
Liver (mg) 125206 = 1024.8 12612.9 = 866.1
{mg/g) 25304 % 1.174 25985 + 0.771
Kidney (R) (mg) 17092 = 1833 15527 £ 1859
(mg/g) 3460 = 0369 3206 £ 0.392
Kidney (L) (mg) 16824 £ 1118 15483 £ 1832
(mg/g) 3411 =« 0.292 3195 £ 0.369
Kidneys (mg) 33916 & 2887 3101.0 = 367.6
(mg/g) 6870 +  0.635 6401 + 0757
Spleen {mg) 7786 +£ 50.6 8190 = 106.3
(mg/e) 1581 +  0.162 1688 =  0.198
Testis (R) (mg) 16080 =+ 90.8 1683.6 + 1880
(mg/p) 3270 + 0383 3460 +  0.185
Testis (L) (mg) 15789 =+ 142.5 16729 =+ 186.1
(mg/g) 3213 + 0458 3440 % 0211
Testes (mg) 31869 + 2266 33565 * 3725
(mgg) 6483 =+ 0.832 6.900 = 0.391
Epididymis (R) (mg) 6675 + 56.4 6644 = 95.1
(mg/g) 1355 =+ 0.154 1.365 = 0.132
Epididymis (L) (mg) 609.3 = 71.7 638.8 & 72.8
(mg/e) 1237 + 0182 1314 = 0084
Epididymides (mg) 12768 + 1229 13032 + 1627
(mglg) 2592 + 0329 2678 + 0.200

Each value shows mean = S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 28-2(continued). Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water for injection) N-DPS 150 mgkg
Number of males 5 5
Body weight (® 495.0 = 36.8 4855 + 327
Prostate, ventral (mg) 539.2 = 84.2 5748 =« 111.4
(mg/g) 1.088 =+ 0.143 1.183 =+ 0.204
Seminal vesicles (mg) 1788.6 =+ 496.4 15878 =+ 198.6
(mg/g) 3592 + 0.832 3.283 = 0.476
Thyroid gland (mg) 179 =+ 4.5 147 =+ 4.6
(mg/g) 0.036 =+ 0.010 0.030 = 0.009
Adrenal gland (R) (mg) 274 =+ 4.8 216 =+ 1.8 *
(mgg) 0.056 =+ 0.011 0.045 =+ 0.007
Adrenal gland (L) (mg) 283 + 6.9 237 + 2.5
(mg/g) 0.057 =+ 0.015 0.049 = 0.006
Adrenal glands (mg) 55.6 = 11.6 453 + 3.7
(mg/g) 0.113 =+ 0.026 0.094 =+ 0.012

Each value shows mean + S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 29-1. Organ weights of female rats at the end of the dosing period

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of females 12 12 11 12
Body weight © 3044 %= 22,1 308.1 + 20.7 3048 = 164 3052 + 16.2
Brain (mg) 18979 % 53.5 19159 =% 86.1 19016 = 84.8 19309 + 1129
{mg/g) 6.263 % 0.458 6,238 =+ 0.398 6.253 * 0.404 6332 + 0.313
Thymus (mg) 2070 % 53.0 1792 43.9 216.0 = 62.5 2265 + 59.4
(mg/g) 0.678 =+ 0.159 0.583 =+ 0.142 0.708 =+ 0.199 0737 = 0.168
Heart (mg) 10308 = 81.4 9835 + 71.1 10115 = 453 9926 + 92,0
{(mg/g) 3394 0.261 3.197 = 0.198 3329 # 0.249 3249 % 0.197
Liver (mg) 100335 983.7 102146 = 835.0 9760.6 * 618.9 10130.1 =+ 935.1 N
{mg/g) 32989 =+ 2.652 33.189 =+ 2.198 32051 = 1.747 33209 + 2.762
Kidney (R) (mg) 10504 + 77.8 10501 + 1043 10265 * 60.2 10700 % 67.7
(me/e) 3464 = 0329 3410 = 0254 3376 % 0257 3510 + 0225
Kidney (L) (mg) 10367 = 73.0 10390 & 1127 1089.5 + 2841 10525 + 720
(mg/g) 3.419 % 0.312 3373 = 0.283 3576 = 0.900 3455 = 0.274
Kidneys (mg) 2087.1 148.6 20891 =+ 215.6 21161 = 286.1 21226 = 1358
(mp/g) 6.883 % 0.636 6.783 + 0.532 6952 # 0.925 6.966 = 0.489
Spleen (mg) 6962 =+ 1394 760.1 = 1244 7384 = 974 7843 % 118.1
(mg/p) 2275 % 0.347 2471 % 0.385 2428 = 0.341 2571 0.364
Ovary (R) (mg) 527 « 9.0 561 + 9.0 509 * 5.3 537 « 79
(mg/g) 0.175 % 0.037 0.182 = 0.023 0.168 = 0.021 0.176 = 0.022
Ovary (L) (mg) 507 + 63 526 * 62 538 * 76 534 2 63
(mg/g) 0.167 % 0.023 0172 % 0.025 0.176 = 0.022 0.175 = 0.015
Qvarics (mg) 1035 =+ 10.% 1087 = 10.7 1047 = 6.3 107.2 = 120
{mg/g) 0342 %= 0.048 0353 =+ 0.031 0344 % 0.021 0351 = 0.027
Uterus (mg) 6313 = 87.8 6352 % 92.0 634.1 % 66.5 646.6 = 61.5
(mg/e) 2080 % 0292 2057 + 0225 2087 +  0.260 2121 £ 0203
Thyroid gland (mg) 158 = 2.7 144 = 15 156 = 3.0 164 =+ 36
(mgle) 0.053 = 0010 0047 =  0.006 0051 % 0010 0054 = 0012
Adrenal gland (R) (mg) 382 * 6.1 384 * 56 330 % 29 * 389 + 42
(mg/g) 0.126 = 0.023 0.125 = 0.020 0.109 0.012 0.128 =+ 0.017
Adrenal gland (L) (mg) 400 = 5.6 399 52 363 = 2.7 425 + 54
(mg/g) 0132 = 0.020 0.130 = 0.018 0.119 = 0.011 0.140 # 0.020
Adrenal glands (mg) 78.1 =+ 11.2 783 10.3 69.4 % 5.1 813 = 93
(mg/g) 0.258 % 0.042 0.255 =% 0.036 0229 = 0.022 0268 = 0.037

Each value shows mean + S.D.
Figurcs in parentheses indicate number of males,
Significantly different from the control group (*: P<0.05, **: P<0.01).

90



HERE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 29-2. Organ weights of female rats at the end of the dosing period, satellite group

Group Control {vehicle: water for injection) N-DPS 150 mgkg
Number of females 5 4
Body weight ® 2843 164 2639 = 178
Brain (mg) 1896.1 =+ 37.5 1863.0 582
(mg/g) 6688 = 0.406 7077 = 0.374
Thymus (mg) 307.1 £ 1036 2842 % 373
(mg/g) 1.080 = 0.357 1075 = 0.099
Heart (mg) 909.1 + 58.3 8841 = 88.5
(mgfg) 3207 =% 0.271 3345 = 0.138
Liver (mg) 6874.6 = 5573 6976.6 = 7513
(mg/g) 24.186 = 1.460 26391 1.564
Kidney (R) (mg) 9148 = 538 910.1 * 96.2
(mg/g) 3221 = 0.157 3441 = 0.149
Kidney (L) (mg) 8958 = 59.3 864.8 = 85.5
(mg/g) 3160 = 0.275 3272 % 0.129
Kidneys (mg) 1810.6 + 1047 17749 + 1813
(mg/g) 6.381 % 0.422 6713 £ 0.275
Spleen (mg) 5846 = 422 5386 + 384
(mg/g) 2060 =  0.157 2041 = 0.047
Ovary (R) {mg) 485 = 9.1 46.1 =+ 8.6
(mg's) 0171 +  0.035 0174 &  0.027
Ovary (L) (mg) 2.7 + 1.1 391 =& 13.0
{mg/g) 0.151 = 0.009 0.148 = 0.047
Ovaries (mg) 913 =+ 99 852 % 17.7
(mg/g) 0322 = 0.041 0322 = 0.060
Uterus (mg) 5514 = 163.0 4254 = 517
(mg/g) 1953 = 0.627 1613 = 0.184
Thyroid gland (mg) 152 3.1 13.6 29
(mg/g) 0054 = 0.012 0051 =+ 0.009
Adrenal gland (R) (mg) 323 = 4.6 325 3.2
(mg/g) 0114 = 0.016 0.124 % 0.018
Adrenal gland (L) {mg) 339 = 3.9 347 = 39
(mg/g) 0.120 0.014 0133 =% 0.020
Adrenal glands {mg) 66.2 = 8.5 672 = 70
(mglg) 0233 £ 0031 0256 +  0.038

Each valuc shows mean + S.D.
Figurcs in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 29-3. Organ weights of female rats at the end of the recovery period

Group Control (vehicle: water for injection) N-DPS 150 mg/kg
Number of females 5 4
Body weight ) 286.1 + 29.5 3090 + 82
Brain (mg) 1908.5 =+ 159.0 18774 = 242
(mg/p) 6.699 = 0518 6.078 & 0.124 *
Thymus {mg) 2252 % 58.4 2465 = 425
(mg/g) 0799 +  0.247 0.799 = 0.147
Heart {(mg) 900.2 = 101.8 9344 = 45.0
(mg/g) 3.146 *  0.155 3.023 = 0.093
Liver {mg) 74699 + 1012.8 75516 = 567.1
(mg/e) 26.048 =  1.525 24422 = 1.385
Kidney (R) (mg) 9121 = 97.3 9548 = 538
{mg/g) 3.194 =  0.250 3.088 = 0.093
Kidney (L) (mg) o171 = 99.6 9397 = 61.4
(mg/e) 3214 = 0.281 3039 = 0.119
Kidneys {mg) 1829.2 % 196.5 18945 = 1152
(mglg) 6.408 + 0530 6.127 % 0212
Spleen (mg) 5546 + 79.6 540.7 = 282
{mg/p) 1.944 =  0.262 1.753 = 0.136
Ovary (R) {mg) 502 & 14.6 432 £ 9.4
(mg/g) 0.173 =  0.038 0.139 £ 0.027
Ovary (L) (mg) 477 10.1 439 & 7.7
(mg®) 0.166 +  0.025 0.142 = 0023
Ovaries (mg) 979 =+ 244 87.1 * 157
{mg/g) 0339 = 0.061 0.281 + 0.047
Uterus (mg) 568.6 =+ 67.3 499.8 % 202.0
(mg/®) 2002 = 0304 1617 = 0.660
Thyroid gland (mg) 148 # 0.6 136 = 15
(me/p) 0.052 = 0,005 0.044 £ 0.004 *
Adrenal gland (R) (mg) 340 = 8.6 288 + 44
(mg/p) 0118 =  0.023 0093 % 0014
Adrenal gland (L) (mg) 359 =+ 8.7 288 = 39
(mg/g) 0124 % 0.020 0.093 = 0.010 *
Adrenal glands (mg) 69.9 =+ 17.0 576 = 8.0
(mg/g) 0242 =  0.041 0.186 = 0.023 *

Each value shows mean + S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 30-1. Macroscopic findings of male rats at the end of the dosing period

Group Control (Vehicle) N-DPS 15 mg/kg N-DPS 50 mgkg N-DPS 150 mgkg

Findings Grade - P - P - P - P
Thymus

Discoloration, dark reddish 7 0 12 0 12 0 6 1

Small 7 0 12 0 12 0 6 1
Liver

Adhesion, with diaphragm 7 0 12 0 11 1 7 0

Nodule, site of adhesion 7 0 12 0 11 1 7 0

Whitish area 7 0 12 0 12 0 6
Stomach

Dark colored spot, mucosa, scattered, glandular stomach 7 0 12 0 12 0 6 1

Edematous, mucosa, forestomach 7 0 12 0 12 0 3 4

Retention, gas 7 0 12 0 12 0 6 1
Jejunum _

Dark reddish area, mucosa 7 0 12 0 12 0 6 1
Ileum

Diverticulum 7 0 11 1 12 0 7 0
Small intestine

Retention, gas 7 0 12 0 12 0 6 1
Epididymis

Small, bilateral 7 0 12 0 12 0 6 1
Prostate

Small 7 0 12 0 12 0 5 2

Seminal vesicle
Small 7 0 12 0 12 0 5 2
Notes) - :No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 30-2. Macroscopic findings of male rats at the end of the recovery period

Group Control (Vehicle) N-DPS 150 mgkg
Findings Grade - P - P
Epididy mis
Nodule, yellowish white, corpus, unilateral 4 1 5 0
Notes) -:No abnormal changes P : Non-graded change

Numerals represent the number of animals.

Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 31-1. Macroscopic findings of female rats at the end of the dosing period

Group Control (Vehicle) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg

Findings Grade - P - P - -
Stomach

Dark colored spot, mucosa, glandular stomach 12 0 11 10 12

Dark reddish area, mucosa, glandular stomach 12 0 12 0 11 11

Recessed area, mucosa, glandular stomach 11 1 12 11 12
Uterus

Nodule, cervix 12 0 12 0 10 12

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.

Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propy!]stearamide by oral administration in rats
Table 31-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) N-DPS 150 mgkg
Findings Grade - P - P
Stomach
Edematous, mucosa, forestomach 5 0 3 1

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 31-3. Macroscopic findings of female rats at the end of the recovery period

Group
Findings Grade
All organs and tissues

Control (Vehicle) N-DPS 150 mgkg
- P P

Notes) - :No abnormal changes P : Non-graded change
Numerals represent the number of animals.

Vehicle: water for injection
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 32-1. Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) N-DPS 15 mg/kg N-DPS 50 mg/kg N-DPS 150 mg/kg

Findings Grade - & + 2+ 3+ P NE - + 4+ 2+ 3+ P NE -+ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Brain 5 2 0 12 0 12 5 2
Spinal cord 5 2 0 12 0 12 5 2
Pituitary gland 5 2 0 12 0 12 5 2
Submandibular gland 5 2 0 12 0 12 ) 2
Sublingual gland 5 2 0 12 0 12 5 2
Lymph node, submandibular 5 2 0 12 0 12 5 2
Thyroid gland 5 2 0 12 0 12 5 2
Parathyroid gland 5 2 0 12 0 12 5 2
Thymus

Atrophy 4 1 0 0 O 2 0 0 0 0 O 12 00 0 0 0 12 2 21 00 2
Heart 5 2 0 12 0 12 5 2
Trachea

Cellular infiltration, neutrophil, submucosa 500 00 2 0 0 0 0 O 12 0 0 0 0 O 12 4 1 0 00 2
Lung

Accumulation, foam cell, alveolus 4 1 0 0 O 2 00 0 0 0 12 00 0 0 0 12 32 0 00 2

Cellular infiltration, neutrophil, alveolus, focal 4 1 0 0 O 2 00 0 0 O 12 0 0 0 0 O 12 4 1 0 0 O 2

Hemorrhage, focal 4 1 0 0 O 2 0 0 0 00O 12 00 0 0O 12 4 1 0 0 O 2

Mineralization, alveolus 4 1 0 0 O 2 0 0 0 0 O 12 0 0 0 0 O 12 500 00 2
Bronchus 5 2 0 12 0 12 5 2

Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3-+: Marked
P :Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 32-1(continued). Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) N-DPS 15 mg/kg N-DPS 50 mg/kg N-DPS 150 mg/kg

Findings Grade - +* + 2+ 3+ P NE - & + 2+ 3+ P NE - + + 2+ 3+ P NE - + + 2+ 3+ P NE
Liver

Fatty change, hepatocyte, periportal 050 00 2 0 0 0 0 0 12 1 0 0 0 0O 11 4 1 0 0 0 2 #

Fibrosis, around necrosis 500 00 2 00 0 0 O 12 001 00 11 500 00 2

Microgranuloma 05000 2 00000 12 01000 11 1 4 000 2

Necrosis, focal 500 00 2 0000 O 12 00100 11 4 01 0 0 2
Pancreas 5 2 0 12 1] 12 5 2
Stomach

Forestomach

Cellular infiltration, inflammatory, submucosa 500 00 2 50 0 00 7 50 0 0 0 7 303 00 1

Edema, lamina propria/submucosa 500 00 2 50 0 00 7 50 0 00 7 300 3 0 1

Erosion 500 00 2 S 0000 7 50 0 0 0 7 4 0 2 0 0 1

Hyperplasia, squamous cell 500 00 2 5 0 00O 7 500 00 7 2 40 00 1 #

Glandular stomach

Edema, submucosa 0000 2 0 0 0 0 7 s 00 0 O 7 51 0 0 ¢ 1

Erosion 500 00 2 50 000 7 50000 7 51000 1
Duodenum 5 2 0 12 0 12 5 2
Jejunum

Erosion 500 00 2. 00 00 0 12 00 0 00 12 4 1 0 0 0 2
Ileum

Diverticulum 5 0 2 0 1 11 0 0 12 5 0 2
Cecum 5 2 0 12 0 12 5 2
Colon 5 2 0 . 12 0 12 5 2
Rectum 5 2 0 12 0 12 5 2
Lymph node, mesenteric 5 2 0 12 0 12 5 2
“Spleen

Atrophy, white pulp 500 00 2 00 000 12 000000 12 4 100 0 2

Deposit, pigment, brown 00 410 2 00 000 12 00 00O 12 00500 2

Hematopoiesis, extramedullary 00 4 1 0 2 00 0 0 O 12 0 0 0 0 0 12 01 4 0 0 2

Notes) -:No abnormal changes +: Very slight +: Slight 2+ Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection
*P<0.05, **P<(.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 32-1(continued). Histopathological findings of male rats at the end of the dosing period

Group Control (Vehicle) N-DPS 15 mg/kg N-DPS 50 mg/kg N-DPS 150 mg/kg

Findings Grade - % + 2+ 3+ P NE - #* + 2+ 3+ P NE - & + 2+ 3+ P NE - * + 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 050 00 2 00 0 0 O 12 0 0 0 00 12 2 3 0 0 0 2

Cast, hyalin 5 0 0 0 0 2 00 0 0O 12 00 0 0 0 12 4 1 0 00 2

Cellular infiltration, lymphocyte, interstitial 4 1 0 0 0 2 0 0 0 0 O 12 00 0 0 O 12 2 3 0 00 2

Dilatation, lumen, distal tubule 50 0 00 2 00 000 12 00 0 0 O 12 4 1 0 0 0 2

Mineralization, cortex 3 2000 2 0 0 0 00 12 00 0 00O 12 320 0 0 2
Urinary bladder 5 2 0 12 ] 12 5 2
Adrenal gland

Hypertrophy, zona facsiculata 5 0 0 0 O 2 0 0 0 0 O 12 0 0 0 0 0 12 4 1 0 0 0O 2
Testis

Atrophy, seminiferous tubule, bilateral 5 0 0 00 2 0 0 0 0 O 12 0 0 0 0 0 12 4 1 0 00 2
Epididymis

Atrophy, bilateral 50 0 00 2 00 0 0 0 12 00 0 0 0 12 4 1 0 0 0 2
Prostate

Atrophy 500 00 2 00 0 0 0 12 00 0 0 0 12 311 0 0 2

Cellular infiltration, lymphocyte, interstitial 2 30 0 0 2 00 0 0 0 12 00 0 0 0 12 41 0 0 0 2
Seminal vesicle

Atrophy 500 00 2 0 0 0 0 0 12 00 0 0 0 12 302 0 0 2
Coagulating gland

Atrophy 500 00 2 00 0 0 O 12 0 0 0 0 0 12 4 1 0 0 0 2
Eyeball - 5 2 0 12 0 12 5 2
Harderian gland 5 2 0 12 0 12 5 2
Sciatic nerve 5 2 0 12 0 12 5 2
Skeletal muscle 5 2 0 12 0 ’ 12 5 2
Femur 5 2 0 12 0 12 5 2
Marrow, femur 5 2 0 12 0 12 5 2

Notes) - :No abnormal changes *: Very slight +: Slight 2+: Moderate 3+: Marked
P :Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).

100



B %5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 32-2. Histopathological findings of male rats at the end of the recovery period

Group Control (Vehicle) N-DPS 150 mg/kg
Findings Grade - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Brain 0 5 0 5
Spinal cord 0 5 0 5
Pituitary gland 0 5 0 5
Submandibular gland 0 | 5 0 5
Sublingual gland 0 5 0 5
Lymph node, submandibular 0 5 0 5
Thyroid gland 0 5 0 5
Parathyroid gland , 0 5 0 5
Thymus 0 5 0 5
Heart 0 5 0 5
Trachea 0 5 0 5
Lung 0 5 0 5
Bronchus 0 5 0 5

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 32-2(continued). Histopathological findings of male rats at the end of the recovery period

Group Control (Vehicle) N-DPS 150 mg/kg

Findings Grade - * + 2+ 3+ P NE - £ + 2+ 3+ P NE
Liver 0 5 0 5
Pancreas _ 0 5 0 5
Stomach

Forestomach 5 5

Glandular stomach 5 5
Duodenum 0 5 0 5
Jejunum 0 5 0 5
Tleum 0 5 0 5
Cecum : 0 5 0 5
Colon 0 5 0 5
Rectum 0 5 0 5
Lymph node, mesenteric 0 ' 5 0 5
Spleen 0 5 0 5

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 32-2(continued). Histopathological findings of male rats at the end of the recovery period

Group Control (Vehicle) N-DPS 150 mg/kg

Findings Grade - + + 2+ 3+ P NE -+ + 2+ 3+ P NE
Kidney 0 5 0 5
Urinary bladder 0 5 0 5
Adrenal gland 0 5 0 5
Testis 0 5 0 5
Epididymis

Granuloma, spermatic, corpus, unilateral 0 1 4 0 0 5
Prostate 0 5 0 5
Seminal vesicle 0 5 0 5
Coagulating gland 0 5 0 5
Eyeball 0 5 0 5
Harderian gland 0 5 0 5
Sciatic nerve v 0 5 0 5
Skeletal muscle 0 5 0 5
Femur 0 5 0 5
Marrow, femur 0 5 0 5

Notes) -:No abnormal changes =+: Very slight + : Slight 2+: Moderate 3+ Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 33-1. Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) N-DPS 15 mg/kg N-DPS 50 mg/kg N-DPS 150 mg/kg

Findings Grade -+ + 2+ 3+ P NE - * + 2+ 3+ P NE -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE
Brain 5 7 0 12 0 11 5 7
Spinal cord 5 7 0 12 0 11 5 7
Pituitary gland 5 7 0 12 0 11 5 7
Submandibular gland 5 7 0 12 0 11 5 7
Sublingual gland 5 7 0 12 0 11 5 7
Lymph node, submandibular 5 7 0 12 0 11 5 7
Thyroid gland

Ectopic thymic tissue 5 0 7 0 0 12 0 0 11 4 1 7

Ultimobranchial body 3 2 7 0 0 12 0 0 1 4 L 7
Parathyroid gland 5 7 0 12 0 11 5 7
Thymus

Atrophy 041 00 7 00 0 00 12 00 0 0 0 11 0 5 0 00 7
Heart 5 7 0 12 0 11 5 7
Trachea 5 7 0 12 0 11 5 7
Lung

Accumulation, foam cell, alveolus 4 1 0 0 0 7 0 0 0 0 O 12 0 0 0 0 0 11 4 1 0 0 O 7

Mineralization, alveolus 41 0 0 0 7 00 000 12 0 0 0 0 0 11 S0 0 00 7
Bronchus 5 7 0 12 0 11 5 7

Notes) -:No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from controlL
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 33-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) N-DPS 15 mg/kg N-DPS 50 mg/kg N-DPS 150 mg/kg
Findings Grade -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE
Liver

Fatty change, hepatocyte, periprtal 1 4 0 0 0 7 00000 12 00 0 0 0 11 1 4 0 00 7

Microgranuloma 4 1 0 0 O 7 00 0 00 12 0 0 000 0 11 2 3 000 7

Necrosis, focal 4 1 0 0 0 7 00 0 00 12 0 0 0 00 11 4 1 0 0 0 7
Pancreas 5 7 0 12 0 11 5 7
Stomach

Forestomach

Cellular infiltration, inflammatory, submucosa 50 0 0 0 7 6 0 0 0 O 6 5 0 0 0 0 7 51 0 0 0 6

Edema, lamina propria/submucosa 5 00 0 0 7 6 0 0 0 0 6 5 0 0 0 0 7 51 0 0 0 6

Erosion 5000 0 7 501 00 6 50 0 00 7 6 0 0 0 0 6

Hyperplasia, squamous cell 50 00 0 7 6 0 0 0 O 6 50 0 00 7 51 0 00 6

Glandular stomach .

Erosion 50000 7 6 0 0 0 O 6 500 00 7 51 000 6
Duodenum 5 7 0 12 0 11 5 7
Jejunum 5 7 0 12 0 11 5 7
Ileum 5 7 0 12 0 11 5 7
Cecum 5 7 0 12 0 11 5 7
Colon 5 7 0 12 0 1 5 7
Rectum 5 7 0 12 0 11 5 7
Lymph node, mesenteric . 5 7 0 12 0 11 5 7
Spleen

Deposit, pigment, brown 01 4 00 7 00 0 0 O 12 06 0 0 0 O 11 03 2 00 7

Hematopoiesis, extramedullary 00 0 5 0 7 00 0 0 O 12 00 0 00 11 01 0 4 0 7

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 33-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (Vehicle) N-DPS 15 mg/kg N-DPS 50 mg/kg N-DPS 150 mg/kg

Findings Grade - + + 2+ 3+ P NE -+ + 2+ 3+ P NE - = + 2+ 3+ P NE - + + 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 500 00 7 0 00 00 12 00 0 00 11 4 1 0 0 0 7

Cellular infiltration, lymphocyte, interstitial 4 1 0 0 0 7 00 0 00 12 00 0 0 0 11 4 1 0 0 0 7
Urinary bladder 5 7 0 12 0 11 5 7
Adrenal gland 5 7 0 12 0 11 5 7
Ovary

Increase, atretic follicle 5 0 0 00 7 0 0 0 0 O 12 00 0 0 0 11 4 1 0 0 O 7
Uterus

Cyst, cervix 5 0 7 0 0 12 0 1 10 5 0 7
Vagina 5 7 0 12 0 11 5 7
Eyeball 5 7 0 12 0 11 5 7
Harderian gland 5 7 0 12 0 11 5 7
Sciatic nerve 5 7 0 12 0 11 5 7
Skeletal muscle 5 7 0 12 0 11 5 7
Femur S 7 0 12 0 11 5 7
Marrow, femur 5 7 0 12 0 11 5 7

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 33-2. Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) N-DPS 150 mg/kg

Findings Grade -+ + 2+ 3+ P NE - + + 2+ 3+ P NE
Brain 5 4
Spinal cord 5 4
Pituitary gland 5 4
Submandibular gland 5 4
Sublingual gland 5 4
Lymph node, submandibular 5 4
Thyroid gland

Ectopic thymic tissue 4 1 4 0
Parathyroid gland 5 4
Thymus

Atrophy 1 2 2 0 O 0 3 1 0 0
Heart 5 4
Trachea 5 4
Lung

Accumulation, foam cell, alveolus 4 1 0 0 O 4 0 0 0 O
Bronchus 5 4

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 33-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) N-DPS 150 mg/kg
Findings Grade - £ + 2+ 3+ P NE - + + 2+ 3+ P NE
Liver
Fatty change, hepatocyte, periportal 1 4 0 0 O 1 3 0 0O
Microgranuloma 0 5 0 0 O 0 4 0 0 O
Pancreas 5 4
Stomach
Forestomach
Cellular infiltration, inflammatory, submucosa 5 0 0 0 O 2 2 0 0 0
Edema, lamina propria/submucosa 50 0 0 O 2 01 1 0
Hyperplasia, squamous cell 5 0 0 0 O 2 2 0 0 O
Glandular stomach 5 4
Duodenum 5 4
Jejunum 5 4
Hleum 5 4
Cecum 5 4
Colon 5 4
Rectum 5 4
Lymph node, mesenteric 5 4
Spleen
Deposit, pigment, brown 0 0 0 5 O 0 0 0 4 0
Hematopoiesis, extramedullary 0 4 0 1 0 03 01 0
Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

P :Non-graded change NE: Not examined
Numerals represent the number of animals.
Vehicle: water for injection
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 33-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (Vehicle) N-DPS 150 mg/kg
Findings Grade - £ + 2+ 3+ P NE - * 4+ 2+ 3+ P NE
Kidney
Basophilic tubule, cortex 4 1 0 0 O 1 3 0 0 O
Cellular infiltration, lymphocyte, interstitial 32 0 0 O 1 3 0 0 O
Mineralization, medulla 5 0 0 0 O 310 0 0
Urinary bladder 5 4
Adrenal gland 5 4
Ovary
Cyst, follicular/luteinized 50 0 00 301 00
Uterus 5 4
Vagina 5 4
Eyeball 5 4
Harderian gland 5 4
Sciatic nerve 5 4
Skeletal muscle 5 4
Femur 5 4
Marrow, femur 5 4

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 33-3. Histopathological findings of female rats at the end of the recovery period

Group Control (Vehicle) N-DPS 150 mg/kg
Findings Grade - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Brain 0 5 0 4
Spinal cord 0 5 0 4
Pituitary gland 0 5 0 4
Submandibular gland 0 5 0 4
Sublingual gland 0 5 0 4
Lymph node, submandibular 0 5 0 4
Thyroid gland 0 5 0 4
Parathyroid gland 0 5 0 4
Thymus 0 5 0 4
Heart 0 5 0 4
Trachea 0 5 0 4
Lung 0 5 0 4
Bronchus 0 5 0 4

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P :Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 33-3(continued). Histopathological findings of female rats at the end of the recovery period

Group Control (Vehicle) N-DPS 150 mg/kg

Findings Grade - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Liver 0 5 0 4
Pancreas 0 5 0 4
Stomach

Forestomach 5 0 4 0
Glandular stomach 5 0 4 0
Duodenum 0 5 0 4
Jejunum 0 5 0 4
lleum 0 5 0 4
Cecum 0 5 0 4
Colon 0 5 0 4
Rectum 0 5 0 4
Lymph node, mesenteric 0 5 0 4
Spleen 0 5 0 4

Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 33-3(continued). Histopathological findings of female rats at the end of the recovery period

Group Control (Vehicle) N-DPS 150 mg/kg
Findings Grade - = + 2+ 3+ P NE - + + 2+ 3+ P NE
Kidney 0 5 0 4
Urinary bladder 0 5 0 4
Adrenal gland 0 5 0 4
Ovary 0 5 0 4
Uterus 0 5 0 4
Vagina 0 5 0 4
Eyeball 0 5 0 4
Harderian gland 0 5 0 4
Sciatic nerve 0 5 0 4
Skeletal muscle 0 5 0 4
Femur 0 5 0 4
Marrow, femur 0 5 0 4

Notes) - :No abnormal changes =+: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Vehicle: water for injection

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 34. Results of observations about estrous cycle

Dose Control (vehicle: water for injection) N-DPS (15 mgkg) N-DPS (50 mgkg) N-DPS (150 mgkg)

Number of animals examined 12 12 12 12

Pre-treatment period

Number of animals showingtype of cycle

4-day cycle 10 10 9 10
4/5-day cycle 2 0 1 1
5-day cycle 0 2 1 1
irregular 0 0 1 0
Mean length of estrous cycle in days; Mean+S.D. (N) 41 £ 02 (12) 42 £ 04 (12) 43 £ 05 (12) 41 = 03 (12)

Treatment period

Number of animals showing each type of cycle

4-day cycle 9 11 1 8
4/5-day cycle 1 1 0 3
S-day cycle 2 0 1 1
Mean length of estrous cycle in days; MeantS.D. (N) 42 + 04 (12) 40 £ 01 (12) 41 =+ 03 (12 42 + 03 (12)
Frequency of animals that show abnormal estrous cycles after the treatment 0 /12 0 /12 0 /12 0 /12
Mean times of vagjnal estrus during mating period; Mean+S.D. (N) 1.0 £+ 00 (12) 1.0 £ 00 (12) 10 £+ 00 (12) 1.1 = 03 (12

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Table 35. Results of observations about reproductive performance

Dose

Control (vehicle: water for injection)

N-DPS (15 mg/kg)

N-DPS (50 mg/kg)

N-DPS (150 mg/kg)

Number of mated pares [A]
Number of copulated pares [B]
Copulation index [(B/A)>*100, %]
Number of fertile males [C]
Fertility index [(C/B)x*100, %]

Paring days until copulation
; MeantS.D. (N)

12
12
100.0
12
100.0

19 =

12
12
100.0
12
100.0

27 £ 12 (12)

12

12
100.0
11
91.7

30 %

12
12
100.0
12
100.0

26 =

2.0 (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 36. Observation of offspring (F;)

Group Conirol (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mg/kg
Number of dams 12 12 11 12
Gestation length (days)

Mecan £ S.D. per dam 220+ 00 2194+ 03 220 00 219 03
Number of corpora lutca '

Total 185 197 165 189

Mecan # S.D. per dam 154 £ 22 164 £ 20 150+ 19 158+ 15
Number of implantation scars

Total 179 195 161 185

Mean £ 8$.D. per dam 149 £ 22 163 £ 20 146 £ 20 154 £ 16
Implantation index (%)™ 966 + 5.8 99.0 = 34 977+ 52 979 = 4.2
Delivery index (dams,%) " 100.0 100.0 100.0 100.0
Number of offspring at birth

Total 160 178 156 179

Mean + 8.D. per dam 133 = 26 148 £ 25 142 = 22 149 £ 14
Number of live offspringat birth

Male 77 81 80 88

Female 83 94 73 91

Total 160 175 153 . 179

Mean £ S.D. per dam 133 26 146 £ 21 139+ 23 149 = 14
Sexratio ©

Mean £ S.D. per dam 048 = 0.11 047 £ 0.12 0.52 = 0.16 0.49 = 0.10
Number of dead offspring

Total 0 3 3 0

Mean + S.D. per dam 0.0 00 03z 06 03 05 00+ 00
Delivery index (offspring) ¥

Mecan% % $.D. per dam 90.0 £ 14.0 911 = 86 96.7 £ 49 970+ 438
Birth index !

Mean% % S.D. per dam 90.0 = 14.0 89.8 x 7.7 948 £ 54 970« 4.8
Live birth index”

Mecan% % S.D. per dam 1000 = 0.0 987 £ 3.2 980 x 34 1000 = 0.0

Number of offspring on day 4

Male 77 80 80 88
Female 83 94 72 89

Sex ratio ©!

Mean + S.D. per dam 0.48 £ 0.11 047 £ 0.12 0.53 + 0.16 0.49 £ 0.1
Viability index ®

Mean% # S.D. per dam 100.0 = 0.0 994 £ 19 993 + 23 99.0 £ 2.5
Nunmber of external abnormalitics 0 0 0 0
Mean% # S.D. per dam 0.0 00 00+ 00 0.0 £ 00 00+ 00

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)»100.

b): (Number of dams with live offspring/mumber of pregnant dams)*100.

c): Number of male offspring/(number of male offspring -+ number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)»100.

e): (Number of live offspring at birth/number of imp lantation scars)x100.

f): (Number of live offspring at birth/number of offspringat birth)» 100,

£): (Number of live offspring 4 days after birth/number of live offspring at birth)» 100.
h): Number of extemnal abnormalities in live offspring at birth.

Figures in parentheses indicate number of dams.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 37. Body weights of offspring (F;) before weaning

Group Control (vehicle: water for injection) N-DPS 15 mgkg N-DPS 50 mgkg N-DPS 150 mgkg
Number of dams ) 12 12 it 12
Male
Days after birth
0 70 £ 04 6.6 £ 04 69 = 04 69 £ 05
4 115 £ 0.9 108 £ 0.7 109 £ 1.0 9.9 + 1.2 **
Number of dams 12 12 11 12
Female
Days after birth
0 67 £ 04 62 = 03 ** 64 £ 03 65 + 04
4 11.1 = 1.1 100 + 0.8 * 106 £ 0.8 94 + 1.0 **

Each value shows mean = S.D. per dam. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 38. General conditions in offspring (F,) before weaning

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
Control (vehicle: water for injection) ~ Number of offspring 160 160 160 160 160

General appearance, No abnormality 160 160 160 160 160
General app earance, Death

N-DPS 15 mgkg Number of offspring 175 175 174 174 174
General appearance, No abnormality 175 174 174 174 174
General appearance, Death 1

N-DPS 50 mgkg Number of offspring 153 153 152 152 152
General appearance, No abnormality 153 152 152 152 152
General appearance, Death 1

N-DPS 150 mg/kg Number of offspring 179 179 177 177 177
General appearance, No abnormality 179 177 177 177 177
General appearance, Death 2
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Table 39. Morphological observations of offspring (F;)

Dose Control (vehicle: water for injection) N-DPS (15 mg/kg) N-DPS (50 mg/kg) N-DPS (150 mg/kg)
Dead offspring
Number of dead offspring * 0 4 4 2
Number of missing offspring 0 1 1 1
Number of dead offspring examined 0@ ® 3@ Y 300 Y 100 ®
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 0 0 0 0
Live offspring
Number of live offspring examined (postnatal day 0) 160 175 153 179
Number of live offsping with external changes 0 0 0 0
Number of live offspring examined (postnatal day 4) 160 174 152 177
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).
a) including missing offspring
b) Parenthesis indicates the number of offspring not examined bacause of their autolysis.

118



HERE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 1-1-1. General conditions of male rats

Control (vehicie: water for injection)
Male No. Days of admini:
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 13 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M01001 - - - - - - VYV VY VY VY VY VY VWV
MO01002 e rOHS
10U J
MO01004 T ...,
MO01005 - - - - - - - - - - - - - - - L L - - - - L T T TR S S -
MO01006 - - L S - - - - L T - - - L - - - - - - -
MO01007 - - - - - - - - - - - - - - - L L - - - - L T -
MO1011 - - - - T S - L T L T T S - -
MO01012 - - - - R L - D - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a ¢ 0 o o o o o0 ¢ o0 0 o0 o0 0O O o0 O 0 o0 0 O 0 0 0 o0 O ¢ o0 0 ¢ 0 0 0 0 0 0 0 0 0O 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before admini Post: after imis i (Continued)
-: General appearance, No abnormality.
a; Excretion, Loose stool.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 1-1-1(continued). General conditions of male rats

Control (vehicle: water for injection)
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . -
MO01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . -
M01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - N - - - - . .
M01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - -
M01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . B - -
MoO1011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

@ B0 p o 0
o0 OO0 O C
(==~
oo O O O O
O O O O OO
S O OO OO
(=R A A~
O O O O O O
(=T = I I I -1
[=R =T =R == -]
S O OO OO NN

f 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
b: Excretion, Decrease in amount of feces.
a: Excretion, Loose stool.
¢: Behavior, Decrease in locomotor activity.
d: Body temperature, Hypothermia.
e: Skin, Pale skin.
f: Breathing, Dyspnea.

<
<
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 1-1-2. General conditions of male rats

N-DPS 15 mgkg
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post

MO02013 - - - - - - - - - - - -
0.1 2
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02020 - - - - - .. - - - - - - - R - - - - - e e e - - - - - - - - - -
M02021 - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - e .
M02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - -
M02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 120 12 12 12 12
- 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a ¢ 0 0 06 0 o0 o0 o o 6 o0 ¢ o 0 0 0 0 0 o0 o0 0 60 o6 OO0 O 0 0 ¢ o0 O 0O ¢ 0 0 o0 0 0 0 o0 o0 o0 0 0 0 0O 0 0 0 0 0
Pre: Before admini ion, Post: after admini i (Continued)
-: General appearance, No abnormality.
a: Excretion, Loose stool.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 1-1-2(continued). General conditions of male rats

N-DPS 15 mgkg
Male No. Days of administration

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

M02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
e 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
f 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General app earance, No abnormality.

b: Excretion, Decrease in amount of feces.

a: Excretion, Loose stool.

¢: Behavior, Decrease in locomotor activity.

d: Body temperature, Hypothermia,

e: Skin, Pale skin.

f: Breathing, Dyspnea.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 1-1-3. General conditions of male rats

N-DPS 50 mgkg
Male No. Days of
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post
MO03025 - - - - .. - - L - - - - L - - - - L - - - - - -
M03026 S .o oo oo oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03027 ...,
M03028 e ...
M03029 - - - L T S - L S T S L T
M03030 - - - T T S L e S - L T - S T
M03031 - - - L T T T T S L . S - EE T T - S
M03032 - - - L e T T B - - - L A - L L - - - - - -
MO03034 ...
MO03035 L T T L T S - - - - - - - - - - R T
M03036 R T S - R - - - - = - - - - - - - - - .- -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a o 0 o o 0 0 0 0 ¢ O 0 ¢ 0 ¢ 0 ¢ O 0 0 O 0 O O ¢ 0 O O O 0 ¢ O O 6 o0 ¢ 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 ©°
Pre: Before inistration, Post: after ini i (Continucd)
- General appcarance, No abnormality.
a: Excretion, Loose stool.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 1-1-3(continued). General conditions of male rats

N-DPS 50 mgkg

Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03026 - - - - - - - - - - - - - - - B - - - - - - - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

® oo P T
= =~ - -
oo oo
oo oo
coc oo oo
co oo oo
cooc oo

f 0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
b: Excretion, Decrease in amount of feces.
a: Excretion, Loose stool.
¢: Behavior, Decrease in locomotor activity.
d: Body temperature, Hypothermia.
e: Skin, Pale skin.
f: Breathing, Dyspnea.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 1-1-4. General conditions of male rats

N-DPS 150 mgkg
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M04037 - - - - - - - - - - - - a - - - - - - - - - - - - - - - - - - - - - - -
MO04038 - - - L N - - - - - - - - .. L T S
M04039 - - - L - - - - - - - - - - - - . L T - -
M04040 - - - L - . a - - - E - - - L R - -
M04041 S o e o e e e e e e e L e e e e e e e e e e e e e e e e e
M04042 - - L T - - - - - - - - - - - - - - E T T T - -
M04043 - - - - L - - - R L T S S - .. L T L - -
MO04044 S e e oo e e e e e e e L e e e e e e e e e e
M04045 - - - I N L T S T L T L T - -
M04046 - - - L T T LI T T S - - - - L T - - -
MO04047 - - - - a - a - - - - - - - - . - - - - - - - - - - a - - - - - - - - -
M04048 - - - - - === e e . - S - - - - R - - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 11 2 11 12 12 12 12 12 10 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 11 12 12 12
a o o0 o ¢ 't o0 ! ¢ 66 o0 o0 0 2 o0 o0 0 o 0 o0 o0 ¢ o0 o0 O o0 o ! ©0O 0 6 0 O O 0 o0 o0 o0 0O o0 0 O o0 0 0 0 0 1 0 0 0
Pre: Before admini: Post: after ini i (Continued)
-: General appearance, No abnormality.
a: Excretion, Loose stool.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 1-1-4(continued). General conditions of male rats

N-DPS 150 mgkg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M 04037 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04038 b - ba - ba - b - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04039 - - - - - - - - - B - - - B - - - - - - - - - - - - - - - - - - - - -
MO04040 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - c ¢ cdef
M04041 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04042 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04043 a - - - B - - - - - - - - - - B - - - - - - - - - - - - - - - - - - -
M 04044 - - - - - - - - - - - - - - - - - - - - - B - - - - - - - - - - - -
M 04045 ba - ba - ba - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04046 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04047 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 04048 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 12 12 2 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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f 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
b: Excretion, Decrease in amount of feces.
a: Excretion, Loose stool.
¢: Behavior, Decrease in locomotor activity.
d: Body temperature, Hypothermia,
e: Skin, Pale skin.
f: Breathing, Dyspnea.
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BB R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 1-2-1. General conditions of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery

MO01008 - - - - - - - - - - - R - _ R
M01009 - - - - - - - - - - - . _ - R
MO01010 - - - - - - - - - - - - - - .
MO01011 - - - - - - - - - - - - - - -
MO01012 - - - - - - - - - - - - - - -
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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AR E 5 R-12-004
Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 1-2-2. General conditions of male rats at the recovery period

N-DPS 150 mgkg
Male No. Days of recovery

MO04044 - - - - - - - - - - -
M04045 - - - - - - - - - - -
M04046 - - - - - - - - - - -
M04047 - - - - - - - - - - - -
M04048 - - - - - - - - - - - -
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 2-1-1. General conditions of female rats '

Control (vehicle: water for injection)
Female No. Days of
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post
FO1001 - - R - - - - - - R N R -
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01010 - - - - . - - - FE - .. - e - e - -
Fo1011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberof females 12 12 12 12 12
- 12 12 12 12 12
g 0 0
h 0 [ 0 0 0 0
a 0 0 0
Pre: Before administration, Post: after
-: General appearance, No abnormality.
£ Breathing, Irregular respiration.
h: Breathing, Rale.
a: Exaetion, Loosc stool.
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HBRE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 2-1-2. General conditions of female rats

N-DPS 15 mgkg
Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Pre _Post Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Pr¢ Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post
F02013 - - - - - - - T - < = - - - - - - - - - - - - - - - - - - - - - -
F02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02015 S s e e e e e e e e e e e e e e e e
FO2016 - .- . - - e e e e .- .. - - e e e e
F02017 - - - - e e e e - - e e e e - - .. - .-
F02018 - - - - e - - .. e e - .. .. L - - .
F02019 . - . - - ... e oo e e e e e e e e - ..o
F02020 - - - e S e e oo oL e e e e e e e e e e e ..
F02021 - - . - - . e . . - ..o
F02022 S s e e e e e e e e e e e e e e e e e
F02023 S s e e e e e e e e e L e
F02024 - - - - e E . - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
g
h
a
Pre: Before Post: after ad
-: General ap pearance, No abnormality .
g Breathing, Irregular respiration.
h: Breathing, Rale.
a: Excretion, Loose stool.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 2-1-3. General conditions of female rats

N-DPS 50 mgkg
Female No. Days of admini
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Pr¢ Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc  Post
F03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

F03036
Number of females
g
h

a 0
Pre: Before administration, Post: after administration.
-2 General appearance, No abnormality.
g Breathing, Irregular respiration.
h: Breathing, Rale.
a: Excretion, Loose stool.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 2-1-4. General conditions of female rats

N-DPS 150 mgkg

Female No.

Days of

1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

Prc Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Pre Post Prc Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Prc Post Prc Post Prc Post Prc Post Pre Post Prc Post Pre  Post

F04037 . B
F04038 -
F04039 -
F04040 - -
F04041 O
F04042 -
F04043 -
FO4044 -
F04045 - -
F04046
F04047 -
F04048 - - -

Number of females 12 2

- 2 12 12

g
h

a

N

o oo

[N

E ]

[N

s e e

© o O o el

o o © e ool

oo o s sl

coc o s n|

oo o wu

oo o ww

S S O =

00 O = =

O OO = -

© 0o —

o0 o -~

o OO = -

S oS - -
oo o -~

AOQO
<
)

Pre: Before Post: after

-: General ap pearance, No abnormality .
£ Breathing, Irrcgular respitation.

h: Breathing, Rale.

a: Exerction, Loosc stool.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 2-2-1. General conditions of female rats, satellite group

Control (vehicle: water for mjection)

Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F05049 - - - - - - - - - 5 - YV
FOS050 Lo oo e oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F05051 e T
FO5052 e
F05053 T
P05054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05056 e
F05057 e
F05058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberoffemales 10 10 10 10 10 10 10 106 10 10 10 10 10 10 1 1 10 10 10 10 10 10 1© 10 10 1 10 © 10 1 1© 10 10 1 1 1© 110 10 1 10 10 10 0o 10 1 10 0 10 10 10
- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
f 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 o o 0 0 L 0 0 o 0 0 0 0 0 [} 0 0 0 L] L]
4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ L] 0 0 0 0 0
i 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 L 0 0 0 0 0 0 0 0 0 0 0 0 0] ]
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] L]
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [
Pre: Before ink ion, Post: after ini i {(Continued)

-t General appearance, No abnomality.

f. Breathing, Dyspnea,

d: Body temperature, Hypothenmia,

i: General appearance, Death.

a: Excretion, Loose stool,

b: Excretion, Decrease in amount of feces.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 2-2-1(continued). General conditions of female rats, satellite group

Control (vehicle: water for injection)
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F05049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .
F05051 - - - - - - - - - - - - - - - - - - - - - - - - - . - - - R - -
F05052 - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - .
F05053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - - - - - - - - .. - . - . -
F05056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 10 10 10 10 1 10 10 10 10 10 10 10 1 10 10 10 10 © 10 10 0 10 10 10 10 10 10 10 10 5
- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

134



REREE R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 2-2-2. General conditions of female rats, satellite group

N-DPS 150 mpky
Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre_FPost_Pre_Post Pro Post Pre Post Pre Post Pre Post FPre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post_ Pre FPost Pre Post Pre Post Pre FPost Pre Post Pre Post Pre Post Pre_ Post FPre Post
FO6059 - - - - - - - - - - - - ftd td fav td 84p 84 ¢ ¢ - - - - - - - - - - - - - - "
FOS060 T T
FO6061 e ...,
FO5062 |
FOS063 e e ...,
FO6064 S e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
FO6065 e e e O -
FO6066 e
FO6067 e
FO6068 R T
Nunber of fenales 10 10 10 10 1o 10 10 10 1 1 1 1 1 % % S 9 9 s o5 9 9 8 9 % 9 9 8 % 9 9 9 o9 9 8 § 9 & 8 8 8 8 8 8 8 8 8§ 8 & 8
- 10 106 10 10 9 10 10 1 l 10 1 1 8 8§ 8 & & & 8 § 9 9 9 9 8 9 9 9 $ 9 9 9 9 Y 9 9 8 § g g 8§ 8 & & 8 & 7T 8 8 8§
1 o 0 o o 6 o o © o ¢ o6 © 1 1 1 1 1 1 t 1 ©o © © ©o © © 0 0 © ¢ © © © 0 ¢ o6 0 0 0 © © © o © 0 0 © 0 0 0
d o 0 0 0 0 0 0 o ¢ ¢ © 1 1 1 1 1 1 6 © o © © © © © 0 0 0 ©6 o 0 © O © ¢ 0 0 0 0 © © 0 ¢ 0 0 0 0 0 O
i o o o o © 0 0 © 6 ¢ ¢ © 1 0 © 0 0 o © o o 6 0 O ¢ 0 0o 0 0 ¢ o 0 © o ¢ 6 1 o 0 0 o 6 0 ¢ 06 0 o 0 0 0
a o 0 o o 1 o0 o © © ¢ ¢ © ©0 © © 0 0 o © ©o o © 0 O © © 0 0 © ¢ g © © 0 © 06 0 0 0 6 © © 0 © 6 0 1 0 0 0
b 0 0 o0 o 0 0 0o © © o o6 _©® 0 0 1 o 1 0o © _© 0 O 0 0 0 _© 0 0 0 0 8 0 0 0 06 0 0 0 0 B 0 06 0 06 0 0 0 0 0 0
Pre: Before administration, Post: alter administrath (Continued)

-: General appearance, No abnormality.

f. Breathing, Dyspnea.

d: Body temperature, Hypothermia,

i General appearance, Death.

a: Excretion, Loose stool.

b: Excretion, Decrease in amount of feces.
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HER T 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 2-2-2(continued). General conditions of female rats, satellite group
N-DPS 150 mgkg
Female No. Day s of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F06059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06061 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06063 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06064 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06066 - - - - - - - - - - - - - - - - - - - . - - - - - - - .. - - -
F06067 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 4
- 8 8 8 8 8 8 8 8 8 8 8 8 8 8 3 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 4
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
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ABR%E 5 R-12-004
Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 2-3-1. General conditions of female rats at the recovery period

Control (vehicle: water for injection)
Female No. Days of recovery

F05054 - - - -
F05055 - - - - - - - - - - - - - - R
F05056 - - - - - - - - - - - - - . R
F05057 - - - - - - - - - - - . - - _
F05058 - - - - - - - - - - - - - - -

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

- 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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RERES R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 2-3-2. General conditions of female rats at the recovery period
N-DPS 150 mgkg
Female No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F06065 - - - - - - - - - - - - - - -
F06066 - - - - - - - - - - - - - - -
F06067 - - - - - - - - - - - - - - -
F06068 - - - - - - - '
Number of females
. 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

N
N
N
N
N
N
N
N
N
N
N
N
S
N
N

-: General appearance, No abnormality.
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HEAE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 3-1. General conditions in dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01011 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
>: Excluded from analy sis (not pregnant) (Continued)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

139



RERZE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 3-1(continued). General conditions in dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - -
F01010 - - - - - - - - - - - - - - - - - -
F01011 - - - - - - - - - - - - - - - -
F01012 - - - - - - - - - - - - . - .
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 0 0 0 0 0 0
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 0 0 0 0 0 0
>: Excluded from analysis (not pregnant)

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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RERE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 3-2. General conditions in dams during pregnancy

N-DPS 15 mgkg
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
>: Excluded from analysis (not pregnant) (Continued)
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality .
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HEREE R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 3-2(continued). General conditions in dams during pregnancy

N-DPS 15 mgkg

Dam No.

Days of pregnancy

14 15

16

17

18

19

20

21

22

23

24

25

26

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

F02013 - - - -
F02014 - - - -
F02015 - - - -
F02016 - - - -
F02017 - - - -
F02018 - - - -
F02019 - - - -
F02020 - - - -
F02021 - - - -
F02022 - - - -
F02023 - - - -
F02024 - - - -

Number of dams 12 12 12 12
- 12 12 12 12

>: Excluded from analysis (not pregnant) _
Pre; Before administration, Post: after administration.
-: General appearance, No abnormality.
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RBRE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 3-3. General conditions in dams during pregnancy

N-DPS 50 mgkg
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03029 P A - A - - > e - - P - T S S S S L - T S e - - e
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 i1 11 11 11 11 11 11 11 11 11 11 11 i1 11 11
- 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
>: Excluded from analysis (not pregnant) (Continued)
Pre: Before administration, Post: after administration.
-1 General appearance, No abnormality.
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HERE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 3-3(continued). General conditions in dams during pregnancy

N-DPS 50 mgkg
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03025 - - - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - -
F03027 - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - -
F03029 > . 0> - > - > 20> 4> 4> > 0> 4> 2> 0> 0> 0> 0> > 0> 0> 0> 0> 2> > 2> . > > .
F03030 - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - -
F03034 - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - -
Number of dams 11 11 i1 11 11 11 11 11 11 11 11 11 11 11 11 11 4 4 0 0 0 0 0 0 0
- 11 11 I 11 11 11 11 11 11 11 11 11 11 11 11 11 4 4 0 0 0 0 0 0 0
>: Excluded from analysis (not pregnant)

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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SHEAE B R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 3-4. General conditions in dams during pregnancy

N-DPS 150 mgkg
Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04037 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04038 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04039 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04040 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04041 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04042 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04043 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04044 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04045 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04046 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04047 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04048 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
>: Excluded from analysis (not pregnant) (Continued)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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HERE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 3-4(continued). General conditions in dams during pregnancy

N-DPS 150 mgkg
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04037 - - - - - - - - - - - - - - - -
F04038 - - - - - - - - - - - - - - - - - -
F04039 - - - - - - - - - - - - - - - - - -
F04040 - - - - - - - - - - - - - - - -
F04041 - - - - - - - - - - - - - - - -
F04042 - - - - - - - - - - - - - - - - - -
F04043 - - - - - - - - - - - - - - - -
F04044 - - - - - - - - - - - - - - - -
F04045 - - - - - - - - - - - - - - - -
F04046 - - - - - - - - - - - - - - - -
F04047 - - - - - - - - - - - - - - - -
F04048 - - - - - - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 0 0 0 0 0 0 0
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 0 0 0 0 0 0 0
>: Excluded from analysis (not pregnant)

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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HERE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 4-1. General conditions in dams during lactation

Control (vehicle: water for injection)

Dam No. : Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - - - -
F01002 - - - - - - - - - - -
F01003 - - - - - - - - - - -
F01004 # # - - - - - - - - -
F01005 # # - - - - - - - - -
F01006 - - - - - - - - - - -
F01007 # # - - - - - - - - -
F01008 - - - - - - - - - - -
F01009 - - - - - - - - - - -
F01010 # # - - - - - - - - -
F01011 - - - - - - - - - - -
F01012 # # - - - - - - - - -
Number of dams 7 7 12 12 12 12 12 12 12 12 12
- 7 7 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
-: General appearance, No abnormality.
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AERE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 4-2. General conditions in dams during lactation

N-DPS 15 mgkg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02013 # # - - - - - - - - -
F02014 # # # # - - - - - - -
F02015 - - - - - - - - - - -
F02016 - - - - - - - - - - -
F02017 - - - - - - - - - - -
F02018 - - - - - - - - - - -
F02019 - - - - - - - - - - -
F02020 # # - - - - - - - - -
F02021 - - - - - - - - - - -
F02022 - - - - - - - - - - -
F02023 - - - - - - - - - - -
F02024 # # - - - - - - - - -
Number of dams 8 8 12 12 12 12 12 12 12 12 12
- 8 8 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 4-3. General conditions in dams during lactation
N-DPS 50 mgke
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03025 # # - - - - - - - - -
F03026 - - - - - - - - - - -
F03027 - - - - - - - - - - -
F03028 - - - - - - - - - - -
F03030 - - - - - - - - - - -
F03031 -
F03032 #
F03033 #
F03034 #
F03035 - - - - - - - - - - "~
F03036 - - - - - - - - - -
Number of dams 7 11 11 11 11 11 11 11 11 11
- 7 7 11 11 11 11 11 11 11 11 11

FH I
v
)
]
)
]
]
]
'
'

~)

Pre: Before administration, Post: after administration.
#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
-: General appearance, No abnormality .
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REBRE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 4-4. General conditions in dams during lactation
N-DPS 150 mgkg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre

F04037
F04038
F04039
F04040 - - - - - - - - - - -
F04041
F04042
F04043
F04044
F04045 - - - - - - - - - - -
F04046
F04047
F04048
Number of dams

H* o
I W

I
H o
'
1
'
1
]
1
1
'
'

H:
S
1

1

1

'

]

'

]

]

'

~ |
~ =33
—
(8]
et
[\S]
—
[\V]
—
[\V]
—
[ 8]
—
[\
—
[\
—
N
—
N

Pre: Before administration, Post: after administration.
#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
-: General appearance, No abnormality .
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RERZE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 5-1. Detailed clinical observations of male rats

Control (vehicle: water for injection)

Cage-side observations ® Removing from cage / Observations made while handling i

Male No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature

Pre’ T8b TI5 T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 Ri4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 Ri4

M01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 "2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MOo1011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mo1012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 0 1:0 10 1:0 1:0 1:0 1:0 1:0 1.0 10 1:¢ :0 1:0 10 1:0 L0 L0 I1:0 1:0 1:0 1:0 1:0 10 1:0 L:0 1:0 1.0 0 10 1:0 1:0 kO L0 1:0 10 1:0 :0 10 I:0 L0 1:0 1:0 L0 L:0 1.0
™) (12) 12y (12) (12 (1) (12) (12) ) ) (12 (12 (12 (12 (12) (12) (1 G G (12 (12) (12 (1) () (12 (12 © () (12) (12) (12) (12) (12) (2} (12) (5 ©) (12) (12) (12) (12) (12 (1) (1) &) &

2 pre-treatment; b day 8 of treatment; N day 7 of recovery

Posture in home-cage { 2, sitting or standing; 1, crouching position |
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity )
Handling behavior [ 2, normal; I, no resistance ]

Heart beats [ 2, nomal; 1, bradycardia ]

Body temperature [2, nommal; 1, hypothermia ]

Fur [ 2, nomal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; I, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, nommal; 1, hypopnea]

stereotypyl[ 2, not observed; 3, observed]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 5-1(continued). Detailed clinical observations of male rats

Control (vehicle: water for injection)

Removing from cage / Observations made while handling » Open-field observations i

Male No. Fur Skin color/ Mucuous membranes Lacrimation Piloerection Respiratory rate Stereotypy

Pre” Tsh TI5 T24 T30 T36 T42 R7° RI4 Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre T8 TIS T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 R4 Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4

M01001

2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2
M01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO1007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01010 2 2 2 2 2 2 2 2 2 2 2 2 2 22 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total L0 L0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 0 10 Lo 10 L0 1:0 10 L0 1:0 10 L0 10 L0 1:0 1:0 1:0 1O 1:0 30 3:0 30 30 30 3:0 30 30 3:0 0 1:0 10 L0 1:0 kO 10 1:0 1:0 30 3:0 30 30 30 30 30 30 30
™) 12y 02y (12 (12) (2) (12 (12) G O (12) (1) (1) (1) (12 (1) (13 ) &) 12 (12) (12 (2 2 1 12 ¢ ©) 12) (12 12y 12 1) (12 03 & ©) 12 (12 (12) (12) (12) 2 23 & © 12y (2 (42) 42 a2 12 (1) & ©)
? pre-treatment; b day 8 of treatment; © day 7 of recovery
Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]
Heart beats [ 2, normat; 1, bradycardia ]
Body [2. normal; 1, hypothermia ]
Fur [ 2, normal; 1, Moist fur]
Skin color/ Mucuous membranes [ 2, nonmal; 1, abnormal]
Lacrimation {2, not ob: d; 1,0b d ]
Piloerection [ 2, nonmal; 3, slight]
respiratory rate[ 2, normal; 1, hypopnea)]
stereotypy[ 2, not observed; 3, observed]
Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior whil removing fr pupillary size, salivation), and ¢) Open-field observations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, lization, touch resp i ireflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 5-1(continued). Detailed clinical observations of male rats

Control (vehicle: water for injection)

Open-field observations °

)

Male No. Urination Defecation

Pre 2 T8 b T15 T24 T30 T36 T42 R7 ¢ R14 Pre T8 TI15 T24 T30 T36 T42 R7 Rl4
MO01001 0 2 0 0 0 0 1 0 0 0 0 0 0 0
MO01002 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01003 0 2 0 0 1 0 1 0 0 0 0 0 0 0
MO01004 0 0 0 0 0 0 0 0 0 0 0 0 0 1
MO01005 1 0 0 0 0 0 0 0 0 0 0 0 0 0
M01006 1 1 0 1 0 0 0 0 0 0 0 0 0 0
M01007 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01008 0 0 1 0 0 0 1 3 0 0 0 0 0 0 0 0 0 0
M01009 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01010 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
MO01011 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO1012 0 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0 0
Total 3 5 1 1 1 0 3 4 0 1 0 1 0 0 0 1 0 0
™) 12 (12) (12 (12) (12) (12) 12 &) O

(12) (12) (12) (12) (12) (12) (12) &) O

a b c
pre-treatment; day 8 of treatment; day 7 ofrecovery

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and c¢) Open-field observations (posture, exploration, piloerection, palpebral opening, , tremor, convulsion,

respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 5-2. Detailed clinical observations of male rats
N-DPS (15 mg/kg)

Cage-side observations i ) Removing from cage / Observations made while handling i

Male No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature

Pre” T8h TIS T24 T30 T36 T42 Pre T8 TI5S T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42

M02013
M02014
M02015
M02016
M02017
M02018
M02019
M02020
M02021
M02022
M02023
M02024

NN RN RN RN RN NN
NONN RN R RN R NN NN
MR N NN N RPN NNDN
RN N NN NNNRN N NN
BORRN NN N NN N DN
NONR RN DN R RN NN
NORON NN NN NN NN
NONN NN RN RNR NN
NN NN DR NN NN
NMRNONR NN NNNNNN
NN N RN NN NN NN RN
NN NN RN R DR RN DR
N R R NN RN RN NNNN
NONN DR N NN NN NN
NN N NN DR D NN DN
KRR DR NNND DN DN
RN DD RNDDNNNN
NN RN R DD NN NNDN
NN N R RN RN NN NN
I R N N N N N I I Sy )
MR N NN NRNNND NN
NN N NN N RN DD NN
NN NN RN NN RN DN
NN NN NN RN NN
NN N R NN NDNN
NN NN NN RNND NN
RN NN NNNNNNDNDDND
N RN NN NRDNDRNDNDN
NN DR RN NN RN DN
RN N NR DR DR NN
NN D RN N NNDNRDNDNDND
N RN RN NNNRNNDNDN
RN RN NN NR NN ND NN
MR N NN NNNNRDNN
NORN RN N NNNNNDN

Total 1:0 1:0 10 1O 1:0 1:0 1:0 1:0 1:0 1:0 10 1:0 L:0 1:0 0 1:0 1:0 1:0 1:0 10 LO O 10 10 10 L:0 10 I1:0 0 10 1:0 1:0 L0 1:0 L0
™) a2y (120 12y 12) (12) (1) (12 (12 (1 (12) (1) (12) (1) (1) (12) (12) (12) (12) (12) (12) (12) (12) (12 (12) (12) (12 (12) (12) (12) (12 (12) (12) (12 (1) (12)

b
? pre-treatment;  day 8 of treatment
Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
L« in hol ge [ 2, normal; 1, d in I activity ]

Handling behavior [ 2, normal; |, no resistance }

Heart beats [ 2, normal; {, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color / Mucuous membranes | 2, normal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory ratef 2, normal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed]

FJccept lhe above [ndmgs there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophithalmos, pupillary size, salivation), and c) Open-field observations (posture,
P palp pening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 5-2(continued). Detailed clinical observations of male rats

N-DPS (15 mg/kg)

Removing from cage / Observations made while handling v Open-field observations ©
"Male No. Fur Skin color/ Mucuous membranes Lacrimation Piloerection Respiratory rate Stereotypy

Pre” T8h TI5 T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42
M02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02014 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02015 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02016 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02017 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02018 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02019 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02020 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02021 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02022 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02023 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02024 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 10 10 L0 KO LO 1:0 1:0 10 1:0 k0 1:0 10 1:0 10 10 1:0 1:0 1:0 10 10 10 30 3:0 30 30 %0 30 30 10 1:0 0 10 1:0 L0 1:0 30 30 30 30 30 30 30
™~ (12 42y a2y 02y (12 (12 (12) (12 (1 (123 (1) (12 (12) (12) (12 (12) 12 (2 (12) (12) (1) 12 (12 (123 (12 12y 12 12 12 (12 (12) 2y (12) (12) (12) 12y (12 (2) (12 (12) (12 (12
® pre-treatment; b day 8 of treatment
Posture in home-cage [ 2, sitting or standing; 1, crouching position }
Locomotor in home-cage { 2, normal; 1, decrease in locomotor activity ]
Handling behavior {2, normal; 1, no resistance ]
Heart beats [ 2, normal; 1, bradycardia ]
Body temp [2, nommal; 1, hypothermia ]
Fur {2, normal; 1, Moist fur]
Skin color / Mucuous membranes [ 2, normal; 1, abnommal]
Lacrimation [ 2, not ot ;1,0b d ]
Piloerection [ 2, normal; 3, slight]
respiratory ratef 2, normal; 1, hypopnea])
stereotypy[ 2, not observed; 3, observed]
Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while ing [r hihals pupillary size, salivation), and ¢) Open-field observations (posture,

exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 5-2(continued). Detailed clinical observations of male rats

N-DPS (15 mg/kg)

Open-field observations °

)

Male No.

Urination

Pre® T8° TIS T24 T30 T36 T42

Defecation

Pre

T8

T15 T24 T30 T36 T42

M02013
M02014
M02015
M02016
M02017
MO02018
M02019
M02020
M02021
M02022
M02023
M02024

S O O O O O O O O o o O

O O O O O O O O O O O M

- O O O O O N O O O O =

O 0 0 00 o0 o0 o o o —

O O O O ~, O O O O O = =

O O O O O O O O O O O ©

QO O O = O = O O O O =

O O O O O O O O O O o ©

O O O O O O O © O O ©o O

S O O O O O O O O O o ©

S O O O O © O O O O © ©

S O O O O ©O O O O o © O

O O O O O © O O O O o ©

O O O O O © ©O O O © O O

Total score 0

™) (12) (12 (12 (12 (12) (12) (12

4

4

1

3

0

3

0

(12 (12) (12) (12) (12 (12) (12

0

0

0

0

0

0

b
2 pre-treatment; day 8 of treatment

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, , tremor, convulsion,

respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 5-3. Detailed clinical observations of male rats
N-DPS (50 mg/kg)

Cage-side observations ® Renoving fromcage / Observations made while handling i

Male No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature

Pre” TSb TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42

MO03025
M03026
M03027
MO03028
M03029
M03030
M03031
M03032
M03033
M03034
MO03035
M03036

NN R DN DN NN NN
NN R NN NNDN NN
NN R R RN NNDNDNN
RORNN NN RN R R NN NN
BORONNNNNRDN N NN
RN NN RNNNN D NN
MR RN NN NN NN
RONN R RN RNR N NN
BONORNNNNNRD NN NN
NONORNNNNNRNN N NN
RN N NN RN NN NN NN
R0 N NN RN NERNNDNN
RR NN DN NN NN
NN N RN N R NN NN
RNON RN NNNND NN
NRNRN NN NN D NN
RN N RN NN R NN NN
R0 N R NN NN RN
RO NN R NRNNNNNN
NN NN R RN N NN
NORR N R R RNRDNNNR
NN R RN NNNND NN
RN N R NN D NN NN
NN RN RR R NN NNNN
ROR D NN R NN N NNN
NR DN DN RNDNNDNN
NN NN RNRN RN NN NN
RONN RN RN NRNRN NN
NORNNNN NN RN R NN
RN RN NN R NNENNDNDN
NN RN NN NN NN
NR D NN N NN DN
NONOR NN RN NN NN
NORNRN NN N R RN NN
NORNN NN NN RN NN

Total 1:0 1:0 1:0 1:0 1:0 1:0 L:0 10 1.0 1:0 1:0 1:0 1:0 1.0 1:0 1:0 10 1:0 10 1.0 1.0 1:0 10 1:0 1:0 1:0 10 1:0 0 1:0 1:0 1:0 1:0 1:0 L0
™) (12) (120 (12 (12 (12) (12) (12) (12 (120 (12) (12 (12) (2 (12 (12) (12 12y (12) (12) (1) (12) (1) (12 (12 (1) (12) (12} (12 (12 (12) (12) (12) (12 12) (12

@ pre-treatment; b day 8 of treatment

Posture in home-cage [ 2, sitting or standing; 1, crouching position }
Loconotor in home-cage [ 2, normal; 1, decrease in locomotor activity |
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia |

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur ]

Skin color/ Mucuous membranes [ 2, normal; 1, abnommal]
Lacrimation [2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopneal

stereotypy[ 2, not observed; 3, observed]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c¢) Open-field observations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 5-3(continued). Detailed clinical observations of male rats

N-DPS (50 mg/kg)

Removing from cage / Observations made while handling ks Open-field observations i
"Male No. Fur Skin color/ Mucuous membranes Lacrimation Piloerection Respiratory rate Stereotypy

Pre” TSh Ti5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42 Pre T3 TIS T24 T30 T36 T42 Pre T8 TI5S T2 T30 T36 T42
M03025 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03026 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03027 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03028 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03029 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03030 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03031 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03032 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03033 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03035 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03036 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 0 0 10 10 L0 10 1O Lo 1I:0 10 1:0 O L0 L0 L0 10 1:0 1:0 L0 LO 1:0 30 30 %0 30 30 30 30 L0 10 10 1:¢ 10 L:0 L:0 3:0 3:0 30 3:0 30 30 3:0
™) (12 (12 (2) (12) (2) (12 (2) (12 (12 (12) (12) (12) 12 (12 a2y a2 (12) (12 (12) 012 (1 (12) 12 (2) (12) (1) (12) (12) (12) (12) (12) (12 (12 (12) 12 a2 123 (12 02y (12 (12) 02
? pre-treatment; b day 8 of treatment
Posture in h ge [ 2, sitting or ding; 1, hing position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]
Heart beats (2, normal; 1, bradycardia )
Body temp (2, normal; 1, hypothenmia ]
Fur [ 2, normal; 1, Moist fur]
Skin color/ Mucuous |;|embranes [ 2, nonmal; 1, abnommal]
Lacrimation [ 2, not observed; 1, observed ]
Piloerection [ 2, nommal; 3, slight]
respiratory rate[ 2, normal; 1, hypopnea]
stereotypy[ 2, not observed; 3, observed)
Except the above findings, there were no changes in all animals; a} Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing fr hthals pupillary size, salivation), and c) Open-field observations (posture,

exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail,

touch resp reflex, pinna reflex).

158



HBRE S R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 5-3(continued). Detailed clinical observations of male rats

N-DPS (50 mg/kg)

Open-field observations °

Male No. Urination Defecation

Pre ° T8b T15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42

M03025
MO03026
MO03027
MO03028
M03029
MO03030
MO03031
M03032
MO03033
MQ3034
MO03035
MO03036

S O O O O O O O o o o O
S O O O MM OO O O O ~= O
O O O O O O O o O = O O
S O O O O O O O O O © O
O O O O O O O o o o o O
O O O O =, O O © O O = O
O O O O O O O o O O = O
O O O O O O O O © o o O
OO O O O O O o O O O o o
O O O O O O O O ©O o o ©
O O O O O O O O o O o ©
O O O O O O O o o O o O
©C O O O O O O o oo O ©o ©
S O O O O O O O O O o O

Total score 0 3 1 0 0 2 1 0 0 0 0 0 0 0
™) (12) (12) (12) (12) (12) (12) (12 (12) (12) (12) (12) (12) (12) (12)

b
2 pre-treatment; day 8 of treatment
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, , tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 5-4. Detailed clinical observations of male rats

N-DPS (150 mg/kg)
Cage-side observations @ Removing from cage / Observations made while handling h)
Male No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature

Pre” T8b TIS T2 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4

M04037 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04038 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO04039 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04040 2 2 2 2 2 2 1 2 2 2 2 2 2 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO04041 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04042 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04044 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04045 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04046 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 -2 2 2 2 2 2
M04047 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04048 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total :0 1:0 1:0 10 1:0 1:0 L1 10 L0 1:0 1:0 1:0 1:0 10O 1:0 LI L0 1.0 0 10 L0 10 10 L0 1O LO 1.0 :0 1:0 1:0 10 L:0 1:0 L0 10 I1:0 :0 10 10 50 1:0 1:0 1:0 1:0 L0
™) (12) (12) (12 (12 (2) (12) (12 ) 6 (2 (1 (12 12) (1) (12) @2 ¢ ¢ (2 (12 (12 (12) (12 (12 (1 ¢ ) (1) (12 (1 (12) (1) (1 (1Y () G (2 (1) (1) (12) (12) (12) (1) &) )

: pre-treatment; b day 8 of treatment; € day 7 of recovery

Posture in home-cage [ 2, sitling or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats { 2, normal, 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c¢) Open-field observations (posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizamre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 5-4(continued). Detailed clinical observations of male rats

N-DPS (150 mg/kg)
Removing from cage / Observations made while handling 5 Open-field observations ?
Male No. Fur Skin color / Mucuous membranes Lacrimation Piloerection Respiratoty rate Stereotypy

pre® Tsh TIS T24 T30 T3 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 R4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 RM

M04037 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04038 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04039 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04040 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04041 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04042 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

M04044 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04045 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04046 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04047 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04043 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 10 kO L0 1:0 1:0 1O L0 kO 10 10 10 10 10 1O KO LO LO IO L0 1:0 L0 10 KO LO L0 kO 10 %0 30 30 3:0 30 30 30 30 30 0 10 1:0° 10 1:0 L1:0 10 L0 L:0 30 3:0 30 30 %0 X0 30 %0 3:0
™) a2 a2 2 02 (42) 03 1 6 G 12 (12 (12) 02y 02) (2 12 & G (12) (12) (12) 02) (2) (12 (1 & O (12) (12 (12) (12 (12 (2) (1) &) & (12) (12 (12 (12) (12 (12) 13 & © (12) (12 (12 (12) (12 (12) A2 & )
? pre-treatment; b day 8 ol treatment; ¢ day 7 of recovery

Posture in h ge [ 2, sitting or standing; 1, hing position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]

Handling behavior [ 2, normal; 1, no resistance ]

Heart beats {2, nonmal; 1, bradycardia ]

Body temp [2, normal; 1, hypothenmia ]

Fur [ 2, nomal; 1, Moist fur]

Skin color/M i [ 2, normal; 1, at 1

Lacrimation [ 2, not observed; 1, observed ]

Piloerection {2, normal; 3, slight]

respiratory rate{ 2, normal; 1, hypopnea)]

stereotypy[ 2, not observed; 3, observed]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing fr pupillary size, salivation), and c) Open-field observations (posture,

exploration, palpebral opening, , tremor, convulsion, gait, bizare behavior, straub tail, ization, touch resp ithd reflex, pinna reflex),
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 5-4(continued). Detailed clinical observations of male rats

N-DPS (150 mg/kg)

Open-field observations 2
Male No. Urination Defecation

Pre® T8 b T15 T24 T30 T36 T4 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4
M04037 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04038 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04039 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04040 0 1 0 0 0 0 0 0 0 0 0 0 0 0
M04041 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04042 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04043 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04044 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04045 0 0 0 0 0 1 1 2 0 0 0 0 0 0 0 0 0 0
M04046 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04047 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
M04048 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 2 0 0 0 2 1 3 0 0 0 0 0 0 0 0 0 0
™) 12y 12y 12 (12 (02 (12 12 & 6 (12) (12) (12) (12) (42) 12) 12) & G

b
B pre-treatment; day 8 of treatment; ¢ day 7 of recovery

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, , tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-1. Detailed clinical observations of female rats

Control (vehicle: water for injection}

) Removing from cage / Observations made while handling i

Female No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

Cage-side observations "

Pre” st TI5 T24 T30 T36 T42 L° Pre T8 TI5 T24 T30 T36 T42 L

]
]

T8 TIS T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI15 T24 T30 T36 T42 L

FO1001
F01002
F01003
FO1004
FO1005
F01006
F01007
F01008
FO1009
Fo1010
Fotoll
FO1012

NORNNNN NN NN NNN
[ N N N N S I I N R N N S I NN
NORDNRN NN NNNNN
MR N RNNN NN R RN
NORNN NN NNNNNDNDN
MORNNNNNNNNNNN
NORONNNN N NN R NN
NONNNNRNNNN NN
MORNNRNNNNNNNNN
NORNNRNN NN NNNNN
NN NN NN NN N NN
NORNNRNNNNNNNN N
NONNRNN NN NNNNN
DONNNN NN NN NN
NORNNRN RN NNNNNNN
NORONRNRNND NN N RN
NN N NN N RN
NORNNNNNNNNNNN
NORNRNNNNNNN NN
MORNNNNNNNNNNN
NONNRNN NN NNNN N
NORNNNNNNND NN
RORONNN NN NN D8N
NORNNNNNNNN NN
MORNNNNNNNNNNDN
NORNNN NN NN N8N
RORNONNNNN NN NN
MORNNNNNNNNNN N
NN NN NNNNNNNDN
RORNNNNN NN NN
RN NNN NN NN
NORNNN NN NN RN N
NN RNN NN NN N NN
NN N NN NN N8N
RORNNNNNNNNDDNN
MONNN N NN NN NN N
MORNNNN NN NN NN N
RNORNN NN RN DN R8N
NORNNR NN NN NN
NORONNNNNNN NN
NORNON NN NN NN NN
NRNNNNNNNND NN

Total score 10 L0 110 L0 L0 L0 L0 LO L0 Lo Lo L0 L0 LO L0 LO L0 Lo kO LO L0 L0 L0 LO L0 L0 L0 L0 10 L0 L0 Lo Lo L0 L0 10 1:0 LO L0 L0 0 1:0 L0 1:0 1:0 10 1:0 1:0
[Q)] (12) (12) (1) (12) (12) (12 (123 © (12 (12 (12) (12) (12 (12) (1 O (12 (12 (1 (12 (12 (1 1 O () (12 () (12 (1) (12 ) O (@) (12 (1) (2 (2) (12 (1) © () (12 (12 (12) (12 (12 (12) ©

? pre-treatment; b day 8 of treatment; © lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, nonmal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body [2, normal; 1, hypoth ia ]

Fur [ 2, nomal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]

Lacrimation [ 2, not observed; 1, observed ]
Piloerection [ 2, normal; 3, slight]
respiratory rate[ 2, normal; 1, hypopnea]
stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, i touch resp ithd I reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-1(continued). Detailed clinical observations of female rats

Control (vehicle: water for injection)

Removing from cage / Observations made while handling i Open-field observations 9
"Female No. Skin color / Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Pre” st TIS T24 T30 T36 T42 L° Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5S T24 T30 T36 T42 L
FO0100t 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
F01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01004 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
F01006 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
F01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fo1011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2. 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fo01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total score 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1.0 0 1:0 1:0 1:0 1:0 1:0 1:0 IO 3:0 30 3:0 30 30 30 30 3:0 1:0 1.0 1:0 kO 1:0 1:0 1:0 1:0 30 30 30 30 30 30 30 30
™) (12 (12) (12) (1) (123 (1) (1) ©@ (12) (12 (12) (1) (12 (1 (1) O (12 (12) (1 (12 (12) (19 1 © (2 (2 (412 (2) (123 (12) (12 © (2 (12 (2 (12 (1) (12) (12} O

2 pre-treatment; b day 8 of treatment; ® Jactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate{ 2, normal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-
field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-1(continued). Detailed clinical observations of female rats

Control (vehicle: water for injection)

Open-field observations 2

Female No. Urination Defecation

Pre T8b T15 T24 T30 T36 T42 L° Pre T8 TI15 T24 T30 T36 T42 L
F01001 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01002 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01003 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01004 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01005 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01006 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01007 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01008 0 0 1 0 0 0 0 0 0 0 0 0 0 0
F01009 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01010 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01011 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01012 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Totalscore 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
™) (12) (12) (12 (12 (12 (12 12 © (12) (12) (12) (12) (12) (12) (12) (©

a b c . .
pre-treatment; day 8 of treatment; lactation period

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-2. Detailed clinical observations of female rats

N-DPS (15 mg/kg)

Cage-side observations o Removing from cage / Observations made while handling »
Female No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

Pre” st TI5 T24 T30 T36 T42 L° Pre T8 TIS T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T2 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TIiS T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L
F02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 272 2 2 2 2 2
F02014 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02015 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02016 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02017 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02018 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02019 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02020 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02021 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02022 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02023 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02024 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Totalscore Lo Lo L0 L0 L0 L0 L0 L0 0 1:0 10 1:0 O 1O 1:0 LO L0 L0 L0 O LO L0 L:0 10 10 10 10 L:0 1:0 1:0 L:0 LO Lo 0 L0 L0 L0 1:0 L0 L0 10 10 L0 1:0 1:0 L0 L0 L0
™ (1) (1) (12 (12 (12) (12 (12 ©@ (02 (02 (12) (13 (12 (12) 1 @ (12 (12 (12) 02 (1 ) (1 © (1) (12 12 1Y) (12 (2 ) © (12 (2 42 (1B (12 (2 (2 @ (1) (@2 (12 (13 1 (@ (12 O
? P b day 8of © lactation period
Posture in h ge [ 2, sitting or ding; 1, hing position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance )

Heart beats [ 2, normal; 1, bradycandia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur ]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacnimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normul; 1, hypopnea]

stereotypyf 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field
t i lorati Ipebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-2(continued). Detailed clinical observations of female rats

N-DPS (15 mg/kg)

Removing from cage / Observations made while handling K Open-field observations i
Female No. Skin color / Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Pre” T8h T15 T24 T30 T36 T42 L© Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI15 T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L
F02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02014 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02015 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02016 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02017 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02018 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02019 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
F02020 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
F02021 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02022 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02023 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02024 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total score 1:0 1:0 1:0 LO LO 10 L:0 1:0 10 1:0 1:0 1.0 1O LO 1:0 1:0 3:0 30 30 30 30 3:0 30 3:0 0 1:0 1:0 1:0 1:0 1:0 LEO 10 30 30 30 3:0 30 30 30 30
™) (12) (12 (12) (12) (12 (12) (12 © (2) 12 (12) (1) 02) (2 (1 © (2 (1) (12 (42 (1) (12) 12y © (12 (1) (12 (12) (1) (12 1) © (2) (2 (12) (1)) (12) (12) (1) ©0)

: pre-treatment; b day 8 of treatment; © Jactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while remox)ing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-
field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-2(continued). Detailed clinical observations of female rats

N-DPS (15 mg/kg)

Open-field observations ®
Female No. Urination Defecation

Pre® T8” TI5 T24 T30 T36 T42 L° Pre T8 TI5 T24 T30 T36 T42 L
F02013 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02014 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02015 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02016 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02017 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02018 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02019 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02020 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02021 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02022 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02023 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02024 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
™) (12) (12 (12 (12) (12 (12) (12) (©) (12) (12) (12) (12 (12) (12) 12y ©

b
2 pre-treatment; day 8 of treatment; ¢ lactation period
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 6-1-3. Detailed clinical observations of female rats
N-DPS (50 mg/kg)

Cage-side observations K Removing from cage / Observations made while handling »

Female No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

Pre” T8h TI5 T24 T30 T36 T42 L° Pre T§ TIS T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre

=

8§ TI5 T24 T30 T36 T42 L

FO3025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

MONORN NN RN NN NN RN
NORNNN N NNNNNNN
NONNN R NN NN NN
NORNONRN NN NN RN RN DN
NN N NN RN N NN
NN NN NN NNNNDN
MORNNN RN NRNNNRNNN
NN NN N RN NNNNN
NORNRNRNNNNNRNNNDN
NONNN RN NN NNNNN
NONRNNNNNNNN DN
NONN NN NNNNN NN
RONORRNRN NN NNN NN
WO R RN NN NNNN
NONONRNRN NN NN NNN
NN RN NNNRNNNN
NN RN NN NNNNN
NONONNRDNNNNRN NN
NONON NN NN NN NN
NONONN RN NNNNN NN
NORNN R NN NNN NN
NORNNN N NN N NN
RNORNNN N NN NN RN NN
NONNN RN NN NNN NN
MORN N R NRNNNN NN
NORN N RN RNNNN NN
NORNN RN NN NNNNDN
NORNN NN NN NN NN
NONNN RN NN NNRNNN
NORNRNN NN R NNNN N
RORRNN NN NNNNNN
MR NN NNNDNNNNN
NN RN RN NN
NORNNN NN RNNNNNDN
NORNN RN RNNNN NN
NORNNNNRNNNNN
MR NN NNRRDNNNND
MRNRN N NN RDNNDNN
RN NN NNDN RN
NNRN RN NNNDNNNN
NORNRNNNNNDNNNN
NN RRNN N NNNNN

Totalscore 10 L0 10 10 10 1:0 L0 L0 0 1:0 10 10 1:0 1:0 1:0 L0 0 1o L0 L0 LO L0 LO LO L0 L0 LO L0 L0 L0 10 L0 10 L0 L0 L0 L0 L0 1O LO Lo Lo Lo 10 1:0 1:0 1:0 1:0
™ (12) (19 (12 (12 (12) (12 (12) O (12 (12) (12) (1 (2 12) (2 O (12) (12 (12) (12 (12 (2 (2 O () (@) (2 (12 (@ (@ @ GO G 12 (@ @ 0 E @ O @ W@ @ @ @ @ @ O

a

p b day 8 of © lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity }
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia |

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, nomal; 1, Moist fur ]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea)

stereotypy[ 2, not observed; 3, observed }

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field

observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch resp ithd I reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-3(continued). Detailed clinical observations of female rats
N-DPS (50 mg/kg)

Removing from cage / Observations made while handling R Open-field observations 9

Female No. Skin color / Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Pre T8b TIS T24 T30 T36 T42 L° Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

NORNN N NN NN NN N
NN NN DN NN N
RN RN N NN D NN NN
RN RN NNND NN NN
NN N NN NN NN NN
NN NN NN N NN NN
NONNNN NN NN NN N
NN NN NN NN N DN
BN NN RN NN NN NN
NN N NN DD NNN NN
RN NN NN NN DN
BRNRNN NN NDNNND DN
NN N NN RN N NN NN
NN RN DN NN N NN DN
NN RN NN NN N NN
NN N NN NN NN NN
NN NN N NN NN NN
NN NN NN NN NN
NWONNN N DN NN NN NN
BNORNNN NN NN NN NN
BN NN NN NN NN NN
NN NNN N NN N NN
NN NN NN NN RN NN
NN NN NN NN N NN
NN NN NN NN NN NN
NN NN NN NN NN NN
NNNNNN NN NN NN
W N NN NN NN N NN
NN NN DND DN NN
N NN NN NN NN DN
NN NN NDN NN DN
RN NN RN NN NN NN
NONNN NN NN NN NN
NN NN R NN NN NN
BN NN NN NN NN DN

Total score 0 1:0 10 EO 10 L0 L0 1:0 10 L0 LO L0 L0 LO kO LO 3:0 3:0 3:0 30 %0 30 30 3:0 10 1:0 1:0 EO L0 1.0 L0 1:0 30 3:0 30 3:0 30 3:0 30 3:0
™) (12) (12 (12 (12) (12 (12) (1 O (12 (12 (1) (19 (1 12 (12 O () (2 (12 2 @) (Y 12 O (2 2 4 2 @ 02 @ QG (@ 0@ @ @ 02 @ @ O

2 pre-treatment; b day 8 of treatment; © lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position }
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity |
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation {2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate{ 2, normal; 1, hypopnea)

stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-
field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-{3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-3(continued). Detailed clinical observations of female rats
(continued). Detailed clinical observations of females

N-DPS (50 mg/kg)

Open-field observations 2

Female No. Urination Defecation

Pre ” T8b TIS T24 T30 T36 T42 L° Pre T8 TI15 T24 T30 T36 T42 L

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

S O = O O O O O O O O O
S O O O O O O O O © O O
- 0O O O © © © = O O O O
O O O O O O O O O o o ©
O O O O O O O o o © O o
O O W o O O O O © © O O
O O O O O O O O O O © ©
O O O O O O O O O O O o
O O O O O O O O O O O ©
O O O O O O O O o O O O
O O O O O O O O O O O O
O O O O O O o o O o o ©
QO O O O O O O O O © ©

Total score 1 0 0 2 0 0 3 0 0 0 0 0 0 0 0 0
) 12y (12 (12 (12 (12) (12) (12) @) (12) (12) (12) (12) (12) (12) 12) (@D

b R .
2 pre-treatment; day 8 of treatment; ¢ lactation period
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-4. Detailed clinical observations of female rats
N-DPS (150 mg/kg)

Cage-side observations ° Removing from cage / Observations made while handling B

Female No. Pasture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

Pre” T8b TIS T24 T30 T36 T42 L° Pre T8 TIS T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L Pre T8 TIS T24 T30 T36 T42 L Pre

=

§ TI5 T24 T30 T36 T42 L

Fo4037
F04038
F04039
F04040
F04041
F04042
F04043
F04044
F04045
FO4046
Fo4047
F04048

NORNN N NNN NN RNNN
NONRNN RN NNN NN NN
NORNNRN N RNRNNNNNDN
NONRNN RN NN NNRD NN
NORWRNNNNNNNRNN
NONNN NN RN NN NN
NN NN NN NNDNN
NORORNNNNNRNN NN N
NORONNRNNNNN D8N
RONORNRNRNNNNN RN DN
DONON NN NN NN NN
NN NN NN NN N
NONON N R NN RN NN
NORNN NN NN NN NN
RN NNNNNNN
NONRN N NN NN
RN NN RNNNNDNN
NN N NN NN
NONORNNNNNNNNDNN
NORONNN NN NN NN N
I N I S N N A O N IR
NONORNRNN NN NNNNDN
NONNRRNR NN N NN
NORORNNN NN NN NNN
NONORNNNNNN RN
NN DR NN NN N RN
NONORDNNNNNNNNN
NN RNNNRN NN NNN
NN RNNN NN N NN
NONNN RN NNNNRNRDN
NORNN N R RNNNNN DN
NN RN RN RNNNNNNN
NORNRN N NNNNNDNN
NN NRNRNNN R NN
NRNN NN NN NN NN
NN NN NRNNNNNNN
NONNN NN NNNNNN
NORRNN R NNNN NN
RONORNN NN NN NN NN
RN N NN NRN NN
RN NN NN DN N
WONNRNN N NNNNNN

Total score 0 L0 1:0 10 L0 L0 LO LO 1:0 1:0 L0 1:0 ¢ 10 1:0 1.0 L0 L0 0 O L0 1O L0 LO 10 ¢ 10 1:0 1:0 1:0 1:0 LO 0 0 1:0 L0 1:0 1:0 L0 10 :0 L0 10 10 1:0 L0 L0 LO
™) (12 (1) (12 (12 (1 (12 (12 O (02 02 (12) 1 12 (12 12 O (1) (@ 012 012 (1) 0 (@ GO (0 12 012 12 W@ @ R GO 303w @ 3 @ O @ W @ @ 0 0 O

b
? pre- ; day 8of ' period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior |2, nonmal; 1, no resistance ]

Heart beats [ 2, nonmal; 1, bradycardia ]

Body temmp {2, normal; 1, hypothermia ]

Fur [ 2, nommal; 1, Moist fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal]

Lacrimation [ 2, not observed; 1, observed ]
Piloerection [ 2, normal; 3, slight]
respiratory rate[ 2, normal; 1, hypopnea]
stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢} Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, i

touch resp i | reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-4(continued). Detailed clinical observations of female rats
N-DPS (150 mg/kg)

) )

. Open-field observations ©
Female No. Skin color / Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Removing from cage / Observations made while handling b

Pre” T8b TIS T24 T30 T36 T42 L° Pre T8 TI5S T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L Pre T8 TI5 T24 T30 T36 T42 L

F04037
F04038
F04039
F04040
F04041
F04042
F04043
F04044
F04045
F04046
F04047
F04048

BNNNN N NN N NN NN
NWONN N NN NN NN NN
BDONNN NN NNNND NN
NORNNNN NN DN RN NN
NVONN NN NN N NN NN
N NN DN NN N NN DN
BN NN NN N NN
BN N NN N NN NN NN
NN NN NN DN NN NN
NN NN N RN N NN NN
RN N NNNND NN NN
RN NN NN NN NN
NDONR NN NN N NN NN
DONRN N NN NN NN NN
NONNN N NN NN ND NN
NRRNN N NN NN N NN
NORNN NN NN N NN N
N ONNNN NN NN NN
NN RN NN NN NN DN
NN NN NN NN NN DN
BN RN NN N N NN
NN DN NRNDN NN D DN
NN NN NN NN NN NN
BNONNNN N NN N DD
NN N NNN N NN DD DD
NN NN NN NN NN NN
MO N NN NN NN NN
DN NN NN N NN NN
NN RNNNN NN NN DN
PN NN N DNDN NN DN
NNNN NN NN NN NN
WNNNNNDN NN NN DN
™R N NN N NN NN NN
NN NN NN NN N NN
MR NN N RN N NN NN

Total score 0 1.0 10 1O 1O 1:0 1O L:0 0 1:0 1:0 1:0 1:0 1.0 1:0 LO 30 30 30 30 30 30 30 3:0 0 10 10 1.0 k0O LO L0 1:0 30 30 30 30 %0 30 30 30
™) (12) (12 (12 (12) (12 (12) (1) O (12) (12) (12) (12) (12) (12) (12) O (12 (1) (12) (12 12) (1) (2 O (12 (2 (12 (12) (12) 12 () GO (2 (12 (1) (@2) (12 (@2) (@2 O

2 pre-treatment; b day 8 of treatment; ® lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothermia ]

Fur [ 2, normal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [ 2, not observed; 1, observed ]

Piloerection [2, normal; 3, slight]

respiratory ratef 2, normal; 1, hypopnea]

stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-
field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-1-4(continued). Detailed clinical observations of female rats

N-DPS (150 mg/kg)

Open-field observations 2
Female No. Urination. Defecation

Pre® T8 b T15 T24 T30 T36 T4 L° Pre T8 TIS T24 T30 T36 T42 L
F04037 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04038 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04039 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04040 1 1 1 0 0 0 0 0 0 0 0 0 0 0
F04041 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04042 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04043 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04044 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04045 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04046 0 0 0 0 0 0 o0 _ 0 0 0 0 0 0 0
F04047 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F04048 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 2 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
™ (12) (12) (12) (12 12 12y (12 @) (12) (12) (12 (02 (12 (12) 42y @

a b c . .
pre-treatment; day 8 of treatment; lactation period

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b)
Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c¢) Open-field
observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-2-1. Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Cage-side observations ™ Removing fromcage / Observations made while handling ki

Female No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur
Pre” TBb Ti5 T24 T30 T36 T42 R7° RI4 Pre T8 Ti5 T24 T30 T36 T42 R7 Rl4 Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre T8 TIS T24 T30 T36 T42 R7 RIl4 Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4

FO5049 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F05050 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

FOs051 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F05052 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F05053 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

FO5054 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO5055 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO5056 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 "2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05057 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05058 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total score 0 L0 L0 10 L0 L0 LO kO 1O L0 L0 0o 10 10 L0 L0 L0 L0 e 0 L0 L0 1O 10 k0 L0 1O L0 10 L0 L0 L0 L0 1:0 10 kO 10 10 10 L0 LO RO 1:0 L0 10 Lo :0 10 10 L0 O LG L0 L0
™) 10y (10} (10) (1) (0) (1) (10} () () (0 (1) (0) (6) (10) (1) () () (5 (0 (1) (O (1) AY (1Y W) B () (1) (1) (10} (10} (10) (1) (10} G} (5} (A (A0 (1) (10} (10) (10) (10) () () (10) (O (10 (10} (10) (10) (1) (5) (5

b
? pre-treatment;  day 8 oftreatment; ¢ day 7 of recovery

Posture in h ge [ 2, sitting or ing; 1, hing position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats {2, normal; 1, bradycardia ]

Body [2, normal; 1, hypoth ia ]
Fur [ 2, normal; 1, Moist fur]
Skin color/ {2, nonmal; 1, \

Lacrimation [ 2, not observed; 1, observed ]
Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea(dyspnea)]
stereotypy] 2, not observed; 3, observed |

Except the above findings, there were no changes in all animals; a) Cage-side ot ion ( ization, tremor, ), b) Observations made while handling (behavior while removing fro i pupillary size, salivation), and ¢) Open-ficld observations (posture,
cxploration, palpebral opening, , tremor, convulsion, gait, bizame behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-2-1(continued). Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Removing fromcage / Observations made while handling i Open-field observations o

Female No. Skin color/ Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

re” TSh TIS T24 T30 T36 T42 R7° RI4 Pre T8 TI5 T24 T30 T36 T42 R7 R4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pre T8 TI5S T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 RlI4

F05049 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05050 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2
F05051 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2
F05052 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO05053 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05054 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2.2 2 2 2 2 2 2
F05055 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05056 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05057 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05058 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total score 10 &0 L0 [:0 1:0 1:0 1:0 L0 L0 0 10 1:0 L0 I:0 LO LO L0 L0 30 30 30 30 30 30 3:0 30 30 0 10 1:0 1O 1:0 I:0 1:0 1:0 10 30 30 30 30 30 30 30 30 30
™) (10) (10) (10) (10) (10) (10) (1) (5 (5 (10) (10 Qo (0 (10 10 1) G ©) (10) (10) (10) (1) (10) (10) (1) (5 (5) (10) (10) (10) (10) (10) (10) (1) (5) (5) (10 (10) (10) (10) (10) (10) (AQ) () (5

2z
<z

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
Locomotorin h ge [ 2, normal; 1, d in locomotor activity }

Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature {2, normal; 1, hypothemnia ]

Fur { 2, normal; 1, Moist fur]

Skin color/ Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [2, not observed; I, observed ]

Piloerection [ 2, normal; 3, slight}

respiratory rate[ 2, normal; 1, hypopnea(dyspnea)]
stereotypy[ 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation {vocalization, tremor, convulsion), b} Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field observations

" Tnehral

p Pl palp pening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-{3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-2-1(continued). Detailed clinical observations of female rats, satellite group

Control (vehicle: water for injection)

Open-field observations °

Female No. Urination Defecation

Pre” T8b T15 T24 T30 T36 T42 R7° Rl4 Pre T8 TI15 T24 T30 T36 T42 R7 Rl4
F05049 0 0 0 3 0 0 0 1 0 0 0 0 0 0
F05050 0 0 0 0 0 0 2 0 0 0 0 0 0 0
F05051 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05052 0 0 0 1 0 0 0 0 0 0 0 0 0 0
F05053 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05054 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05055 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05056 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05057 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05058 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 1 0 0 4 0 0 2 0 0 1 0 0 0 0 0 0 0 0
™) (10) (10 (10 (10 (19 10 A0 ) () 10 (10 10 19 1o 10 10 G ©

b
2 pre-treatment; day 8 of treatment; ¢ day 7 of recovery

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior
while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre
behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 6-2-2. Detailed clinical observations of female rats, satellite group
N-DPS (150 mg/kg)

Cage-side observations ”

) Renoving fromcage / Observations made while handling i

Female No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

Pre” TXb TIS T24 T30 T36 T42 R1° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 R4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4 Pe T8 TIS T24 T30 T36 T42 R7 Ri4 Pre T8 TiS T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 RI4
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b
* pretreatment;  day 8 oftreatment; N day 7 of recovery

Posture in h ge [ 2, sitting or ding; 1, hing position ]
Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance )

Heart beats [ 2, nommal; 1, bradycardia ]

Body [2, normal; §, hypothermia ]

Fur (2, normal; |, Moist fur]

Skin color/ [2, normal; 1, 1
Lacrimation [ 2, not ob d; 1,0b d]

Pilocrection [ 2, normal; 3, slight]
respiratory rate[ 2, normal; 1, hypopnea(dyspnea)]

ypy( 2, ot ot d; 3, ob: d]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, Ision), b) Observations made while handling (behavior while removing fro pupillary siz, salivation), and ¢) Open-ficld obs ervations {posture,
exploration, palpebral opening, , tremor, convulsion, gait, bizamre behavior, straub tail, vocalization, touch res ponse, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-2-2(continued). Detailed clinical observations of female rats, satellite group

N-DPS (150 mg/kg)
. Removing from cage / Observations made while handling " Open-field observations i
Female No. Skin color/ Mucuous membranes Lacrimation Piloerection respiratory rate Stereotypy

Pre” T\Sh TI5 T24 T30 T3 T42 R7° Ri4 Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 Ti5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4

F06059
FO6060
F06061
F06062
F06063
F06064
FO06065
F06066
FO6067
F06068
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° pre-treatment; b day 8 oftreatment; € day 7 of recovery
Posture in home-cage [ 2, sitting or standing; 1, crouching position ]
L orin h ge [ 2, normal; 1, d in locomotor activity ]

Handling behavior [ 2, normal; 1, no resistance ]

Heart beats {2, nommal; 1, bradycardia ]

Body temperature [2, normal; 1, hypothemmnia ]

Fur [ 2, normal; 1, Moist fur]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal]
Lacrimation [2, not observed; 1, observed ]

Piloerection [ 2, normal; 3, slight]

respiratory rate[ 2, normal; 1, hypopnea(dyspnea)]
stereotypyl 2, not observed; 3, observed ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field observations
{ bral touch resp withd! 1 reflex, pinna reflex).

p , exploration, palp pening, , tremor, convulsion, gail, bizarre behavior, straub tail,
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 6-2-2(continued). Detailed clinical observations of female rats, satellite group

N-DPS (150 mg/kg)

Open-field observations ?
Female No. Urination Defecation

Pre” T8 b T15 T24 T30 T36 T42 R7° Rl4 Pre T8 TIS T24 T30 T36 T42 R7 Rl4
F06059 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06060 0 0
F06061 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06062 0 0 0 0 0 0
F06063 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06064 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06065 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06066 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06067 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06068 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
™) o o o 6@ & & & @& @ m ®o® ® & & & & @ @

b
2 pre-treatment; day 8 of treatment; ¢ day 7 of recovery

Urination [ frequency/30sec |
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior
while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, gait, bizarre
behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 7-1-1. Body weights of male rats

Control (vehicle: water for injection)

Male No. Days of administration
1 4 7 14 21 28 35 42
M01001 385.3 395.5 405.6 4274 441.6 457.6 479.3 484.6
M01002 386.0 392.8 400.5 408.9 420.9 447.2 468.1 459.7
MO01003 397.6 412.6 4283 469.5 498.9 530.0 543.3 551.8
MO01004 3924 399.1 403.3 4247 447.9 467.3 471.7 478.7
MO01005 399.3 413.2 4157 . 4477 466.1 493.1 508.7 524.1
MO01006 407.0 415.2 4213 443.3 459.5 477.1 490.3 519.2
MO01007 4159 425.5 436.9 465.1 474.2 496.9 521.5 554.7
M01008 368.2 385.1 388.0 416.2 433.0 458.1 458.5 471.5
M01009 403.8 412.2 4179 4454 468.7 505.7 528.9 541.8
MO01010 394.6 411.5 4244 446.6 455.2 469.5 472.9 483.3
MO01011 384.9 396.6 408.4 431.1 458.8 490.7 514.9 541.8
Mo01012 3755 387.4 390.3 412.5 432.2 4534 458.9 465.6
Number of males 12 12 12 12 12 12 12 12
Mean 392.5 403.9 411.7 436.5 454.8 478.9 493.6 506.4
S.D. 13.5 12.7 15.0 19.7 214 24.8 28.9 36.0
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 7-1-2. Body weights of male rats

N-DPS 15 mgkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M02013 393.8 408.4 412.0 441.3 4551 457.8 472.6 476.5
M02014 412.5 419.5 4324 4533 1 468.0 485.0 496.1 512.0
M02015 376.7 380.8 389.6 414.0 426.1 438.6 459.0 461.1
MO02016 374.5 387.8 391.5 418.8 430.0 449.0 465.2 473.7
M02017 390.8 399.0 403.3 4214 4347 439.2 455.6 459.4
M02018 393.7 404.5 413.1 443.1 463.7 481.1 503.3 519.6
M02019 386.3 397.1 405.7 436.7 458.0 487.1 509.7 529.0
M 02020 392.7 403.9 418.4 448.3 461.5 487.2 506.8 525.9
M02021 406.6 411.6 418.4 449.7 463.3 493.7 507.8 531.6
M02022 368.5 369.3 376.3 401.5 4248 442.3 459.0 471.0
M02023 396.9 411.2 415.0 437.2 451.1 476.8 486.6 512.1
M02024 415.6 430.9 445.6 480.4 503.4 534.6 555.5 573.9
Number of males 12 12 12 12 12 12 12 12
Mean 392.4 402.0 410.1 437.1 4533 472.7 489.8 503.8
S.D. 14.6 16.8 18.8 21.0 223 28.5 294 35.3
Significance NS NS NS NS NS NS NS NS
Statistical method AN DU AN DU DU DU DU DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 7-1-3. Body weights of male rats

N-DPS 50 mgkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M03025 385.1 387.8 355.5 405.3 433.7 463.9 4842 489.7
M03026 387.6 393.3 3953 425.5 432.6 453.2 471.8 480.3
M03027 382.1 397.5 4113 442.8 458.3 487.0 500.6 496.9
M03028 425.9 450.4 458.1 495.9 495.8 541.0 564.3 574.0
MO03029 376.3 387.2 398.2 429.8 446.3 463.6 474.9 486.6
M03030 389.3 398.9 407.7 438.5 450.5 470.0 493.5 504.9
M03031 379.5 400.9 419.3 452.9 476.2 510.6 535.1 566.1
M03032 365.2 371.4 382.7 402.0 420.3 447.8 468.3 482.4
M03033 390.0 404.7 408.7 426.6 454.5 4741 491.8 504.9
MO03034 409.5 421.8 429.8 452.3 463.2 486.0 497.2 519.6
MO03035 408.7 424.7 433.6 454.1 475.0 485.4 506.2 521.9
M03036 378.0 379.7 398.3 415.8 441.4 466.4 483.7 497.3
Number of males 12 12 12 12 12 12 12 12
Mean 389.8 401.5 408.2 436.8 454.0 479.1 497.6 510.4
S.D. 17.0 21.8 26.2 25.7 214 25.9 27.6 30.8
Significance NS NS NS NS NS NS NS NS
Statistical method AN DU AN DU DU DU DU DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 7-1-4. Body weights of male rats

N-DPS 150 mgkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M04037 408.1 384.0 365.9 4354 4473 463.5 465.5 461.5
M04038 413.1 419.4 440.0 467.4 489.6 417.1 460.4 453.9
M 04039 374.8 361.6 364.5 380.2 388.5 395.2 408.6 398.3
M 04040 383.1 370.8 389.5 413.1 427.1 4447 450.7 402.1
M04041 401.9 400.3 407.3 431.2 443.2 465.4 473.8 485.1
M04042 3744 369.1 382.1 401.2 410.8 4214 426.7 428.9
M 04043 388.6 384.5 400.4 415.3 4193 4254 432.6 428.5
M 04044 378.7 383.8 390.3 423.5 4513 470.8 481.9 493.0
M 04045 3935 399.2 404.7 4274 4334 387.4 420.8 430.0
M 04046 361.9 360.3 370.2 380.5 403.3 411.6 421.1 417.7
M 04047 382.7 359.3 388.7 349.3 405.0 449.4 491.4 485.7
M 04048 398.2 403.4 389.0 426.6 456.3 478.3 498.3 505.6
Number of males 12 12 12 12 12 12 12 12
Mean 388.3 383.0 391.1 412.6 4313 435.9 452.7 449.2
S.D. 15.2 19.5 20.9 311 28.1 304 304 36.8
Significance NS * NS NS * ** *k *k
Statistical method AN DU AN DU DU DU DU DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 7-2-1. Body weights of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
1 7 14
M01008 473.0 489.2 502.2
M01009 539.1 550.0 561.3
M01010 473.1 4933 485.4
M01011 5323 562.9 564.9
MO01012 458.7 485.7 494.1
Number of males 5 5 5
Mean 495.2 516.2 521.6
S.D. 375 37.1 38.4
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 7-2-2. Body weights of male rats at the recovery period ‘

N-DPS 150 mg/kg

Male No. Days of recovery
1 7 14
M 04044 493.6 513.5 527.3
M 04045 4364 460.9 473.7
M 04046 430.8 460.8 468.4
M04047 504.2 529.6 544.8
M04048 509.8 531.1 546.9
Number of males 5 5 5
Mean 475.0 499.2 512.2
S.D. 38.3 357 384
Significance NS NS NS
Statistical method TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 8-1-1. Body weights of female rats

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21

F01001 246.3 258.0 257.4 264.6
F01002 2256 218.4 225.5 2239
F01003 261.6 271.5 283.4 293.8
F01004 250.4 264.2 273.3 276.0
F01005 238.0 245.9 254.9 260.1
F01006 220.4 224.9 230.7 241.8
F01007 240.8 245.1 246.8 261.2
F01008 245.5 247.2 256.7 264.9
F01009 238.4 252.3 257.0 256.7
F01010 239.9 240.9 251.7 270.9
F01011 2472 268.1 268.5 279.0
F01012 251.8 249.8 265.4 279.8
Number of females 12 12 12 12
Mean 242.2 248.9 255.9 264.4
S.D. 11.2 16.0 16.4 184
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 8-1-2. Body weights of female rats

N-DPS 15 mg/kg
Female No. Days of administration
1 4 7 14 21
F02013 243.1 2435 T 2443 2444
F02014 246.9 253.0 251.6 261.9
F02015 2354 240.7 245.6 256.7
F02016 244.5 240.2 240.0 256.2
F02017 2282 245.1 248.8 258.9
F02018 264.0 267.2 276.9 301.1
F02019 243.6 254.9 262.4 260.8
F02020 256.5 257.3 266.9 280.8
F02021 217.1 2235 231.3 235.8
F02022 242.4 246.8 258.8 271.9
F02023 267.5 271.9 280.4 289.1
F02024 267.9 271.2 279.4 281.8
Number of females 12 12 12 12
Mean 246.4 251.3 257.2 266.6
S.D. 15.6 14.3 16.3 18.9
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way lay out).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 8-1-3. Body weights of female rats

N-DPS 50 mgkg
Female No. Days of administration
1 4 7 14 21
F03025 264.8 268.9 267.5 288.7
F03026 244.6 2421 233.1 249.0
F03027 263.4 273.2 275.3 281.5
F03028 223.5 236.1 243.0 247.8
F03029 256.7 260.1 262.8 268.1
F03030 237.0 241.5 245.8 249.5
F03031 232.8 242.4 252.3 2535
F03032 2343 242.8 251.6 252.8
F03033 243.8 254.8 264.9 263.6
F03034 245.1 256.0 260.5 268.8
F03035 238.5 2435 251.7 251.6
F03036 242.1 243.4 258.4 273.5
Number of females 12 12 12 12
Mean 243.9 250.4 255.6 262.4
S.D. 12.4 12.0 11.7 13.8
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 8-1-4. Body weights of female rats

N-DPS 150 mg/kg

Female No. Days of administration
1 4 7 14 21
F04037 2279 2422 245.2 250.5
F04038 230.7 240.2 246.9 258.7
F04039 235.9 243.2 254.1 262.0
F04040 261.3 263.7 271.2 288.2
F04041 223.1 240.1 2429 250.6
F04042 250.1 251.0 255.1 262.0
F04043 261.2 268.2 278.2 283.9
F04044 247.6 246.6 249.4 2614
F04045 266.3 270.0 268.4 281.9
F04046 239.5 239.9 260.2 276.7
F04047 241.2 248.3 255.7 260.3 2713
F04048 226.6 228.8 2273 2473
Number of females 12 12 12 12
Mean 242.6 248.5 254.6 265.3
S.D. 14.7 12.7 13.9 13.9
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA.: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 8-2-1. Body weights of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21 28 35 42
F05049 263.6 267.4 273.0 278.0 294.5 3074 314.9 3149
F05050 236.5 245.7 255.1 258.7 260.0 272.8 283.2 278.9
F05051 240.7 240.5 253.6 266.8 278.2 3133 321.0 298.2
F05052 241.0 251.0 258.7 276.3 289.8 300.7 320.3 320.5
F05053 241.3 2523 260.6 267.9 284.7 289.3 288.0 299.7
F05054 213.4 2204 226.7 236.0 243.0 252.5 258.8 255.5
F05055 231.0 238.8 247.7 256.8 274.0 272.9 284.9 283.0
F05056 248.9 241.9 260.2 263.2 284.9 288.6 3024 3184
F05057 254.8 257.6 259.0 283.2 303.4 3054 304.8 313.7
F05058 2279 246.5 257.6 266.7 267.4 282.4 288.0 293.6
Number of females 10 10 10 10 10 10 10 10
Mean 239.9 246.2 255.2 265.4 278.0 288.5 296.6 297.6
S.D. 142 12.5 11.9 13.3 17.7 18.9 19.7 20.7
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 8-2-2. Body weights of female rats, satellite group

N-DPS 150 mgkg

Female No. Days of administration
1 4 7 14 21 28 35 42
F06059 252.6 250.7 239.3 262.7 269.5 274.8 284.1 290.7
F06060 226.9 229.9
F06061 243.1 2419 245.0 263.8 275.9 275.0 275.4 280.9
F06062 243.9 249.4 254.5 264.9
F06063 2283 2214 230.8 238.8 235.9 251.1 250.0 254.7
F06064 247.9 256.9 264.3 271.8 286.4 302.3 298.7 301.6
F06065 240.3 244.4 257.3 262.9 270.7 274.6 288.4 294.2
F06066 2474 247.1 259.9 298.4 285.3 283.2 286.0 290.0
F06067 260.8 262.8 266.1 281.4 293.7 304.2 309.9 326.2
F06068 261.0 261.9 272.5 2923 294.7 304.4 311.6 274.8
Number of females 10 10 9 9 8 8 8 8
Mean 245.2 246.6 254.4 270.8 276.5 283.7 288.0 289.1
S.D. 11.6 13.2 13.6 17.9 19.0 18.9 19.9 20.8
Significance NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 8-3-1. Body weights of female rats at the recovery period

Control (vehicle: water for injection)

Female No. Days of recovery
1 7 14
F05054 254.0 260.2 258.0
F05055 280.5 300.7 299.0
F05056 319.2 3373 3384
F05057 309.4 326.3 331.9
F05058 297.6 297.3 309.1
Number of females 5 5 5
Mean 292.1 304.4 307.3
S.D. 25.7 29.9 31.9
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 8-3-2. Body weights of female rats at the recovery period

N-DPS 150 mg/ke

Female No. Days of recovery
1 7 14
F06065 300.5 3134 316.2
F06066 293.2 320.8 324.1
F06067 320.7 338.8 337.7
F06068 279.5 3252 3414
Number of females 4 4 4
Mean 298.5 324.6 329.9
S.D. 17.2 10.7 11.8
Significance NS NS NS
Statistical method TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 9-1. Body weights of dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy

0 7 14 20 26
F01001 270.8 3234 364.2 468.8
F01002 236.9 269.2 307.8 381.3
F01003 305.0 343.7 374.8 444.9
F01004 280.8 3243 362.3 425.5
F01005 271.2 321.2 357.1 436.0
F01006 249.5 278.4 3143 385.5
F01007 271.5 302.0 3354 422.6
F01008 264.5 304.3 332.6 394.8
F01009 258.8 300.8 344.9 437.1
Fo01010 273.0 3104 348.9 440.7
Fo1011 294.1 3324 356.7 442.1
F01012 281.8 332.5 369.3 4445
Number of dams 12 12 12 12
Mean 272.0 311.9 347.4 427.0
S.D. 18.5 22.3 21.2 26.7

>: Excluded from analysis (not pregnant)
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 9-2. Body weights of dams during pregnancy

N-DPS 15 mgkg
Dam No. Days of pregnancy
0 7 14 20 26
F02013 265.4 309.9 344.9 408.4
F02014 271.3 303.9 339.7 414.6
F02015 263.0 305.8 346.0 4445
F02016 273.3 310.6 356.7 450.5
F02017 254.1 293.9 318.9 379.4
F02018 296.2 332.9 372.7 4714
F02019 290.0 328.0 375.4 457.8
F02020 304.6 335.6 367.9 4493
F02021 253.3 281.0 3234 4174
F02022 257.6 300.7 332.8 417.2
F02023 305.2 3314 372.0 456.3
F02024 297.5 331.9 377.6 4715
Number of dams 12 12 12 12
Mean 2717.6 313.8 3523 437.0
SD. 19.9 17.9 20.9 293
Significance NS NS NS NS
Statistical method KW AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 9-3. Body weights of dams during pregnancy

N-DPS 50 mgkg
Dam No. Days of pregnancy
0 7 14 20 26
F03025 291.1 324.0 356.4 439.2
F03026 269.4 310.6 349.2 428.1
F03027 282.7 325.8 359.6 443.2
F03028 251.3 288.3 3303 433.8
F03029 278.2 323.9 345.1 321.6 > 3255 > >
F03030 261.5 292.6 330.2 399.0
F03031 262.1 285.9 3222 402.5
F03032 264.1 302.3 331.0 382.2
F03033 275.6 308.0 349.3 418.2
F03034 281.9 324.6 362.8 4454
F03035 253.1 299.6 326.5 407.0
F03036 268.5 318.7 370.0 453.7
Number of dams 11 11 11 11
Mean 269.2 307.3 3443 4229
S.D. 12.6 14.8 16.8 22.8
Significance NS NS NS NS
Statistical method Kw AN AN AN

>: Excluded from analysis (not pregnant)
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 9-4. Body weights of dams during pregnancy

N-DPS 150 mgkg

Dam No. Days of pregnancy

0 7 14 20 26
F04037 259.9 293.9 331.5 423.7
F04038 262.1 292.4 336.8 418.3
F04039 264.8 296.6 330.2 426.4
F04040 276.2 334.1 373.9 4824
F04041 258.5 282.7 322.9 4034
F04042 274.7 298.0 332.6 429.2
F04043 280.7 326.2 373.9 457.6
F04044 269.6 304.0 347.5 429.0
F04045 278.8 3323 374.9 461.4
F04046 280.2 313.6 353.8 436.0
F04047 277.7 317.8 359.2 4494
F04048 261.5 304.1 349.6 439.2
Number of dams 12 12 12 12
Mean 270.4 308.0 348.9 438.0
S.D. 8.6 16.7 18.6 21.6
Significance NS NS NS NS
Statistical method Kw AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 10-1. Body weights of dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
0 4
F01001 3514 3575
F01002 2774  299.0
F01003 389.0 390.9
F01004 363.5 357.9
F01005 351.5 339.8
F01006 290.4 303.7
F01007 319.7 323.5
F01008 336.8 328.0
F01009 330.0 331.6
F01010 331.9 336.9
F01011 322.6 350.9
F01012 370.3 367.6
Number of dams 12 12
Mean 336.2 340.6
S.D. 32.0 26.3
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 10-2. Body weights of dams during lactation

N-DPS 15 mgkg
Dam No. Days of lactation
0 4
F02013 337.2 335.5
F02014 301.3 320.2
F02015 319.5 343.1
F02016 330.1 349.9
F02017 297.7 3129
F02018 344.8 369.5
F02019 3543 365.9
F02020 378.5 380.9
F02021 293.4 321.0
F02022 311.1 332.6
F02023 3535 356.6
F02024 3234 3523
Number of dams 12 12
Mean 328.7 345.0
S.D. 26.0 21.3
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 10-3. Body weights of dams during lactation

N-DPS 50 mgkg
Dam No. Days of lactation
0 4
F03025 339.1 348.5
F03026 313.2 325.0
F03027 3554 343.2
F03028 299.2 3404
F03030 311.8 3203
F03031 289.5 304.0
F03032 3313 339.1
F03033 340.1 341.1
F03034 362.1 345.8
F03035 309.7 343.7
F03036 373.3 359.8
Number of dams 11 11
Mean 329.5 3374
S.D. 27.1 153
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 10-4. Body weights of dams during lactation

N-DPS 150 mg/kg

Dam No. Days of lactation
0 4
F04037 296.5 334.0
F04038 322.2 324.6
F04039 311.0 304.3
F04040 -360.8 358.3
F04041 296.9 319.9
F04042 3304 343.1
F04043 340.2 366.8
F04044 354.2 338.1
F04045 351.0 349.7
F04046 314.1 340.2
F04047 346.6 384.2
F04048 332.0 330.3
Number of dams 12 12
Mean 329.7 341.1
S.D. 21.8 21.6
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl] steararmde by oral administration in rats
Appendix 11-1-1. Food consumption of male rats

Control (vehicle: water for injection)

Male No. Days of administration
' 1 7 14 29 35 41
M01001 314 30.6 32.3 31.1 30.3 34.0
M01002 279 29.4 26.0 29.4 29.6 26.0
M01003 31.3 27.7 334 36.4 32.1 29.0
MO01004 28.3 279 28.8 315 26.8 25.9
M01005 31.0 30.9 315 333 30.7 337
MO01006 29.9 30.7 28.1 314 28.3 302
M01007 357 31.2 33.0 32.8 333 345
MO01008 32.1 36.1 329 29.9 313 28.4
MO01009 274 30.0 29.9 36.5 30.8 331
MO01010 338 31.2 30.3 27.4 30.7 30.3
M01011 30.8 29.2 30.1 339 29.5 35.9
MO01012 28.7 26.7 28.0 26.1 223 242
Number of males 12 12 12 12 12 12
Mean 30.7 30.1 304 31.6 29.6 304
S.D. 25 24 2.3 32 29 3.8
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 11-1-2. Food consumption of male rats

N-DPS 15 mgkg

Male No. Days of administration
1 7 14 29 35 41
M02013 29.7 28.3 25.5 26.0 249 26.9
M02014 31:1 27.6 27.6 26.9 26.6 29.3
M02015 28.6 26.7 25.1 29.9 25.8 26.4
M02016 28.9 28.8 30.1 344 29.3 30.1
M02017 29.0 26.7 25.7 303 275 27.6
M02018 31.1 28.7 27.2 29.3 26.8 31.6
M02019 29.8 29.5 31.0 33.8 30.7 30.3
M 02020 31.5 313 336 33.5 31.7 329
M02021 29.9 32.7 320 29.7 31.3 33.0
M02022 29.9 28.9 31.1 33.0 29.6 28.8
M 02023 325 304 27.7 293 29.6 28.1
M 02024 327 315 348 39.9 362 359
Number of males 12 12 12 12 12 12
Mean 304 29.3 29.3 313 29.2 30.1
S.D. 14 1.9 33 38 3.1 2.8
Significance NS NS NS NS NS NS
Statistical method DT KwW DU AN AN DT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
DT: Analysis by Dunnett type mean rank test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 11-1-3. Food consumption of male rats

N-DPS 50 mgkg

Male No. Days of administration
1 7 14 29 35 41
M03025 27.1 243 29.8 29.0 27.4 29.6
MO03026 26.8 24.6 23.7 31.7 26.8 29.8
M03027 30.8 28.5 27.9 26.2 27.9 24.4
M03028 338 35.6 342 39.8 313 372
M03029 28.8 333 30.2 31.3 30.0 30.7
MO03030 29.9 27.1 24.1 27.5 243 25.6
M03031 32.8 28.5 30.6 29.9 304 34.0
M03032 249 21.2 23.1 274 235 30.5
M03033 36.1 32.8 344 28.7 26.2 28.0
M03034 31.3 30.3 327 293 315 29.7
MO03035 351 275 304 26.9 28.4 27.8
MO03036 25.5 29.5 29.6 33.7 26.7 29.2
Number of males 12 12 12 12 12 12
Mean 30.2 28.6 29.2 30.1 27.9 29.7
S.D. 3.7 4.1 3.9 3.7 2.6 34
Significance NS NS NS NS NS NS
Statistical method DT Kw DU AN AN DT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
DT: Analysis by Dunnett type mean rank test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 11-1-4. Food consumption of male rats

N-DPS 150 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M04037 32.1 37.8 32.8 29.5 312 20.8
M04038 329 30.5 254 324 15.1 16.9
M 04039 20.2 26.7 20.8 25.0 19.5 14.7
M 04040 23.7 34.2 27.3 31.0 28.8 7.6
MO04041 254 28.9 27.7 32.6 30.8 32.8
M04042 225 24.7 24.8 26.4 26.0 8.4
M 04043 28.7 28.7 26.5 43.0 28.2 27.0
M04044 254 232 26.5 322 28.2 26.3
M04045 23.6 28.2 26.4 333 284 16.5
M 04046 248 26.4 26.1 263 253 20.5
M04047 14.9 25.9 144 29.4 321 16.1
M04048 27.8 28.8 255 27.6 294 19.6
Number of males 12 12 12 12 12 12
Mean 252 28.7 254 30.7 26.9 18.9
S.D. 49 4.0 44 4.8 5.0 7.3
Significance * NS *% NS NS ol
Statistical method DT KW DU AN AN DT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
DT: Analysis by Dunnett type mean rank test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 11-2-1. Food consumption of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
6 12
MO01008 30.0 322
MO01009 29.6 29.8
MO01010 314 30.2
MO1011 34.1 34.7
Mo1012 35.0 34.2
Number of males 5 5
Mean 32.0 322
SD. 2.4 22
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 11-2-2. Food consumption of male rats at the recovery period

N-DPS 150 mgkg

Male No. Days of recovery
6 12
M04044 30.1 323
M04045 27.6 253
M04046 29.8 28.4
M04047 33.6 35.6
M04048 333 35.6
Number of males 5 5
Mean 309 314
S.D. 25 4.5
Significance NS NS
Statistical method TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 12-1-1. Food consumption of female rats

Control (vehicle: water for injection)

Female No. Days of administration
1 7 14
F01001 19.0 222 223
F01002 19.9 13.5 18.7
F01003 229 24.0 228
F01004 21.6 23.7 22.6
F01005 224 21.9 24.6
F01006 19.2 15.0 19.9
F01007 222 21.2 19.7
F01008 214 16.1 18.9
F01009 223 20.4 18.2
F01010 20.0 27.0 23.6
FO1011 22.6 23.4 26.6
F01012 27.0 17.1 25.1
Number of females 12 12 12
Mean 21.7 20.5 219
S.D. 22 4.1 2.8
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 12-1-2. Food consumption of female rats

N-DPS 15 mgkg
Female No. Days of administration
1 7 14
F02013 14.0 23.5 21.1
F02014 19.9 22.5 17.2
F02015 16.9 21.1 20.8
F02016 23.1 20.0 17.1
F02017 24.7 21.0 21.6
F02018 244 19.6 242
F02019 133 21.5 24.0
F02020 20.7 22.3 18.5
F02021 153 17.8 20.0
F02022 255 18.6 20.8
F02023 17.8 19.6 19.7
F02024 18.7 20.6 20.6
Number of females 12 12 12
Mean 19.5 20.7 20.5
S.D. 4.2 1.7 22
Significance NS NS NS
Statistical method DU Kw AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA.: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 12-1-3. Food consumption of female rats

N-DPS 50 mgkg
Female No. Days of administration
1 7 14
F03025 21.5 21.8 14.1
F03026 21.1 19.9 135
F03027 154 24.4 24.8
F03028 20.3 212 21.0
F03029 18.0 21.7 22.5
F03030 14.9 222 17.2
F03031 20.6 18.3 20.3
F03032 19.1 219 18.2
F03033 18.1 23.1 22.1
F03034 23.9 213 227
F03035 22.7 18.9 19.6
F03036 22.0 14.7 23.8
Number of females 12 12 12
Mean 19.8 20.8 20.0
S.D. 2.8 2.5 3.6
Significance NS NS NS
Statistical method DU KwW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.

AN Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 12-1-4. Food consumption of female rats

N-DPS 150 mgkg

Female No. Days of administration
1 7 14
F04037 16.5 17.5 19.1
F04038 21.6 18.6 23.0
F04039 16.7 21.7 20.2
F04040 21.1 20.1 20.6
F04041 16.8 20.6 17.3
F04042 19.6 20.6 145
F04043 16.5 20.9 20.2
F04044 19.7 18.2 15.6
F04045 16.0 233 19.1
F04046 20.2 20.1 21.0
F04047 17.5 152 22.0
F04048 16.0 193 21.1
Number of females 12 12 12
Mean 18.2 19.7 19.5
S.D. 2.1 2.1 25
Significance * NS NS
Statistical method DU KwW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 12-2-1. Food consumption of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 7 14 21 29 35 41
F05049 18.4 20.5 20.8 18.2 194 20.1 18.4
F05050 22.0 214 222 18.5 213 19.6 22.9
F05051 24.9 16.1 224 23.5 26.9 254 12.8
F05052 223 21.2 26.4 25.6 245 222 25.4
F05053 218 237 233 220 24.6 22.7 19.3
F05054 174 16.6 17.9 16.7 18.6 18.7 17.3
F05055 18.2 229 252 214 25.3 22.5 215
F05056 219 19.0 22.1 239 26.7 202 23.7
F05057 20.6 234 152 18.2 275 21.9 223
F05058 24.5 23.6 247 26.3 273 21.0 243
Number of females 10 10 10 10 10 10 10
Mean 21.2 20.8 22.0 214 242 214 20.8
S.D. 2.6 28 34 34 3.3 1.9 3.8
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 12-2-2. Food consumption of female rats, satellite group

N-DPS 150 mg/kg

Female No. Days of administration
1 7 14 21 29 35 41
F06059 239 0.0 20.1 22.0 229 21.0 19.4
F06060 18.7
F06061 17.9 204 17.3 19.6 23.6 19.4 19.6
F06062 14.1 22.4 184
F06063 18.9 19.4 12.3 20.5 17.6 17.9 15.7
F06064 16.0 20.3 24.7 22.1 26.8 254 17.6
F06065 21.2 14.7 18.8 25.3 26.1 17.6 13.4
F06066 19.3 18.7 27.0 11.1 16.1 19.3 17.5
F06067 243 222 18.2 28.0 30.5 26.4 24.1
F06068 18.1 239 21.5 22.4 23.8 22.6 3.4
Number of females 10 9 9 8 8 8 8
Mean 19.2 18.0 19.8 214 234 21.2 16.3
S.D. 32 72 43 4.9 4.7 33 6.1
Significance NS NS NS NS NS NS NS
Statistical method TT AW TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analy zed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 12-3-1. Food consumption of female rats at the recovery period

Control (vehicle: water for injection)

Female No. Days of recovery
6 12
F05054 173 19.2
F05055 27.1 28.8
F05056 26.9 21.2
F05057 23.1 23.7
F05058 184 29.6
Number of females 5 5
Mean 22.6 24.5
S.D. 4.6 4.6
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period

N-DPS 150 mgkg

Female No. Days of recovery
6 12
F06065 233 27.3
F06066 27.8 25.6
F06067 27.1 224
F06068 26.9 26.5
Number of females 4 4
Mean 26.3 255
S.D. 2.0 2.1
Significance NS NS
Statistical method TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 13-1. Food consumption in dams during pregnancy

Control (vehicle: water for injection)

Dam No. Days of pregnancy
0 7 14 20
F01001 24.0 274 28.6 26.5
F01002 19.5 26.9 259 17.4
F01003 18.8 29.8 32.7 30.7
F01004 20.7 28.6 30.5 28.2
F01005 20.1 29.5 34.6 25.4
F01006 19.6 248 244 26.6
F01007 23.4 23.8 26.2 24.6
F01008 17.5 252 25.6 26.7
F01009 21.8 27.1 27.8 29.6
F01010 21.4 31.6 232 25.2
F01011 213 244 26.2 233
F01012 26.4 30.0 284 239
Number of dams 12 12 12 12
Mean 21.2 274 27.8 25.7
S.D. 2.5 25 34 34

>: Excluded from analysis (not pregnant)
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 13-2. Food consumption in dams during pregnancy

N-DPS 15 mg/kg
Dam No. Days of pregnancy
0 7 14 20
F02013 25.0 294 299 21.1
F02014 20.4 30.0 293 18.2
F02015 22.3 274 284 274
F02016 26.1 32.7 314 34.0
F02017 25.9 28.8 27.0 22.6
F02018 19.3 26.5 30.3 30.8
F02019 26.9 37.0 325 32.7
F02020 27.4 29.6 275 27.6
F02021 - 254 30.0 31.0 24.8
F02022 20.8 28.9 353 25.7
F02023 234 27.0 29.7 26.8
F02024 23.9 31.8 35.1 18.7
Number of dams 12 12 12 12
Mean 23.9 29.9 30.6 25.9
S.D. 2.7 2.9 2.6 5.1
Significance NS NS NS NS
Statistical method DU AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 13-3. Food consumption in dams during pregnancy

N-DPS 50 mgkg
Dam No. Days of pregnancy
0 7 14 20
F03025 16.2 27.6 274 23.8
F03026 269 283 314 273
F03027 26.1 31.9 32,6 30.9
F03028 18.8 26.1 334 32.0
F03029 25.1 354 32,6 19.3 > > > > >
F03030 22.1 28.2 25.9 24.4
F03031 22.5 26.4 26.6 22.3
F03032 24.2 29.2 31.3 24.6
F03033 21.1 273 28.1 27.2
F03034 20.1 31.5 31.9 27.9
F03035 20.4 24.0 244 28.3
F03036 25.7 36.7 322 30.5
Number of dams 11 11 11 11
Mean 22.2 28.8 29.6 27.2
S.D. 33 35 3.1 32
Significance . NS NS NS NS
Statistical method DU AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN Analysis by variance (one-way layout).

UA.: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propylistearamide by oral administration in rats
Appendix 13-4. Food consumption in dams during pregnancy

N-DPS 150 mgkg

Dam No. Days of pregnancy
0 7 14 20
F04037 15.5 22.6 239 283
F04038 17.7 26.5 273 275
F04039 20.9 26.0 25.0 26.3
F04040 21.2 28.4 30.2 31.9
F04041 17.2 30.5 23.9 26.8
F04042 14.6 22.1 27.8 26.8
F04043 25.2 33.2 277 29.5
F04044 21.9 25.2 28.6 355
F04045 18.8 28.3 304 32.6
F04046 25.0 39.3 30.0 31.2
F04047 21.4 27.7 33.0 27.4
F04048 19.3 322 322 245
Number of dams 12 12 12 12
Mean 19.9 28.5 283 29.0
S.D. 34 4.8 3.0 32
Significance NS NS NS NS
Statistical method DU AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 14-1. Food consumption in dams during lactation

Control (vehicle: water for injection)

Dam No. Days of lactation
3
F01001 48.9
F01002 39.2
F01003 39.5
F01004 43.7
F01005 34.3
F01006 404
F01007 39.5
F01008 41.5
F01009 40.7
F01010 427
F01011 50.5
F01012 53.1
Number of dams 12
Mean 42.8
S.D. 5.4

221



RERE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 14-2. Food consumption in dams during lactation

N-DPS 15 mgkg
Dam No. Days of lactation
3
F02013 37.7
F02014 49.3
F02015 469
F02016 47.1
F02017 415
F02018 47.0
F02019 48.1
F02020 55.7
F02021 41.7
F02022 472
F02023 46.4
F02024 . 49.0
Number of dams 12
Mean 46.5
S.D. 4.6
Significance NS
Statistical method AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN Analysis by variance (one-way layout).
UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 14-3. Food consumption in dams during lactation

N-DPS 50 mgkg
Dam No. Days of lactation
3
F03025 48.6
F03026 45.2
F03027 333
F03028 50.5
F03030 38.5
F03031 42.1
F03032 42.5
F03033 41.3
F03034 33.8
F03035 56.4
F03036 473
Number of dams 11
Mean 43.6
S.D. 7.0
Significance NS
Statistical method AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 14-4. Food consumption in dams during lactation

N-DPS 150 mg/kg

Dam No. Days of lactation
3
F04037 47.5
F04038 43.5
F04039 329
F04040 352
F04041 420
F04042 51.9
F04043 472
F04044 435
F04045 40.6
F04046 50.3
F04047 57.3
F04048 55.8
Number of dams 12
Mean 45.6
SD. 7.5
Significance NS
Statistical method AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

224



HEAZE 5 R-12-004

Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 15-1. Functional findings of male and female rats at the end of the dosing period
Control (vehicle: water for injection)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer’s reaction Withdrawal reflex Eyelid reflex
M01001 2 2 2 2 + + +
MO01002 2 2 2 2 + + +
MO01003 2 2 2 2 + + +
MO01004 2 2 2 2 + + +
M01005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F01006 2 2 2 2 + + +
F01008 2 2 2 2 + + +
F01009 2 2 2 2 + + +
F01010 2 2 2 2 + + +
F01012 2 2 2 2 + + +
Total 2:5 2:5 2:5 25 +5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 15-2. Functional findings of male and female rats at the end of the dosing period
N-DPS (15 mg/kg)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M02013 2 2 2 2 + + +
M02014 2 2 2 2 + + +
MO02015 2 2 2 2 + + +
MO02016 2 2 2 2 + + +
M02017 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer’s reaction Withdrawal reflex Eyelid reflex
F02013 2 2 2 2 + + +
F02015 2 2 2 2 + + +
F02017 2 2 2 2 + + +
F02018 2 2 2 2 + + +
F02022 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 15-3. Functional findings of male and female rats at the end of the dosing period
N-DPS (50 mg/kg)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M03025 2 2 2 2 + + +
MO03026 2 2 2 2 + + +
M03027 2 2 2 2 + + +
M03028 2 2 2 2 + + +
M03029 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F03027 2 2 2 2 + + +
F03028 2 2 2 2 + + +
F03031 2 2 2 2 + + +
F03034 2 2 2 2 + + +
F03036 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 15-4. Functional findings of male and female rats at the end of the dosing period
N-DPS (150 mg/kg)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M04037 2 2 2 2 + + +
MO04038 2 2 2 2 + + +
MO04039 2 2 2 2 + + +
MO04040 2 2 2 2 + + +
M04041 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5
Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F04037 2 2 2 2 + + +
F04040 2 2 2 2 + + +
F04043 2 2 2 2 + + +
F04045 2 2 2 2 + + +
F04046 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 15-5. Functional findings of female rats at the end of the dosing period, satellite group
Control (vehicle: water for injection)

Female, Administration period

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer’s reaction Withdrawal reflex Eyelid reflex
F05049 2 2 2 2 + + +
F05050 2 2 2 2 + + +
F05051 2 2 2 2 + + +
F05052 2 2 2 2 + + +
F05053 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +:5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 15-6 Functional findings of female rats at the end of the dosing period, satellite group
N-DPS (150 mg/kg)

Female, Administration period

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer’s reaction Withdrawal reflex Eyelid reflex
F06059 2 2 2 2 + L+ +
F06061 2 2 2 2 + + +
F06063 2 2 2 2 + + +
F06064 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 16-1. Assessment of grip strength of male rats

Control (vehicle: water for injection)

Male No. Administration period
Forelimb Hindlimb
kg) (kg)

M01001 1.189 0.912
MO01002 1.191 0.967
MO01003 0.888 0.785
MO01004 0.845 0.858
MO01005 1.204 0.716
Number of males 5 5
Mean 1.063 0.848
S.D. 0.180 0.100
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 16-2. Assessment of grip strength of male rats

N-DPS (15 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) kg)

M02013 1.002 0.802
M02014 ' 1.036 0.895
M02015 1.257 0.812
M02016 1.087 0.870
MO02017 1.198 0.958
Number of males 5 5
Mean 1.116 0.867
S.D. 0.108 0.064

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 16-3. Assessment of grip strength of male rats

N-DPS (50 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) (kg)

MO03025 1.030 0.878
MO03026 1.261 0.991
M03027 1.144 0.831
MO03028 1.202 1.070
MO03029 1.185 0.924
Number of males 5 5
Mean 1.164 0.939
S.D. 0.086 0.094

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats
Appendix 16-4. Assessment of grip strength of male rats

N-DPS (150 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(ke) (kg)

M04037 1.181 1.047
M04038 1.223 0.970
M04039 1.240 1.023
M04040 1.195 0.913
M04041 1.260 0.829
Number of males 5 5
Mean 1.220 0.956
S.D. 0.032 0.088

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral administration in rats

Appendix 17-1. Assessment of grip strength of female rats

Control (vehicle: water for injection)

Female No. Administration period
Forelimb Hindlimb
(kg)
F01006 1.135 0.553
F01008 1.146 0.519
F01009 1.152 0.497
F01010 1.096 0.463
F01012 1.041 0.504
Number of females 5 5
Mean 1.114 0.507
0.046 0.033

S.D.
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Combined repeat dose and reproductlve/ developmental toxicity screening test of N-[3-(Dimethylamino)propyl]stearamide by oral admlmstratlon in rats
Appendix 17-2. Assessment of grip strength of female rats

N-DPS (15 mg/kg)
Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F02013 1.157 0.569
F02015 1.194 0.521
F02017 1.042 0.503
F02018 1.048 0.513
F02022 1.194 0.496
Number of females 5 5
Mean 1.127 0.520
S.D. 0.076 0.