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T4 A=A zu—42 (LI'F DY42 LB8ED) D28HMREROERSHEHHAER (HiFl4
HED) ZHEHED Sprague-Dawley 5 v NEBWTEM L7, S b 4BHERE L. 1
BT TH B 0.5% B VEF I AF L T—RF b7 LkiEHKE. ftho 3B
WEME L. FhEh 100, 300 LU 1000 mg/kg DABT8HMBICH D REHREOH%
5 U7, B, S HEBEB L O 1000 ng/kg HREETIRIEHERAEBRICH W 28
ZEUEIL, ZOMOBFRIELILE Lic, SEIDHBIZBWTERD o7 ERELEL
TICERNT 5,

BREHEB X OEEARBEEFICECHNIZ R —RIREBOBRE, AEB LUEEED
HIE. RBRE. MEELLVCEMERBICEVWTHER RIS OSNEI -T2, KREERET
i3 1000 mg/ké BEBROMICIFEMEYEEORELEN, BROKEHESS LUENER
DOEELEMMNA Sh., BEFRNIT 1000 ng/kg HEEOHEOIFRIC/NEP.CHFFRER2AE
AKPRBD NI, TNhOoDI EM D, FRBRFETICHIT 2VL2OBMEREIL, s b
300 mg/kg/day THEHEEZ 5N B,
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OECDBEF L FME L 2N SR I Rb 5 BUHEED—RE LT, 71 A/~ ZA 10—
ROR2HEHRDOEREIHILHIT, T v MeAVABARARERORSEHEBRBLU
4B REEERREZER L7

kb, AR, MEEEBERRL X7 ) —= v 7#HER - BHBEEAVW 5280
MoORERSHEREK—) (EI61EI12A 5 B, JREREFT00 5. E3HEHE10395, 61&E
$810145) B&LU LFWHE GLP) (IBFISS4E 3 H31H., BMAREHEIS, ERE 2295,
FORRHS5S . MN63ELILAIBANE. REVE 2335, HAKELS, 63BFE 8235)
WCHEHL L THEME L 7,
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1. #EE ,

BEBHEE L TRWZT 1 A= 14 2a—42 (LUF DY42 &BEEE) oERIETiEm &
HHTHh5,

| =t F 4 AIN—=Z A T —42

il C.1.Disperse Yellow 42

R4 Disperse Yellow 42

CAS No. 5124-25-4

NTE 369, 40

¥z CisHi504N5S

W FERHE R S EEOERES
ElA 1150 TRLE

REX
0:N

NH S0.NH

KA. LhiEftans D42 (ow bMEE | HME68Wt
% AFH. K5 32wt%) AWz, BBRYEIIZHEER. RN E TREVEZRRE
ZILBWTERTRE L7z, #EHLHERYER. IZEHL, B
BEan BB E M Lo, T ORER. B 380. 2% TH b . HIRBEDOMBEIL 99.63%TH
o7z (Annex 1), BEFES DOEAHERFER LD LEEZ R LD, HEBRYED B IREE
ZEBHDEL/EbN, ZREROHENEMNIFGVEEZRLTVSZ EH o, B FIZ
BETH-LHans,

2. HEHEYS L UEE Sk

HE%4BTHEA LMD Sprague-Dawley 7 v b [Crj:CD(SD)IGS. SPF. HAF +
=R - UN—FASH. BEREFE VI -10E 1) #RELEEERATS HMIcH:
DFREAF LB, —BRBICEEOR SN d > 0T E2HBRICHE L G£2) .
BYid. 2FEERRzEL T, F2ERE22~25T .. BEEFEL0~65%. mREEKY15E

(FE1) BEAR : 20006E 4 F108  ATGRMAE : # ; 71.0~81.5 g (F19 75.1 g)
ATTOCE M, 34PT. ME; 34pT It ; 63.9~75.5 g (17 68.6 g)
(¥ 2) &&5FBH - 20004 4 A18H RS FMREAE iﬁ% ; 137.9~164.2 ¢
; 119.3~140.9 g
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By, BRBAIZESRT (7 83~198%54T) WWREINABBEENT, £BELSHEKRyr — v (220w
X270dX190h mm)iZ 1 L SIRA L. EEEAK (CE-2. BARY L7THASH) BIUKE
K A(EHTKERBK ZEHERSECHE L/, b, BEHMGS. AE20RED
KilER. BEEOCHENICHD . BEOEREIL, BEELITNIILEH-72bD
Oy 1 EELUPICEEEOREEMNICEE Lz (E3) o /. #8 Lctbls X Uvkicid,
ABRICKIET Z /oA REED B 2IRAMIZ M - 72,

EBMOENITIE, BV FEHVWT—EOBMES ZEH L., ol HILITADE
LB — MICEERETEERS. WA, B RE8) . MBS ELALCHAE — VI
N BRSO & L,

3. HBE5kRtkOAH

CODYA2E. 0.5%MAEFVAFLELT—ZF FY L (BT CNC Na &BESD) 7kiAE

(BAERH ANV A a—-2F b oL, 8E AAREKKSH, 8EES 6109 ; B
FERHERAK : RHEHRALH, BUEES 9T0TSA)IEB L T DY42 & LT 20 w/iv %
BEBEHEL. RREROOMERE LIS X5 0.5% CMC Na 7KK %02 CERME
IR L7, ABBRRILE L EE L, REKFETHE. BH, EXTTRE L/ 46,
HHEME O DYA2BED 68 wtX Th - 7o/, HEIFOHBMEEES: 2.4 w/v %
(1000 mg/keg) & LTHRBIL. FrESBORGRIEEET

ARRITELDS, HBRYED 2 5LV 20 w/vRBEBRICOWT, BB, BXEHET
BV Bk 8 BRIOZER: (Appendix A) TR Licrod, BEHEE 1EIC | Bl
STHML. FHRETHRE. BEXTTRE Ui, £/, BEFREMICT, MENCHESRL
B REDORGRIEH OB EDEE (Appendix B) L Ug—1 (Appendix C) ZHIE L
roRERR REGRHNICH B LB L. (D53 Appendix D)

4. BBIUEST

FHROZRSEIZ, REBREECHOTFHRR FEEBREHEES : (-99-013, &K5&:
0. 100, 300 B&LTF 1000 me/ke) DIERICEDZFRE LI, TR8bB, IV2% T HER
EREORS TS5 EI2L0.1000 ng/keg REFTEEOHBFDENEEIN/ENITA,
—IRRICEE IRO o @ - T Fio, KERIZXNER ML, fiRicEVTHHK

(¥ 3) BMEAEHRTORBECERNE BE 23.5~24.5C EE 48.5~60.0%
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BEREICER L BONARBENELEAS SN -7, ITNoDI Mo, FH
BROMBZII. EFAE% 1000 ng/kg & L. LITAKK I THRLT 3006&LT 100 mg/ke%
PHEBBIMEHESE Ui, £/, MEE SEATHS 0.5% MC Na /KiFk=&kE5T 5
SR 2R 72,

R & ISR TR MBROBHERER 1T ) MRE B LU 1000 mg/ke BRERIIE
100t, ZDMDOEFIIRHILE L,

BT, RERTRORMEREE b L ITHRERNBLRESMLEICLDIT- 7, &8
DEREBE L UVEMRSFEUTITRLT,

BRE5YE RSE HEYEEE DV2BE HRS5FE"Y gYES HRiSH
(mg/kg)  (w/v %) w/v %) (ml/kg) TE i3

XTREEE  0.5%CMC 0 0 5 1~5  31~3 [EE
Na 7K, 6~10 36~40 &5

{EFHEE DY42 100 9 2 5 11~15 41~45 &E
FRER DY42 300 8 6 5 16~20 46~50 &5
=HER DY42 1000 29.4 20 5 21~25 51~55 [EliE

26~30 56~60 ##5

(DR L SRAROEEZ b &ITEEFNICRSKE (L) 28 H L7,
(8 - G T RIBEERRZITV, [EHEEEREIRI T RIS ERES 21T - 7
B5 : B SHRNE THIC BRI 1T - 72

5. Bk

RERERRII ALBEA A P54 OO & Uic, S5 980 5 12050/ & L.
1 8 1B, 288RE28E. 5 v MABEZHAWCEHREORS L/, #5581 5 nL/kg
LU, BREBOGERFOEEE b &ICEEBNICER Lo

6. BESHRPO BB LCBEORTEIEZ, BREMEEBIUREHEEEZhTH
BRER I BBIUREE 1BE L, BERBRPETOBMEB JCBEORITE D AU
THEESE | HBELUEHES 1 8& L,

6. REIRE
1) —ieE

2FICOVT, BH REPRFRBERHELURER) —BREOBERET-7,
ten 2PIOBES L CEEBEZLUTOHETHE L2, AER, R5E 1 BIc3R55 1
BO®RSHEATEHBEE 4 B, 55 2 BLROKRSHME L O EERBHEETE 182
[EIOSREETRIE Lo ZDfth, REWPHEKTH. EIEABRMMKTE B OSBRI bAl
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Bl BRI, REF1ETR. #EFIBNS 2N T B OEEES
AE L. DREHERRYEKR TEE TEE | B0EETHIE L.

2) R#E

BR L L2IIOVT, BEHMKRTE RE%23H) BLUEERBRARKTE (@
BRI KEHYERHT —VINEL, ABERS 5 WEFEREZERL T, 2TDIA
HicowTw&E L7,

IH H I TE B B %
®a - BaE " o2 -
pH- %Ml - EE - ¥E -7 bk HERIKE Mzyyh 2004 QM - =3
yney J-Fy « EYNEY ER= El=
3) MEFRE

RS IR T R K O EIEEBRIARE TRHICAES 21T - 728 (DUh. ERIREIf & 52
) 3. 2FRMmET BRIRATD IC18~24BRRR I/, 2O’ RV MULES —
IV b U LREET T, BEEERAEIRD S, YugEER & LT EDTA-3K AWML, L
TORBISDWTRE L, BB, 7o bo Y EVHEBLUEERS bo v R X F
VEEORIER. 7T B P U LEREERE LTHOWTERR L. 4 CTELOSH
(3000rpm. 1553fH) L7, IMEEZA W,

I =] B E B B M % 25
FRIMEREL (RBC) HE (BEXUEiuE) & HEh i EE
CELL-DYN3500SL (4 1+ 1)
HimEkEx WBC) G.L (o= Mh- . b-¥-eBELE/ 0 BL
BXUEE)
Hm¥eks 4 BlE Go-$4bb- - b-9-0BEEY ) BLE
meERE (Hb) Bl.E (REEEE) il
TR MBRAR (MCV) [t (BXEHE) &L
JIRZNY %5 ¢ B.E (BRIEHE) Eili=
AYMYy ME (Ht) 2% (RBCXMCV < 0. 001)

FiaFRmikimeRE MCH  FFE (Hb>x1000/RBC)
pRmEkmERBE MCHCO E (HbXx100/Ht)

IR MMBR LR Brecher i pawie L 6

TobovEy B (P SeERELR IR 2 HEIMEEEREEE
\ ‘ CA-1000 GREEHEF)
TEMEERSY bovd T34 /BERT (APTT) Bk il

a)%%;%ﬁ%ﬁfﬁﬁ?@;ﬁ%& L CERMEBHAZAR (Wright-Giemsa F) Z/EBLL7AN 4

Pk SN-T,

b) ERMEF 1< 2 FI DRBRRMPREARZAER L 72AS, RIMBCROREIRE 1236 W TR E R
SRRSO & 2 BNRD S NI - 7cfcd, RERER LS -7

_6__




4) MiEELFERE
RIRDIRIMICS &R E, 2Fh o/ U 2nEERIE L TRIL 2z 4 CTELS
B (3000rpm. 1547FD L. MIREAWTUTOHEEZRE L7

18 H #woOE® E f B ¥ 2
REBQEE Evbyb ELAREFEHSRER
COBAS-FARA(1¥2)
T3y B BCG i Eill=
wBavirn-l JBE C0D+DADSE il
i MERE fya++-¥ GEPDH i Eil
REZZREEGBIN) 97-¥ G£.DH & il
NTFo R Jaffé #(Rate) il
ALP 7E#E GSCCiE il
GOT(AST) /& IFCCi% il
GPT(ALT) it Eills il
-y -GTPi& ¢ y =V I-3-hldty-4-ZboTo bRV Bk
MY E7{ FEE GPO-DAOSHE: il
V) B - R)TTY BREHEE il
(Inorg. phos.)
ML BE OCPCiE &l Lk
A/G H HE
FMoL R 1ty EBiE 2BEHERESITEE EASALD
WoLBE @k Eill
EREE &k Ei
5) WEFERE

tringg. SHECIC U THEERE VM L TRUMER L 72, 8E & K UHRZ AIRAYIC
BEL, SBYOLTIIRIHEEREZME L, £/-, SEEEREZIRBOKETHKR
LT, En e noEyERTHE L,

EE M E HF B
H&G\ ’E‘ﬂﬁ\ ]ﬂ:ﬂﬁ\ %Hﬁ\ ﬂ@ﬂ%\ Wﬁﬁ\ EU%\ *%E%\ *%%J:{zk\ g[\]%\

WIRFBZERICE 26t x. UTOHFED A VISHERERHE L TREL/. b, Bk L
URBREERRB 77 VETEEL (BRERER. 0.1 M U VERBEL0X RV < Y VIEkEE
AL7) . ZOMOEHE - MR, 0.1 MV VEEFL0XN KL< VISR CEE L7, X
SiT, REHEERTROLSBEDO X NZM LHE - RE/ 3574 VEELTEYL. N
AR L AU URBEREER L, DK, HEFEHMEERVT, XNEES X
UBHEROHBFREEZRE L/, /0. ARNEENZRD SN/BE - HE0ER%E
ERLL . MBFAREZIT -7



Z DR, REPHKRTEONRE L SHEHOHABEREICEWVW T, HEOFRIZIKER
MBS & OEENEONAENTD i, EOMOETHIFBOBEERES
Ehe L 72,

EE - fRESE - Bk

B, TEE, B, IRER, BRI, ERUME, DB JE. JEX, M. Tk,
Bk, MRE. Bk, BIE %, B, T2, £, BB, 55, &5, 55,
FER k| R Bikx, SRR, R, DRE k., THE, B, FLIR, BB, TEEY LS
BRI Y >/ Ei, Bigly (FREED) | AFME, KB EM. B, ST, & P
& B, KBk, ~N— 5 —BR. KA. WA

7. 7— @ik

hE, BEEDIOCEPBNAOMEFRE, MRENFREDER STICHEEERR.
B L ICEEL L ERREEE RO, . RREOBBRISHBEEEHTIFHL
bH-712BEE, Bartlett OFKRICIVHHO—RIEIIOWTIRE (FEK#E : 5%) %
T-70 HB—HKTH BEAI —TREROA M £\, BECEENE (EEk
#: 5 9%) NRDOLNIBEIR. Dunnett FICKDBERBRET>72, £o. HED—H
TIRWVIEA. Kruskal-Wallis DIEMBREZITV, BEICHEERE (BEKE: 5% &
B o &I, Dunnett BHOREETSERREIT -7, 722 L. WINLDET
DEH 0 E15 -5 7813, Bartlett IS AHEIRTHTIC Kruskal-Wallis DINEAL
BREEITV. ZOMR. BRICHEEMEAR SN7BAI1C(E. Dunnett BOBREERIZED
SENBET 1o —FA. BRBRENWHREZES0D 2 LA - 75T, XRE L HERY
BREHOZFEBEOEDOKRTEIZ. SEOVIEL L VFRERZERDE, F-RE (B
BOKEE : 5 %) ATV, ZEHHEOBEE Studentd t BEE, RESBOHAIT Aspin-
Welchd t BEE (WFNLEEAIRE) 2RV TEREREET>7. L. EB56h
DOEETHEN 0 LB >/IBAITE, tRERFERLIEA o7, oI, REEBHR®S
L= K5 L7 =413 Mann-Whitney O URE (MEMRE) HicL b, £/ BES L
— NOAFHEIZ Fisher EEHMERAMMERICLD . WRELERMERSH L OMOF
BEMEZIT-7. (BEKE: 5%) o
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1. BETH
REHRS & CEHESBRBRFI TN - 72,

2. —fIKRE
WITNDOEICHLERERAOSNLE) - 12,

3. {&&E (Fig. 1. Table 1. Appendix 1)
WINOFEHIIHFEREIIA SIS - 12,

4. BEEE (Fig. 2. Table 2. Appendix 2)
WTINOEIZHEERZE/EA SN -T2,

5. R#ERR (Table 3. Appendix 3)

REHEKR TEORRE TR, 1000 ng/ke HEHOHETHEBIALET 2015 A
b, EEFRBHIEATHETIE, 1000 mg/kg HEHDH | FIORPEBIETH - 7ed,
i DFIFs K OV TIISRHREE & I L TR A - 1o,

6. IMKFRERR (Table 4. Appendix 4)

BREHRETROETIEERZRA SN -1, HETIZ 1006 X 1000 ng/kg %
58T o bo v U VKENEBICER U, BHEHBRRKTE T, BORMERE.
MBFRELLIVUANT F 7Yy MEPWTHOEBREMER L), BTREELERA
HNIED 5Tz,

7. MBEEACFHRERR (Table 5, Appendix 5)

REMERTITIE, 100 ng/kg REBOEDT VT I VIBENERIEBMEER L1,
HECHBRE A -7, EHEHBERIE T TIIOmER ) VBENGRISEET L
fois, ETIRERELERLE N -1,



8. WEFEREMR

1) 23EEE (Table 6, 7. Appendix 6, 7)
BEERTEOBICERRE(LRA SN~ >, HTIE 300 BLU 1000

ng/kg RE5HOEEHTERNFELEEEZTR L, 300 ng/kg HSEOKOEMNEENE

BEIEMEE. 1000 ng/kg BEEOFREL L EBOEMEENEELSEER LG
EHERBRR T T HBICEEREIED) - 72, HTIE 1000 ng/kg HEHOHIROHKE

MEENFEREEEZ., BEROENEENEELESEEZ R LIS

2) PIREIATE (Table 8. Appendix 8)

(D 25 EARE T e EI5)

RT3, 1000 mg/kg HSEOME | FlIiTBRAHS S50, 300 ng/kg REFDIE 1 Flic
REIRANRD Stz £, 300 mg/kg IREEEDHE 1 FIISTRRY ¥/ EHOEANS SN
. ZOfIE BRI N7,

(2) ElE S BREA R T B 1)

1000 mg/kg $&5EEOHE | FIOBRERIT/NEY LD, EEFOME 1 FIOIRBREIRICHIREEN
A Shicidh, BB 1 FIOMBRISREEN. FEEOMH | HIOIRE ICEBENA SN
7o

3) R EIE R (Table 9. Appendix 9)

(D 5 BARHE T BRI

FFIE T, 1000 mg/kg $R5-BEDIE 3 PIT/NEROEDIFHRIZEEARNER D S 417 (Photo
1, 2) o fhoBDHEI LT 1000 ng/ke HREFHOHEIZ, FIROZLBHERTERL D -7,
Fio, SEOHE., BELU/AWBEBXLU 1000 ng/kg #E5FHOHICPIRBEABMEDIEHLL
INNZERED S S d, WEEEE KERYERSEEOMICEES L VOBRREOE SN EE
BB SN T, 2D, 1000 ng/ke REEOME 1 Flizid, INEROEIFBIEOM
B IC BB A ST, SIREFCERMNBRE I NI 1000 ng/kg BEEOHE 1 FITI3,
HDFIZ HEr L TEEO/NREEIRD SNtz idh. RBEENEEINS 300 ng/keids
B 1 FIiCi3, BETICHIMS X IERE 4 5 BREMEDEIENZD o i

BE T, MEBEB XU 1000 ng/kg REBOMEDREICIFERERMEN, HIZE
TR/ IMEDNNA S N, MBEMICEEBIOEEDOHLMSEIRDONLEL T, £




Dt SHRREFOMICILEILEN S 5N,

BB T3, EBEED L UF 1000 ng/kg R SEOMELFICHILENNA SNAY, WMEF
MICREEOZRBAD SNEh -7,

BIE. OB, R, BELE, BB X UHRESICERIBE I N T v/,
EERZRD oL -7,

(2) BHE KB R T B )5

MO T, 1000 mg/kg BE5FHD 1 Fli/NEGRIMEDOIFHIERMN A 5Nl Fic.
HEHC PR E B OIS LY/ NAZEEN S D72y, MEEIEE B X UEEOZ IR
SN -tz ZOM. 1000 mg/kg BESBEOHE T I RBIEDEIEN S SNt

Mg 1 RV S DO IRBE OO IIE 13, EOBIDRIEN RS S iz, —A.
BIRRERIC/NE LD B WV BAREEA R S i B | FDRIIRE L UHRIREIRAN A S il 1
FIDBRE RIS, MEFHIREE IS SN -7,



€ 29

DY42% 100, 300 &L T 1000 mg/kg DAETHERED Sprague-Dawley 7 v Fi228H
S H 7 -» TR %5 L, £ DRIAAMOEEHRBIZ %I 72, £OREHR, ETH)
B8, —BIRBOBRETHRERAONIED ~ 12, BREBIBHEEOHE., $/RR
ETHH OO EBHRE(LIE . REMBR TROMBRFRED L CMRAEFREICE
WTHBRE & R EIRSE & OMICEE L Z 1A 0N » 72, REZENRETE,
PR IR EIC L 5 B DN BE(NE LT, b B. 1000 ng/kg RSB TIIM
DIFOMHEMEENTELEEZR L, ETRIFERICEELEZID - o RFEINC
IR BE I/ NER OO FFHBEIE AN A S 1l

PRRE T, HEFAORNMERED 1000 ng/kg REBOHREHRE TRERFIED 5N
7o ARROBHAEBMFIEMEORSEUFRD TLRH LN TV, BEHE 2 BICEE

CHEIZEL. ARRTHEEFHBRE THORRE TIIMBH L RBEROBRTH -/ L

Mo, BEREOEBIICHRT S DT, BHICLE O TRV EHEI L,
MRFRAETIE. OHERRARIR TR CRIOBKE. MBRELLVONT 7Y v b
EAFESEETR L), REARE TRICEE RS, HBRYMERS & OEIIHS
INCHIE Ao oo MREALERE 1) BEEE b BERIT, WRMERS & OMREZ
LWEEZ shis

REERE TH SN FREROEINS L OVNEREFERIEARERKEELNH .
WERMERSICL 5L BbNb, UL, ZOBRERBET, HTRIFMEEALNS SN
RLODERICEFEZFN L MTRBESERIERITEM L 722N BH S IFHIFER
FED SN - Fo, EHERRFI TR, BMRRBIFBEL T, £, BTREBO®E
XHEEMN 300 HLU 1000 ng/kg MEFHTEELNSMBEER LA, HXIERIZ 1000
ng/kg HESHICOAFRIESHENHS 6Nz, # 300 ng/kg HEBHDOEBOEMNERIC
BEENS OGN - 72DId. HE 300 mg/ke BREBHOBEISEENMBOELD HET
baHlcHEBbhic, BTHLEEZRLTWVWHOD, BREEIENERZR LU/, LML,
MEHE & DRI ERN LR o7, BREBERBIIEEZZRLIZOMODEEIICD
WTid, KBRYE L OBERBESHTIREN -7,

PDED &Sz, W2EREHRET A &IC&D, BT 1000 ng/kg HEEHDHEI/N
o OEFREIIE D, ICHGNEEORE/LENNH D B TIE 1000 ng/ks $R58F




DI HE ERL SOENEROFELEINA SN/, INSDI LG, AREBREH
TICB BVR2OBIEREIR, MiEE b 300 ng/kg/day THBLEZ ONS,
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Body weight (g)

400 -

350 A
300 -
250 A
—O0—- 0 mg/kg
200 -
—— 100 mg/kg
150
-~ 300 mg/k
100 - e
—0— 1000 mg/k
50 - g/ Kg
0 T 1} T L ] L] T | ] ) T T t 13
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Day of dosing period Day of recovery period
Fig. 1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of DY42 in rats
Body weight changes in males
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Body weight (g)

300 -

2350 -

200 -

190

100 -

90 -

—O— 0 mg/kg
—— 100 mg/kg
~1 300 mg/kg
—0— 1000 mg/kg

L T T T T T 1 I T T T 1

4 8 11 15 18 22 25 28 1 4 8 11 14
Day of dosing period Day of recovery period

Fig. 1-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of DY42

Body weight changes in females



(g/day)

Food consumption

Males

15 -
10 - —O— Omg/kg
5 - —A— 100 mg/kg
—{3— 300 mg/kg
0- —0— 1000 mg/kg
Females
25 A
20 - P——-‘é ___‘@:;ﬁ 8>'<8
15 - -
10 -
5 -
0 T ; ™ = , .
1 8 15 22 1 8
Day of dosing period Day of recovery period

Fig. 2
Twenty—~eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Food consumption in males and females
[




Table 1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Body weight changes in males

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 o 4 8 11
(10) €10) (19Q) (10) (10) (10) (10) (10) 10) (5) (5) (5 (5)
(o] 147.1 170.8 203.8 225.8 255.7 282.8 311.7 329.5 349.1 349.8 368.0 385.2 400.1
8.5 +10.1 +12.9 £14.8 +19.8 *22.2 +24.4 +£27.1 *29.8 +18.9 +20.3 +£19.2 +20.7
5) 5) (%) 5) (5) 5) (5) (5) (5)
100 149.6 168.6 199.5 221.7 253.4 281.7 309.9 328.9 347.2
*4.0 4. *6. 6.8 6.4 8.5 +11.8 *17. *15.2
(5) (5) 5) 5) 5) (5) 5) (5) (5)
300 146.5 170. 202.7 224.7 253.8 280.2 305.8 324.6 341.5
+6.8 9.4 *12.7 $15.1 $19.7 *23.3 *27.8 $32.2 +35.0
(10) (10) (10) (10) (10) (10 (10) (10) (10} 5 (5) (5) (5)
1000 147.6 173.4 207.0 230.7 263.4 290.2 319.9 337.3 355.4 365.8 379.1 398.5 410.9
5.9 +7.3 8.4 9.2 +12.1 +14.2 +16.9 +17.8 $19.0 +19.5 +19.4 +19.3 +19.2

Parameter. mean{(g)s+S.D.
¢ ). number of animals



Table 1-2

Twenty-eight-day repeat dose oral toxicity

Body weight changes in females

study with subsequent 14-day recovery test of DY42 in rats

Day of dosing period

Day of recovery periocd

e ]

[

11

Dose

(mg/kg) 1 4
(10?) (10)
0 130.1 1485.9
5. +8.6
5) 5)
100 131.4 149.3
7.5 $6.1
5) 5)
300 130.7 149.8
5.6 6.7
10) (10)
1000 128.0 146.4
5.0 *7.0

i
| s
G~
“ v b
M <

[y
“+ O\

0o
PIRIPS

~

[
13+,

NA~
. e

“ o~

HU‘IQ _o@ NP oo

I b=
(s 2]

11 is i8

(10) (10) (10)
173.1 184.4 195.5
+13.8 *15.3 +16.6
(5) (5) (5)
179.4 192.2 204.3
8.2 +10. +11.9
(5) (5) (5
178.4 191.1 206.2
*11.7 +14.1 +12.4
(10) (10) (1)
174.1 183.9 194.4
+12.3 *16.0 $18.6

4 8
(5> 3}
246.6 257.5
*11.4 *12.7
5 5
220.8 229.0
+31.3 +34.1

(5)
237.8
£33.4

Parameter. mean(g)+S.D.
). number of animals




Table 2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Food consumption in males

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 8 15 22 1 8
(10) (10) (10) (10) [4-3 (5)
o] 20.9 24.0 25.8 28.5 28.6 29.4
1.7 2.4 3.4 $3.9 *4.7 *3.7
(5) (5) (5) (5)
100 21.2 23.1 25.2 28.3
*3.5 x1.0 *1.0 2.7
(5) (5) (5) (5)
300 20.9 23.3 25.5 27.2
1.2 *1.3 *2.8 £3.7
(19) (10) (10) (10) ) (5
1000 21.6 24.0 26.3 28.6 31.0 29.1
0.7 +1.3 1.7 *2.3 +3.5 +2.5

Parameter. mean(g)1S.D.
{ ). number of animals




Table 2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of DY42 in rats

Food consumption in females

Day of dosing period Day of recovery period
Dose
MG/ kgl 1 8 i5 22 1 8
(10) (10) (10) (1.0) (423 (5)
V] 17.1 18.1 17.7 20.0 19.3 20.9
*1.5 +1.6 2.4 o2 +3.7 +2.2
5) 5) (5) (5)
100 17.5 19.3 18.0 21.5
1.2 2.1 2.0 $1.8
(5) 5) (5) (5}
300 17.2 20.4 19.5 20.3
*1.3 *2.6 *2.3 *3.7
(10) (10) (10) (10) (453 (5)
1000 18.3 19.0 17.9 20.4 21.7 18.7
1.1 2.1 £2.8 3.0 ) £2.8 2.3

Parameter. mean{(g) S.D.
( )., number of animals



Table 3-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Urinary findings in males and females on day 23 of dosing period

Sex. Dose  Number of Color Turbidity pH Total protein  Glucose Ketone Bilirubin Occult blood Urobilinogen
{mg/ kg) animals ly vy - 6.57.07.58.08.5 =29.0 - t +  ++ - - * + - - + +
0 10 10 0 10 0 2 4 3 1 0O 0O 0 10 O 10 2 8 0 10 10 10 0
Male 100 5 5 0 5 0 1 2 2 0 O 0 0 5 O 5 2 3 0 5 5 4 1
300 5 0 5 0 4 0 1 0 O 0 0 3 2 5 0 3 2 5 4 1
1000 10 4 6 10 0 3 4 2 0 1 0 1 8 1 10 3 3 4 10 10 7 3
0 10 10 O 10 0O 0 2 6 2 0 9 1 0 O 10 i0 0 O 10 10 10 0
Female 100 S 4 1 5 2 0 0 2 1 o0 4 0 1 0 5 4 1 O 5 5 4 1
300 5 5 0 5 0 1 2 1 1 0 5 0 0 O 5 5 0 0 5 5 5 0
1000 10 3 7 10 i 4 4 0 0 1 7 2 1 0 10 8 2 0 10 i0 8 2
Color ly, light yellow; y, yellow
Turbidity -, negative
Total protein -, negative; *, trace; +, 30 mg/dL; ++, 100 mg/dL
Glucose -, negative
Ketone -, negative; *, trace; +, slight
Bilirubin -, negative
Occult blood , negative

Urobilinogen

I+

, 0.1 EU/dL; +, 1.0 EU/dL



Table 3-2
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of DY42 in rats

Urinary findings in males and females on day 9 of recovery period

Sex Dose Number of Color Turbidity pH Total protein Glucose Ketone Bilirubin Occult blood Urobilinogen
(mg/kg) animals ly vy - 6.06.57.07.58.08.529.0 - + + ++ - I - - + +

Male o 5 5 0 5 6 0 1.1 2 1 0 o0 O 5 0 5 2 3 0 0 5 5 5 0
1000 5 4 1 5 6o 0 ¢ 21 2 0 1 1 1 2 5 2 1 11 5 5 3 2

Female 0 5 5 0 5 c 0 0 12 2 ¢ 4 1 0 0 5 5 0 0 O 5 5 4 1
1000 5 5 0 5 i o6 0 2 2 0 0o 4 0 0 1 5 4 1 0 O 5 5 4 1

Color ly, light yellow; y, yellow

Turbidity ~, hegative

Total protein -, negative; %, trace; +, 30 mg/dL; ++, 100 mg/dL

Glucose -, hegative .

Ketone ~, negative; *, trace; +, slight; ++, moderate

Bilirubin -, negative

Occult blood -, negative

Urobilinogen +, 0.1 BU/dAL; +, 1.0 EU/dL




Table 4-1-1

Twenty—-eight—-day repeat dose oral toxicity study with subseqguent l14-day recovery test of DY42 in rats

Hematological £indings in males at the end of dosing period

{ D RBC Hemoglobin Hematocrit MCV M CH MCHC Platelet PT APTT
i ose
! (%104 /71L) (g/d4L) (%) (£L) (pg) (g/4L) (%104 /74L) (sec) (sec)
i (mg/kg)
|
|
| (5) (5) (5) (5) 3) (5) (5) (5) (S)
o] 732 14.6 43.8 59.9 19.9 33.3 102.2 16.0 21.1
32 £0.5 *2.1 - +0.8 0.2 %0.4 9.2 1.8 1.5
I (5) (5) (5) (5) 5) (5) (5) (5) (B)
100 748 14.9 44.4 59.3 19.9 33.6 106.5 18.1 2.2
+20 0.7 2.1 +1.8 0.7 *0.2 +17.4 +3.6 2.4
(5) 5) - (5) (5) (S) (3 (5) (S) (8)
300 728 14.5 43.5 59.8 20.0 33.4 102.5 18.8 22.4
+18 *0.6 *1.7 +2.8 $1.0 +0.4 *9.5 2.3 1.0
(5) (5) (3) 5 5) (5 (5) [4-3) (5)
1000 732 14.2 42.4 57.9 19.4 33.6 103.7 20.3 21.6
21 0.3 *0.9 +0.8 0.4 0.2 *9.7 *2.5 1.1
D WBC Neutrophil Eosinophil Basorhil Monocyte Lymphocyte
ose .
{(x100//1L) %) (%) (%) (%) (&3]
(ng/kg)
(5) (5) 5) . {5) (5) (5)
o) 97.5 7 1 0 4 88
| +15.7 *2 0 0 3 x5
I
5) (5) 5 (5) (5) (5)
100 21.3 7 1 Q 5 88
*11.6 *2 L 20 4 +3
5) (5) 5) 5) 5) (5)
| 300 85.6 10 1 Q 5 84
+28.7 2 *0 0 3 4
5) (5) 5) 5) (5) (5)
1000 84.5 11 1 0 6 82
$13.2 +3 *0 :0 x4 *7

Parameter. mean+S.D.
). number of animals




Table 4-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Hematological findings in females at the end of dosing period

D RBC Hemoglobin Hematocrit MCcCV MCH MCHC Platelet
ose
(%104 /L) (gs/dL) (%) (£L) (pg) (gs/4L) (X104 /uL)
(mg/kg)
(5) 5) 5) (5) (5) (5) (5) (5
o 721 14.1 41.7 57.9 19.6 33.8 109.4 17.6
+30 0.4 1.2 +1.9 0.4 0.4 6.0 2.5
(5) (5) (8) (5 {5} (5 5} (5)
100 703 13.9 41.1 58.5 19.8 33.8 106.6 15.6
31 0.5 +1.2 +1.6 0.5 0.2 9.7 +1.6
(5) (5) (5) (5) (5) (5) (5) (5)
300 703 14.1 41.6 59.1 20.1 33.9 94.0 17.5
*9 *0.3 +0.7 1.7 0.6 0.2 9.7 1.1 .
(5) (%) (5) (5) (5) (5) (5) (5)
1000 699 14.0 41.2 59.0 19.9 33.8 101.8 17.6
+21 *0.5 +1.5 +*1.7 0.6 +0.3 £34.2 *1.0
D WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(xX100/1L) (%) (%) % (%) (&2
(mg/kg)
(5) (5) (5) (5) (5) (5)
o 53.2 10 1 0 2 87
£19.1 +5 *0 *0 *3] *4
(5) (5) (5) (5) (5 (5)
100 43.2 11 1 o 5 83
*16.9 5 *0 *0 5 9
5) (5) (5) (5) (5) (5)
300 49.6 12 1 o] 5 82
*14.4 *6 *0 *0 *3 *5
5) (5 (5) (5) (5) (5)
1000 51.6 8 1 (4] S 86
+*18.5 *2 0 0 *4 *6
Parameter. meantS.D. *, significantly different f£rom control. pP<0.05

) . number of animals **%, significantly different from control. p<0.01




Table 4-2-1

Twenty~eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Hematological findings in males at the end of recovery period

D RBC Hemoglobin Hematocrit MCV M CH MCHC Platelet P T APTT
ose :
(x104 /uL) (g/dL) (%) (£L) (pg) (g/4L) (%104 /12L) (sec) (sec)
(mg/kg) )
(5) (5 (3) 8) (5) 5) (8) (5 5)
4] 798 15.0 44.3 B85.5 18.7 33.7 105.5 15.8 21.1
*24 0.2 1.0 +*0.8 +0.4 0.5 6.7 2.1 1.9
(5) (5) (8) (5) (5) (5) (5) (5) 5)
1000 T20 ** 13.6* 40.5* 856.2 18.9 33.6 95.7 16.0 19.7
37 0.9 *2.9 +1.3 0.4 0.5 £19.9 3.1 1.8
D WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/mm3) (%) (%) (%) (%) (&3]
(mg/kg)
(5) (5) (5) (5) (5) (5)
o] 106.6 7 1 0 3 88
£28. 2 0 +0 *2 x4
(5) (5) (5) (8] 5) (5)
1000 85.1 10 i o] 3 87
£35.1 23 0 0 *3 4

Parameter,
<)

»

meantS.D.
number of animals

*, significantly different from control., pr<0.05
**, gignificantly different from control., p<0.01



Table 4-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Hematological findings in females at the end of recovery period

Platelet
(%108 /4L)

(5)
103.6
x5,

(3)

94.4
213.9

D RBC Hemoglobin Hematocrit MCV
ose
(X104 /&L) (g/dL) (%) (£L)
(mg/kg)
(5) (5) (5) (B) 5)
o] 758 14.6 43.2 57.0 33.7
*45 +0.6 +2.0 1.6 0.2
(5) (B) (8 (4-3] (8)
1000 734 14.0 41.7 56.8 33.7
*46 0.5 *1.5 *1.9 0.2
WBC neutrophil Eosinophil Basophil
Dose
(X100/mm?3) (%) (%) (%)
(mg/kg)
(5) (5) (5) (§=)] (5)
0 60.9 12 1 0 2
*17.2 %6 *0 20 +1
5) (5) (5) (¢-3] (5)
1000 43.1 10 1 0 3
*312.6 3 *0 0 *2

Parameter., mean:S.D.
). number of animals




Table 5-1-1
Twenty-~eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Biochemical findings in males at the end of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine
D Protein cholesterol glyceride
ose
(g/dL) (g/4L) (mg/dL) (mg/dL) (mg/dL) (mg/aLn) (mg/dL)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5) (5)
o 5.1 3.1 1.51 127 41 40 i3 0.6
0.2 0.2 $0.15 +7 *13 +8 x3 0.0
(5) (5) (5) (5) (5) (5) (5) (5)
100 5.2 3.3% 1.72 145 42 45 15 0.6
$0.3 0.1 $0.21 125 8 +9 x2 0.1
(5) (5) (5) 5) (5) (5) (5) (5)
300 5.1 3.1 1.50 128 36 48 15 0.6
0.2 0.2 +0.09 *22 *2 6 x] 0.1
[§3) (5) (5) (5) (S) (5) (5) (5)
1000 5.3 3.0 1.38 125 37 33 14 0.6
0.2 20.1 $0.12 *12 6 2 3 0.0
% Inorg. Ca Na K Cl ALP GPT GOT 7 =GTP
I Phos.
Dose
(mg/dL) (mg/4dL) (mEa/L) (mEq/L) (mEg/L) (usL) (U/L) (U/L) (U/L)
(mg/kg)
(5) 5) (5) (5) 5 (5) (5) (5) (5)
o 7.5 9.0 145.7 3.85 108.2 426 31 67 1
0.3 $0.3 $0.6 +0.30 0.9 *59 x5 +7 *0
(5) (5) (5) (5) (5) (5) (5) (5) (5)
100 7.1 9.0 145.9 4.01 108.85 435 32 66 0
J 0.6 0.2 0. +0.43 +2.0 +125 *6 *12 *1
(5) (5) [§-2) (5) 5 (B) (5) (5) 5)
300 7.5 9.1 145.6 3.92 107.6 419 30 69 0
0.4 0.1 *0.5 10.31 0.8 *46 +3 *2 *0
(5) (5) 5) (5) (5) (5) {(5) (S) (5)
1000 7.4 9.2 145.7 4.10 108.0 392 28 72 1
1.1 0.4 +*0.7 +0.13 1.3 +103 *1 +3 *1

Parameter. meantS.D. *, significantly different from control., p<0.05
¢ ), number of animals : ) )




Table 5-1-2

Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Biochemical findings in females at the end

of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine
D Protein cholesterol glyceride
ose
(g/4L) (g/4L) (mg/dL) (mg/4L) (mg/dL) (mg/dL) (mg/dL)
(mg/kg)
(3) (5) (8) (B) (5) (5) (5) (5)
o 5.2 3.4 1.90 118 42 24 20 0.6
0.3 *0.2 *0.38 8 +5 7 *1 0.1
(5) (5 (5) (3) (5) {5) (5) (8}
100 5.1 3.3 1.82 118 47 28 20 0.5
20.3 +0.2 $0.19 *16 12 5 *3 0.1
(5) (5) (5) (5) (5) (5) (5) (5)
300 S.4 3.5 1.81 108 45 27 19 0.6
0.5 +0.3 £0.18 *6 26 *7 +2 +0.1
(5) (5) (5) (5) {5) (5) (5) (5
1000 5.3 3.3 1.68 110 46 31 19 0.6
0.3 +0.1 +0.09 *16 *14 *11 x4 0.1
Inoryg. Ca Na K Cl ALP GPT GOT v -GTP
prhos.
Dose
(mg/dL) (mg/4dL) (mEQ/L) (mEg/L) {mEa/L) (U/L) (u/L) (/L) [QIVS ]
(mg/kg)
(5) (5) 5) 5) 5) (5) (5) (5) (5)
o] 6.3 8.9 145.0 3.98 109.7 299 22 63 1
*0.9 0.1 *1.3 +0.45 %1.0 394 x2 5 *1
(5) (5 5) 5) (5 {5) {(5) (5) (5)
100 6.4 8.7 145.2 3.76 109.8 237 21 66 1
0.7 20.5 1.3 *0.21 $1.4 54 5 +8 *1
(5) (5) (3 (5) (5) (5) (5) (5
300 6.3 9.1 144.7 3.88 109.0 245 22 68 1
+*0.7 0.3 *0.6 +0.18 0.3 +66 +3 *6 1
5) (5) (5) . (5) (5) (5) (3) (5) (5)
1000 6.2 8.8 145.4 3.83 109.7 242 22 69 1
*0.5 *0.3 0.6 $0.31 t1.4 27 +3 *8 *1

Parameter., mean+S.D.
). number of animals




Table 5—-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14—-day recovery test of DY42 in rats

Biochemical £indings in males at the end of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine
D Protein cholesterol glyceride
ose
(g/dL) (g/dL) (mg/4aL) (mg/dL) (mg/dL) (mg/4L) (mg/dL)
(mg/kg)
(5) (5} (3} ) {B) (5) (5) (5)
0 5.4 3.1 1.30 139 37 57 16 0.64
+0.3 0.2 *0.20 +13 +8 *19 2 *0.05
(5> 5 (5) (5) (5) (5) (5) (5)
1000 5.2 3.1 1.50 130 34 43 17 0.60
*0.2 0.2 *0.21 +16 +10 *17 3 +0.00
Inorg. Ca Na K C1l ALP GPT GOT 7 —GTP
phos.
Dose
(mg/dL) (mg/4dL) (mE9/L) (mEq/L) (mE4/L) (U/L) (U/L) U/ (U/L)
(mg/kg)
5) (5) (5) (8) (5) (5) (5) (5) (5)
o 6.3 8.8 145.2 3.77 107.3 407 32 65 0
0.2 0.3 0.7 +0.18 1.0 +66 *10 2 *0
[¢-3) (5) (§=3] (5) (8) (5) (5) (5) (5)
1000 7.0 8.8 145.2 4.24 108.0 351 33 70 [o]
0.8 £0.3 0.7 $0.70 0.6 *116 5 8 0

Parameter. mean+S.D.
) . number of animals



Table 5-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Biochemical findings in females at the end of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine
D protein . cholesterol glyceride -
ose
(g/dL) (g/dL) (mg/dL) (mg/dL) {(mg/dL)} (mg/dL) (mg/4L)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5) (5)
o] 5.2 3.3 1.71 124 41 29 21 0.70
$0.2 0.3 +0.24 *16 7 £11 3 +0.07
(5) 5) 8) (5) (5) (5) (5) (5)
1000 5.3 3.5 1.91 108 38 24 20 Q.70
0.5 +0.3 *0.16 +19 *7 *7 *2 £0.12
Inorg. ca Na K c1 ' ALP GPT GOT 7~GTP
rhos.
Dose .
(mg/4dL) (mg/dL) (mEq/L) (mEqQ/L) (mEq/L)} (u/sL) (U/L) au/L (u/L)
(mg/kg)
(5) (5 (5) (5) 5 (5) (5) (5) (8)
o 4.9 8.5 145.1 3.66 109.1 179 23 60 1
0.4 0.3 $1.2 +0.20 0.7 +60 *2 x5 21
(5) (5) (5) (5). () (5) (5) (5) (5)
1000 5.8%x% 8.5 145.8 3.74 110.3 161 26 65 1
0.5 $0.5 1.5 +0.34 2.3 *29 x4 +6 *1

Parameter., meansS.D.
( ), number of animals **, significantly different from control. p<0.01



Table 6-1-1
TwentyY-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Absolute organ weights in males at the end of dosing period

Adrenal

D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/ky) (g) (mg) (mg) (mg) (mg) (mg) tmg) (mg) (mg) (mg)
[ (5) (5) (5) (5) (5) (5) (5) (5) (5)
0 317.3 1816.9 525.3 1060.1 10144.3 2407.8 688.1 49.4 2867.8 639.9
+35.2 £91.8 *175.2 +142.4 $+1860.5 £241.1 +63.2 +9.2 *£299.3 +47.9
(5) (5) (5 (5) 5 (5) (5) (5) (5)
100 313.9 . 1817.0 537.3 1042.4 10258.4 2234.2 704.5 51.0 2839.1 637.4
+15.0 +36.0 +68.5 +48.8 2£841.3 +84.4 +45.8 5.2 +240.4 +28.7
(5) (5) (5) (5) (5) 5) (5) (5) 5 (5)
300 312.1 1860.0 485.4 1044.0 10556.0 349.7 697.3 48.2 2974.2 639.7
*33.4 +50.2 +126.8 +66.9 +945.4 *+178.9 £136.5 3.3 £393.0 *52.7
5 (5) (5) (5) (5) (5) (5) (5) (5) 5
1000 318.9 1859.8 462.2 1087.8 11355.2 2560.3 762.4 50.9 2808.7 630.8
+18.2 +31.9 +81.3 £71.0 *+806.9 +246.9 +80.3 6.3 *+199.0 +47.8

Parameter. meantS.D.
) . number of animals



Table 6-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Absolute organ weights in females

at the end of dosing period

Dose
(mg/kg)

Body weight

Brain

(mg)

Kidneys

(ma)

Spleen

(mg)

Adrenal
glands

(mg)

100

300

1000

(%)

1823.0
5

()
1798.5

299.4

(5
1747

-1
163.4
5

(5)
1798.6

252.1

1779.
£110.

(5)
1722.5
+143.1

(5)

(5)
549.7%*

*79.8

(5)
63.1
+10.3

(5)
64.3
7.2

5
70.9
¥8.5

(5)
64.9
*6.1

Parameter.

number of animals

significantly different from control.
significantly different from control.

p<0.05
P<0.01




————— L

Table 6-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Absolute organ weights in males at the end of recovery period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Eprididymides
ose
(mg/kg) (g) (mg) - (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

(5) (S} (5) (5) %) (5) (5) (5) [§-)
0 379.1 1951.0 481.0 1220.9 11660.3 2717.3 710.9 48.5 3080.6 890.8
$18.5 *46.6 +63.1 +91.7 £1679.7 +179.1 *69.7 5.2 +279.0 x72.3
5) 5 (5) (5) 5) (5) (5) 5 [¢-3) (8)
1000 389.5 1876.9 441.9 1229.6 12781.0 2840.1 788.2 56.0 2989.1 911..5
+18.8 +58 *117.3 +121.5 *560.6 +130. +130.7 +10.1 +266. +45.8

Parameter. meaniS.D.
) . number of animals



Table 6-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Absolute organ weights in females at the end of recovery period

Adrenal

D Body weight Brain Thymus Heart Liver Kidneys Spleen ¢glands Ovaries
ose
(mg/kg) () (mg) (mg) (mg) {mg) (mg) (mg) (mg) (mg)
(5) (5) (5) (5) (5) (4 (5) (5) (5)
0 247.8 1779.4 425.2 867.7 6941.1 1753.4 523.0 64.0 90.5
*15.5 *10.7 +81.4 $132.6 *525.7 +32.8 *79.1 5.2 +13.4 |
5 (5) 5 (€3] (5) (5) (5) (5) 5)
1000 224.5 1758.6 318.0= 742.3 6477.0 1748.7 472.8 61.2 79.3
+31.6 *62.1 +42.0 +82.4 +904.2 +174.2 *58.9 6.1 +*9.9 9
i
Parameter., meanzS.D. *, significantly different from control. p<0.05

Y. number of animals




Table 7-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Relative organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (g) (mg/g) (mg/q) (mg/g) (mg/9) (ng/g) (ma/g) (mg/9) (mg/g) (mg/9g)
5) 5) (5) (5) (5) (3] (5) 5) (5) (B8)
(4] 317.3 5.760 1.630 3.336 31.789 7.603 2.178 0.155 9.061 2.026
£35.2 $0.414 *0.384 +0.175 +2.656 +0.369 *0.171 +0.018 +0.634 +0.135
(5) (5) (5) (5) 5) (5) (5) (5) 5) (5)
100 313.9 5.797 1.720 3.324 32.682 7.137 2.254 0.163 9.038 2.034
$15.0 20.209 +0.268 +0.141 +2.160 +0.524 +0.233 £0.012 *0.475 £0.133
(5) (5) (5) {5) (5) (5) (5) (5) (5) (5)
300 312.1 6.018 1.556 3.362 33.900 7.567 2.228 0.155 9.595 2.056
$33.4 0.713 *0.351 $0.245 +1.437 *0.639 +0.303 *0.014 $1.405 *0.110
(S5) (5) (5) (5) (5) (5) (5) 5) (5) (5)
1000 318.9 5.851 1.459 3.412 35.631 8.031 2.398 0.161 8.826 1.988
£18.2 +0.400 *0.312 $0.121 +1.967 +*0.644 $0.295 +0.027 +0.731 +0.249

Parameter, meantS.D.
), number of animals



Table 7-1-2

Twenty-eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Relative organ weights in females at the end of dosing period

Adrenal
o Body weight Heart Kidneys Spleen glands Ovaries
ose
(mg/kg) (a) (mg/g) (mg/9g) (mg/9) (mg/9) (mg/9)
(5) (5) (5) (5) (3) 5)
4] 202.2 3.561 8.388 2.031 0.312 0.414
+22.7 +0.316 *0.712 +0.324 +0.032 +*0.078
(5) (5) (5) (5) 5) (5)
100 217.0 3.495 8.431 2.208 0.296 0.406
+14.7 +0.241 +0.334 20.103 $0.023 £0.043
(5) (5) (5) (5 (5) (5)
300 219.6 3.619 8.133 2.368 0.325 0.375
$13.3 *0.213 *0.779 *0.148 $0.051 *0.084
5) (5) 5) 5) (5) (5)
1000 212.6 3.465 8.134 2.575%* 0.307 0.380
*16. *0.160 *0.799 +0.183 +0.039 $0.031
Parameter. meantS.D. significantly different from control. p<0.05
number of animals significantly different from control., p<0.01




Table 7-2-1

Twenty-eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Relative organ weights in males at the end of recovery period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (g) (mg/g) (ng/9) (mg/9g) (mg/9g) (mg/g) (mg/g) (mg/9g) (mg/g) (mg/g9)
(5)- (5) (5) 5) (5) (5) (5) (5) (5) (5)
0 379.1 5.156 1.276 3.219 30.680 7.167 1.877 0.128 8.038 2.349
+18.5 *0,268 +0.217 +0.160 +3.186 £0.272 +0.186 +0.009 +0.433 *0.136
5) (5) (5) . 3) () {5) (5) (5) 5) (5)
1000 389.5 4.822 1.131 3.155 32.837 7.304 2.018 0.143 7.679 2.348
+18.8 +0.093 +0.282 $0.243 +1.206 $0.460 +0.276 $0.019 +0.653 +0.217
Parameter. meantS.D.

number of animals



Table 7-2-2

Twenty—-eight-day repeat dose oral toxicity study with subsequent l4~day recovery test of DY42 in rats

Relative organ weights in females

at the end of recovery period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose

(mg/kg) [£-5) (mg/g) (mg/g) (mg/g) (mg/g) {mg/q9) (mg/g) (mg/g) (mg/9g)

(5) (S) (5) (5) 5) (B) (B) (5) (5)
0 247.8 T.202 1.709 3.500 28.011 7.095 2.106 0.259 0.364
+i5.5 +0.424 +0.252 +0.458 +1.159 $0.416 *0.256 $0.024 +0.038

(5) (5) (5) 5 (5) B5) (5) (5) (5)
31000 224.5 7.943 1.426 3.318 28.873 7.829%* 2.136 0.277 0.355%
+31.6 +0.998 +0.173 *0.131 +1.420 +0.474 +0.356 +0.052 20.032

Parameter, meantS.D.

( ). number of animals

*

I3

significantly different from control., p<0.05




Table 8-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Macroscopical (indings in males at the end of dosing period

Dose 0 mg/keg 100 mg/ki 300 mg/kg 1000 mg/kg
Grade - + - - + - +
(Liver) [ 5] [ 51 [ 5] [ 5]
Area, pale 5 0 5 [0} 4 1 5 0
(Mandibular lymph node) [ 51 [ 5] [ 5] [ 51
Enlargement 51 0 5 0 4 1 5 0

—, Negative: +, Positive
[ 1, Number of animals examined



Table 8-1-2 :
Twenty-eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of DY42 in rats

Macroscopical findings In females at the end of dosing period

Dose 0 me/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - + - + - +

(Liver) [ 81 [ 51 [ 51 [ 5]
Enlargement 5 0 5 0 S [¢] 4 1

— Negative; +, Positive
[ 1, Number of animals examined




Table 8-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Macroscopical findings In males at the end of recovery period

Dose 0 mg/kg 1000 mg/kg
Grade - + - +
(Thymus) v [ 5] [ 5]
Small 5 0 4 1
Arca, red, left 1lobe 4 1 5 0

=, Negative; +, Positive
f 1, Number of animals examined



Table 8~2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Macroscopical findings in females at the end of recovery period

Dose 0 mg/kg 1000 mg/kg
Grade - + - +

(Stomach) { 5] [ 51
Area, pale red, on mucosa,
glandular stomach 5 0 4 1
(Oviduct) [ 5] [ 5]
Cyst, right side 4 1 5 0

—, Negative; +, Positive
{ 1, Number of animals examined




Table 9-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of DY42 in rats

Histopathological findings in males at the end of dosing period

1000 mg/kg

Dose 0 mg/kg 100 mg/kg
St (s f 4+ pos. = % P44 pos.

300 mg/k
Grade - + + 4+ +++ pos. - % +

+++ Pos.

(Liver) [ 51 { 5] [ 5] [

liypertrophy, hepatocyte,
centrilobular
Fatty change, periportal
Microgranuloma
Necrosis, focal, with hemorrhage &
mineralization, subcapsule

(Kidney) [
Fosinophilic body
Basophilic¢ tubule, cortex

(Spleen) [
flematopoicesis, extramedullary

(Adrenal gland) [ 0} [ 0]
No remarkable change

(lleart) [ 51 [ 01 [ 0] |
No remarkable change

(Testis) { 5] [ 0} [ 0] [
No remarkable change

(Epididymis) { 51 [ O] { 0] l
No remarkable change

(Mandibular 1lymph node) [ 0] [ 0] [ 1] [
No remarkable change
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~, Negative; ¥, Very slight; +, Slight; ++, Moderate; +t++, Severe; Pos., Total of positive grade
[ 1, Number of animals examined



Table 9-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Histopathological findings in females at the end of dosing period

Dose 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - * + H ++ Pos. - & + + ++t Pos. -+ + ++ +++ pos. - t+ + 4+ 4+t pos.
(Liver) [ 51 [ o] [ 0} [ 5]
Fatty change, periportal 0 2 3 0 o0 5 0 5 0 0 O 5
Vacuolization, cytoplasmic,
hepatocyte, centrilobular 5 0 0 0 0 0 4 1 0 0 O 1
Microgranuloma ) 1 2. 2 0 0 4 0 3 1 1 0 5
(Kidney) [ 51 [ 0] [ o] [ 51
Basophilic¢ tubule, cortex 1 3 1 0 0 4 1 3 1 0 O 4
Mineralization 3 1.1 0 0 2 5 0 0 0 O 0
(Spleen) [ 58] [ 0] | 0] . [ 5]
llematopoiesis, extramedullary 0 5 0 0 o0 5 0 4 1 0 O 5
(Meart) [ 51 [ 01 [ 01 [ 51
No remarkable change
(Ovary) [ 5] [ Ol [ 0] [ 5]
No remarkable change
(Adrenal gland) [ 5] [ 0] [ 0] [ 8]
No remarkable change
(Mandibular lymph node) [ 0l [ o1 { 0] [ 11

No remarkable change

—, Negative; ¥, Very slight; +, Slight; +t, Moderate; +H++, Severe; Pos., Total of positive grade
| 1, Number of animals examined




Table 9-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42 in rats

Histopathological findings in males at the end of recovery period

Dose 0 mg/kg 1000 mg/kg
Grade - + + ++ ++Ht+ pos. - + + 4+ +H pos.
(Liver) [ 5} [ 51
Hypertrophy, hepatocyte,
centrilobular 5 0 0 0 O 4] 4 1 0 0 O 1
Fatty change, periportal 0 2 3 0 O 5 0 1 4 0 O 5
Microgranuloma 4 1 0 0 O 1 3 2 0 o0 O 2
Necrosis, focal, subcapsule 5 0 0 0 O 0 3 2 0 0 O 2
(Thymus) { 1] [ 1]

No remarkable change

-, Negative; %, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total ol positive grade
[ 1, Number of animals examined



Table 9-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of DY42

Histopathological findings in females at the end of recovery period

in rats

Dose 0 mg/kg 1000 mg/k
Grade - £ + ++ +++ Pos. - % i +$ +++ Pos.
(Stomach) [ 0] [-11
No remarkable change
(Oviduct) [ 11 [ 0]
Dilatation, cystic, lumen 0o 0o o 1 0 1

-, Negative; %, Very slight; *, Slight; +¥+, Moderate; +t+, Severe; Pos., Total of positive grade

[ 1» Number of animals examined
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