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1. Body weight changes in male rats dosed orally with EBH for 28 days
followed by 14-day recovery period (SR-9641)

2. Body weight changes in female rats dosed orally with EBH for 28 days
followed by 14-day recovery period (SR-9641)

3. Food consumption in male rats dosed orally with EBH for 28 days
followed by 14-day recovery period (SR-9641)

4, Food consumption in female rats dosed orally with EBH for 28 days
followed by 14-day recovery period (SR-9641)

1. Experimental design for 28-day repeated dose oral toxicity test of
EBH and 14-day recovery test in rats (SR-9641)

2. General appearance in rats of 28-day repeated dose oral toxicity test
of EBH (SR-9641)

3. General appearance in rats of 14-day recovery test after 28-day oral
administration of EBH (SR-9641)

4. Body weight changes in male rats dosed orally with EBH for 28 days
followed by 14-day recovery period (SR-9641)

5. Body weight changes in female rats dosed orally with EBH for 28 days
followed by 14-day recovery period (SR-9641)

6. Food consumption in male rats dosed orally with EBH for 28 days
followed by 14-day recovery period (SR-9641)

7. Food consumption in female rats dosed orally with EBH for 28 days
followed by 14-day recovery period (SR-9641)
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8. Urinary findings in male rats in the final week of 28-day repeated dose
oral toxicity test of EBH (SR-9641)
9. Urnary findings in female rats in the final week of 28-day repeated
dose oral toxicity test of EBH (SR-9641)
10. Urinary findings in male rats in the final week of 14~day recovery test
after 28-day oral administration of EBH (SR-9641)
11. Urinary findings in female rats in the final week of 14-day recovery
test after 28-day oral administration of EBH (SR-9641)
12. Hematological findings in male rats at the end of 28-day repeated dose
oral toxicity test of EBH (SR-9641)
13. Hematological findings in female rats at the end of 28-day repeated
dose oral toxicity test of EBH (SR-9641)
14. Hematological findings in male rats at the end of 14-day recovery test
after 28-day oral administration of EBH (SR-9641)
15. Hematological findings in female rats at the end of 14-day recovery
test after 28-day oral administration of EBH (SR-9641)
16. Biochemical findings in male rats at the end of 28-day repeated dose
oral toxicity test of EBH (SR-9641)
17. Biochemical findings in female rats at the end of 28-day repeated
dose oral toxicity test of EBH (SR-9641)
18. Biochemical findings in male rats at the end of 14-day recovery test
after 28-day oral administration of EBH (SR-9641)
19. Biochemical findings in fernale rats at the end of 14-day recovery
test after 28-day oral administration of EBH (SR-9641)
20. Absolute and relative organ weights in male rats at the end of 28-day
repeated dose oral toxicity test of EBH (SR-9641)
21. Absolute and relative organ weights in female rats at the end of
28-day repeated dose oral toxicity test of EBH (SR-9641)
22. Absolute and relative organ weights in male rats at the end of 14-day
recovery test after 28-day oral administration of EBH (SR-9641)
23. Absolute and relative organ weights in female rats at the end of 14-day
recovery test after 28-day oral administration of EBH (SR-9641)
24. Gross pathological findings in rats at the end of 28-day repeated dose oral
toxicity test of EBH (SR-9641)
25. Gross pathological findings in rats at the end of 14-day recovery test after
28-day oral administration of EBH (SR-9641)
26. Histopathological findings in rats at the end of 28-day repeated dose
oral toxicity test of EBH (SR-9641)
27. Histopathological findings in rats at the end of 14-day recovery test
after 28-day oral administration of EBH (SR-9641)
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TFYF U MET KRy (CAS No.16219-75-3) D 4, 20 B X O 100 mgkg/day %

Cr:CD(SD)RMEHET » Mz 28 AMRORERSE L, FOHEMBICERERTE 14
AR OEEECOVWTHRFTL. UTORMABELNRE,

1.

FELFIARE 25 BIZHED 100 my/kg BT 1 FlICBD S, RBIO—ixIREE,
HRB L OREAREMNRECHEECORRA EEL LNBFTRITRD bhiho
7o

. EEB T, BEHRERIC RERIIER X ORI OB IMERD 100 me/k

BeBDbIE, ShbOELEEHIRIE TRICIHRYD bhihotz,

C BEE TR, F)T MR EIC R DREISRD bh o,
- RRETE, REHFATEICRABESIOBINEG X CRREROKKEDE

fEASHED 100 mg/kg BT, ERBHAESOBANMER A3HED 100 me/kg B THRD ON
Teo T OOEALIIEHEHIMR TRIZIIRO bz o,

. MIEFARE T, sHF v MR SIZ X BREBIEIRD bhvk ok,
. ME(LERRE T, BEHIME TRICHED 20 38 & 01100 mg/kg B2 & TN

D 100 mg/kg FHTa -7 07 ) OERBERBED bhvie, ERMREETRIZ
i TNHOEITRD bhixhoiz,

. FIETIXREENHED 100 mgke HTHRO LN, KEERLOFRMED ZVIEEHE

TRFASHERED 100 mhkg BETERD bivk, Fh, HEORBEBRFHORE TR
D RAIE R OBEFIEA 100 BL T 20 mghkg HETE & 2HIZRD BN, 4
mg/kg HETHHEEZERXR Do N5 R b,

. BRRECIRARAMBOBR, maf FOBDH 0T ARMOTERLINED

100, 20 BE V4 mgkg BETHE 46, 1 BLU 1 ANZERD B, 100 mgke B TiX
HEREMER Lz, MTHARMBOEBERBI T nA FORSHHED 100
mg/kg T 1 FIZEE® vz,

LEE Y., BEMRMK THICHED 4 mg/kg L EDORETHIFEORME L EOMEFHE,

FURIRIC Alafianiek, AMORER L Canf FOBLRED b, MO
100 mg/kg B CRE ABMEFOBIMER, o -7 27 ) OEERWZ S BB
FAEERLOEM, FRBICARBIEOBRELCRans FOBLIERO LD
ED G, ARBRIZB 23T v v 5z & 2 ERIL. HET 4 mg/ke/day R
. HET 20 mp/kg/day THDI L EZ b,

_5_.
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AEl, BARZBITABRFILEDROLLEEO SREHEKD—RBRE LT, F)77/m°
¥xs (CAS No.16219-75-3) #7 v b2 28 BB ORERES L, *0REMEBIUERE
KTH 14 BRIOEIEEZ RN L <O TRET S,

2B, FREBE FRLEEORIHRIBRBRRCEECEDRIRIAFHOME
DRESZEDIMAE 4 FICRETIRARBERICETHEM GBI SIFE3 A
31 BERRIER 30 ST EEMEREK - XRE 229 SHEAAREREK - 59 BRE
85 SEAEREENERBEEREAR L UMM 63 4 11 A 18 ARNKERS) I
BV, BBREER (FRLEHRIFRIRROFEIZONT) (B 49 €748 13
FRFEEESSRETLEMNERE., ERB 615 SHEEREREK, 49 ERE
392 BAPIEREEREERRELEMD BLU [ THREEHDRICRIRARON
BIZOWT) O—BREIOVTE (1061 F 12 A 5 ARREE 700 BRFET &
BERERE. XKREE 1039 SEAAEBRR. 61 LRE 1014 S BMERE EREX
REEABR) THEHRL T,

HEB XU
1. #BRYHH
HRBE T, L D REL =277 V)M V37 (5-Ethylidene-2-
norbornene, CAS No.16219-75-3, Lot &5 : FRE : 99 4wt% .,

LIF EBH &WT, ) T, TRROH ZEEFARKETH S, EBH
RERERRICAN, HEX, ZiB 20~26C) THRE L7 (Appendix 1~3) , REB,
BEHTHD EBH OMELZRERENOH L, EBH RS HMPRETH -
- L SHBENE (Appendix4)

2
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1)

2. BEEORE
BEEIL, AERERR (SR-9640) OEFESEIZEELE, T2DL, &
SHIDHEHES v MZ hUEo a3 MEEEE LT 100, 300 38 & U8 1000 mg/kg/day
% 14 BREIRERS LI-SR, MO 1000 mgke BOLFITHRE-3 A E TITET
HDVIIEFEZITEY . 100 38 X U300 mglkg B TIIAEOEEERN, FERD
EEER, QPR VAT a— 0N, REEEOELREBREOLN, &b
{Z 300 mg/kg B TILIRIE, f/MrREOEMR BB bk, LER-T, 28 A
B & 5B Tlidk 300 mg/kg/day DBEG B TEFH D WVIIFHTORIBEESE 6
. 100 mg/kg/day CIAER & O E{LEMRER ECEET(ERREAT I L
BELLGN, ULEDZ Lhb, ERARIZEMIIH L TERIIRERT 2 KE
BLiTEZ N2V 100 mgke/day & L, BEERBL RO EOORBERMGL L
T, A& 5L LTHEAMESL 20 mgke/day, HIEFAEEL 4 mg/kg/day LBEL
o SLIATHS hyEua v HERET SRBHERIT T, HaBELE
(Table 1) ,
AL, RRRHECHARES 14 08, 4 BLT 20 mgke B CHERES 7, 100
mg/kg #ECHEMES 14 L& L, 20D 5 LRl KU 100 mg/kg BEDMEHES 7 L%
EE R AV,
3. EBH fASGEOFR Tk

EBH FARZIILI FORFECTHIERR L 7, EBH £/ L. 0.8, 4 B3I 20
mg/ml DRELRDEIIChyERa Tl (BARERFH, Lot No.8647, 1672, F
b2 T RS SRR LTz, Z ORRRGIEIZ X % EBH fARKITHEDRE
Thofehd, RWEOLENO ST TITERT 5 FRIOREFER. 200 mg/m! DRE
T5.1%, 2 mg/ml DEE T I1206%DFEDETHX > —HEHERSHIZ L D E
Wan (Appendix 5) , EBH fRENEIIFAGEEE 4 BFRH CAPICIR EIZHER LT,
4. PG

41% 4B Cr:CD (SD) %? SPF 7 » b (i : 48 L, {REHH 71~82 g,
fE : 48 PT, {KEMER 66~T4g) & ARF v —/ A Y S—HEXEHN LRI AR,
HET7 AR, #ET8 AFOBLATZIT o e, HREE CIZBMERIR P, — BRIk
BEZ 1P 1B, FEHNEEZ2E (ETBE1BICT7 A, #THE 1 BXU8
H) , IREREZ 1BEBL., BRENRL, JEFRREFT 2T LB 2REBRICH
Wiz,
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5. BIERERY

ik, BE 22~24°C, BE RH 31~79%, BKEEK 10~15 B /R L O
REARER 12 B (FRTSBENLFHE BIFE THRAT) ONRUT UV RTADHEE
(310 B=E) BT, 774 v FRERYUESMEK /7 — T (260W X 380D X 180H,
mm)Z AVTRE LA, ¥— VS oRAELKIL, B Tanis LR, #5
FHIZIEE L, F—CORBRIIESTRIC 1B, 20%®IZ 28I 1 BEOHEE
TiTo>7.

FAEZEAOMBB LOROMRAEEIZL B 1ET-72, 2B, HBITIIERR

HEE (Y2777 R, vINCVBEEXSH) BLTaUvRRHEE (F17-

Yo, FRLETERASH) 2 1 AMBETREIZEAL -,

REHIEREAR (CRF-1, AV =7 ABRTEKARH) 2RNGHRE
AT, SRRKIIAGEKR (FLBRTHAGEZK) %2 B8k ERD 5V IiZEKRBEZRA
T\%n%némﬂ&ﬁéﬁtoﬁﬁ$0§&ﬂﬁﬁﬁﬁtlﬁ\%@&ﬁ2ﬁ
iZ1E, BEREAKEROKKZIIRIEOHEETEREL., EABIIRRENORK
AEBREIZER L,

B OSSR EREIIMAEA B ABRSF £ ¥ — (Appendix 6) L&
AV =2 VRS TEKRRNSH (Appendix 7) TEHEL, FEABRICOWVWTY
# SOP OHARBATH DT L 2 HE L, FKE/KOKKREITH AREKN
24t (Appendix 8. 9) TEHKL. ¥t SOP OAKEEOBANTHEZ L 4R
AL,

6. BESYIH I X UMBHBRAI |

BTk 7H, THL S BDHELY LIZEROEENRY—IZR S
£ HENRLEESBEHEEZRAVWTITo %,

B 0BT, SANBRIMET 2V FRUVERAWTREBIZ Y — R EEN
2V, BSTRICABIC L VBMEROL 1 (SR 2EEIC, T 24

(BERA) 2EFIZRBAL T2, 7 ViiENRIZaRiT Lcd— Fiz
RRES, ARERBLUSHESZHEL TR RLE,
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7. 5k

B S5EWIT, EBH BAKICEOMITRE SN ATREELH DI LMD, BRAK
S L, BREREY O FERVTHERBIZEMNCITo 2, 1 8 1B 28 Bk
T BETok,

BERZNT, FRTORDOFE 1BOMLE LT,

REBFEIT, AEL1 kg ¥72906m & LTESAICELEVACHELZAE
WESWTHBLE, 28, fEAIEYSAORESRITEOBOEEIZEINT
BHUE,

BEIZSABNOBAL. BEMBIEOTIEE (FERMMA) 1IHET 1519 ¢
(142~163 g) , #ET 1362 (126~147g) Thok,

8. BE. AERLIVOCREEE

()R B2
REHBP B I OCEEMRR. 2oV Tl B 1EUEDEE T, gk
JUMBICEVITE, AMEREEZBE L, BRULERIZOWTIIZOER
BRGT AL L HICTEERIR D Bare i & 5E LT,

(QFEERE
S ONWT, BRERHBE REMH) . ®BE 2. 5. 7, 10, 14, 21 BEV

28 B (BE5#TRH) . EEERRFEGEE. 2. 5. 7, 14 BRBIOHEKRAIZ,

BEFREEFAVCRE L, £, B5HMPB L ORESMFPOFERNE

[#5 28 AAE-BRE5MBEFE, EE 14 AFE—EEERRE A (KE]

BLOEEHME [ (REQNE/FSHEM%EFEED ZVWIXEEERBREMS B
&) X100] ZHEMH L7,

Q) ERE
ZfliconT, BEMBE Ea)  B®E2. 5. 7, 10, 14, 21 BXV

28 H. EfEtERERBIME A, 2. 5. TBLN 14 Hiz, EFRFEEXAWTHIE

Lk, 7=Vt y bL, BHCEREZREL TLEXZY O 1 B4oO%KE
ﬁ%gﬂj 1/7%.0
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GHRBRE

BREHMOEKE #BE5 25~26 B) BLUEIEMMORER (EHE 11~12
B) (22>, 7y FARBMYT—Y (KN-646 B-1 B, B BRIER) (UL
BELTHERT CRERZIT> . H3RMOBERO—F2AVWTO~ONDHERAR
FREL. 21 FUEREZAVCTO~BORADOKREETo, 2. BRRPO
PAROPEELER L 7=, 285, BREHMBMLADOKRE T, 4 mg/kg BEOHE 1 #1
(Mﬂm)vmaﬁMO#Rﬁﬁan&mottb\&5%%&$E®4mwg
BHOO~QOREIX 6 I >WTHEL &,

®pH HBRMEIE (AL - =3k)
@& H(Pro) RBME (AL - Z3)
@HE(Glu) RBEE (Sr=A - Z3)
@ b v K(Ket) REEE (M= =4b)
®varl /—4(Ur) MBKIE ()b - =)
®r YA E(Bi) HABEE (1 - =)
@ i KRS (Oceult blood) RWEE (T - Z3E)
® € #(Color) HIR# =
@iCHE(Sediment) iR
@5 &E(U-Vol) ERAE
D E(Grav) BigtiE (7MY al)
@7 MY 7 L(U-Na) CORRE (2= 480 WRIEHERD @
@A U 7 A(UK) RIE (2—=22 480 R RHEEEH)
@2 o —AU-Cl ERFTEE
(FB CL-sMBsuF 4 Ky ¥—)
@A 7 A(U-Ca) OCPC i (B3 7150 XA Bt kiB)
@EMY > (U-IP) T4 R FoRu—ik
(B3 7150 & B @7 HriEE)
OHERPOYAR KW — PINEMEORAKROERAEICL D

(Water consumption)

-10-
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(5) LR FHIRREE

B SHMB L OREMBETORRIZ, EEFEFEFI- OV TH 16 FHEBE L
fetk, T—T NBREET TKIBEAIRE VM L, EDTA-2K CTOE L 7fik% A
WT, O~@, OB LUVBOERIZOWVWTRE®To7, Xbiz, ONERIX
KEBERNR SEH L 2B MmEE AW T, O X CO0E B 2 oW TIIIER
KBARK VR L 2hEL2 7 =@ R Y oA L%, 3000 rpm T 10 &
FhEOHREL THEOhamBEZRAVTRELITo 72, 2B, &Y 9 BIZRHO
Fe OB L7 100 mgkg BEOHE 1 61 (No.404) 200 TIERRHTIRM Z1T -

Yol
ORI ERE(RBC)

@O~= b2 VU v MEEH?)

@i 2.5 & (Hb)

@FEHFRMERAFEMCV)

GEHFME~T F 1 v BMCH)

@FHRMERNE 7 0 © L RE

(MCHC)

DHB AR ML ER L (Ret)

@/ MR E(Plat)

@UEFEIFRI(CT)

BRERE (a— ¥ —FHE)

(2= E =T % — T660 )
RBC, MCV{EX D HH

(=N F—T 72— T660 B)
VTR MNET O (ERRE)

(=B —T3 7 ¥ — T660 BY)
BREHE (a—F7—RHE)

(a—NE—R Y5 — T660H)
RBC, HbfE&L W EHH

(=N B —Tp 7> & — T660 B)
Ht, HbfE& Y Bl

(a—NF =D ¥ — T660B)
Brecher &
EXESE (-7 — )

(ma—NB =T 75— T660 B)
TR IC & B =R ERIEE

(oA —#lles TaaFTiar—F—)

@7 = b a o EEEET)

OFEHALE D b a R T T AT R
(APTT)

...11__

R TTRF U
(AMELUNG KC-10A /37 2 % —KK)

7V URRIE

(AMELUNG KC-10A /"7 2 Z—KK)




@B MmEREWEBC)

BAmKRE R
(Hemogram of WBC)
(6) I #E L FAIRREE
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BRI (205 — )
(I—A & —H 75— Te60 B
R4 R AP R AR

BE5HEL L CRIEMMK T OB A IZLMAIZ OV T, REFHORED DO
Bk, MBAKEIRS U ERLZ0#E 3000 rpm T 10 SEELSBL. &5
NEnKERVTUTOREZIToL, 28, &5 9 BREBOLDERLL
100 mg/kg BEOHE 1 5 (No.404) (=W TREERRIER 21T,

DGOT

@GPT

Q@7 NAY T+ A7 7 FZ—E(AIP)

@FLBEAR K RBEFE(LDH)

®y—-GTP

® 5% (Glu)

@2 v A7 a— i (T-Cho)
@KV 7Y EY FTG

@& £ Y L ¥ (T-Bil)

ORFEZERBUN)

Dr V7 F = (Crea)

@7 F Y 7 L(Na)
BV T LK)

_12__

IFCC & (B3Z 7150 B S ER)
IFCC# (B3 7150 X B ®hordriER)
Nykgs -a—Y—ik

(H3L 7150 EE Mot iEE)
BT VAF— T« Fa—ik

(A3 7150 & B Bh Sy T EEE)
A¥EL-y-INZIN-p-=taT7=UF
BHE (B 7150 B BT ER)
~E Y X F—Eik

(B3 7150 2 H Bh i &)
BERE (B3 7150 HABHHTER)
TR Y B o —AilRiE

(B3 7150 B br @)
TYEYAE Vi

(AL 7150 & H @bt E)
DL7—¥ - A7) —NiE

(H3L 7150 & B $hoHr i)
Yo7 ik

(A3 7150 BB BT EE) b
RRE (Z2—=22 480 BURIENER) '
RYIHE (a—=r7 480 BUR YRR
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@7 a—A(Cl) BEMEE
(8B CL-eMBI7a s FAIv - Z—)

@AM I(Ca) OCPC ik (H L 7150 B EASHTER)
(O Y > (IP) T4 R Yo —ik

(B 31 7150 @ Eh i EeiE)
@R B(TP) EY Ly bE

(B3 7150 2 B B0 45 18)
B7 VT I (Al) BCG % (B3L 7150 72 B Bh4rtTiE )
@A/ GLE(A/G) TP, AbfEX W HH
g =] TR 7 27— MEERKEE

(MR L OCREERAIE

AFHRZ OV TR MR L OEEHRAETOR B, Xk, 100 mgke

TREIRIZRBOEDBF UIHIH (No.40d) (200 TIXBRRC, AR
FBEL., =— 7 VRERT CREO & D i Uk %, EEKREIARD & M B
S, EHFORERICHEMAREZARMICHRE L. 5258 T UL
(No.408) I 2OW T LR RE., £2F0HRER L OHEBEZAROICEE L,
WTNOFRIOWT Y, ATFIR. B, MR, O ML B CRBN - M) LT
EfE, BT, FRBR. LBU/NME, TOlt, BREIBRY <8, B, &, THEY v
PE. BTR ETR, FTR., AR X&E. BESIUXKEBE (BH2E
te) . FHE C|ER) . FHH OMURE) . MKREINR, MEE, ZF. [REX.
®E. B GiE - RE) . +Z8EB 2B |iB. S5 &5, BB, B,
HE (BERREET) AR SR, FE. BRI CLEMELZ 10%THEE
ik =) VECEE - RFLE. £, BEBIORBRLEZ 77 VRTEE
%, 10%FHEBRERAL ) VRIZREL, BRBI O~ F—BREFE Y KV
K CREE RTF L.

M, TEE, BIR. FRIRE (B - &, ERNMEET) o B, O TR B
g (-8 . RiE BIF (E-8) BB (BB BIUHRE (E-£A)
KOWCTHEZMCEFRFEAVWTERZAE L, . HEAERERL
[ (BEEER /BWEKE) X100] 2HHLUZ,

(BRI FRIRE

SPDEHERE « J{ICHOWVWTART 7 4 VEBE#EIIL, ~< b)Y v
AV VREERE, X HITARGIOFREIRG L OBIRICOWT PAS BeAafEAR
RER L., REEBFEOREZTo 7,

-13-



SR—9641

9. MataE

hE, FEHMNELS IUHKERNE, HAE RREOCEEMNEB., Mk
BREL I UMBELFEORENCSHE. BEERS I CBEARERRIIC OV T,
ROFNTREZITo, T72dh, Bartlett ODREEIZL Y HWEREL. 20
BR. S5 (p>005) 2RLEBABROSVWTHR—TERSBSFTIEICL DR
L., BEL2ES (p=010) . Dunnett DREE (FREOKE LI IE BRI
APREKEAVE) L OXBAEL EBH 5B OHBETo, —~F, F
EHH (p=005) ZLAERA, REREDCEMMEB 2 5 CICHBEREOR
ERERDOS b 2BBEULOBIEY L— FEZ LN ZF RIC OV TiE Kruskal-Wallis
BIZE VBT L, AERBE (p=010) .Mann-Whitney D U-BREMEIZ X Y AR
BEL EBHBRERLOEBREfTo -,
REEBFYIREEROI L 1 BRROBE SV — FELZ LR EFRIZOVWTIE
ZEM X - REZITV., E0RR. AELRBE (p=010) X2k x -RET
SHERRE L & EBH 58 L ORBET ok, LEL. 28K x “REH SV SR
¥t x 2-REIZFEA OBA 1 Fisher DEERBREEZ AV,

2B, ABBLOREITOVTIL, BRES%UTEHIEHITHEEL L,

_14_
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154 P
1. —RRIRAE
—AXIRBEDRKIKZ Table 2. 3. INDIVIDUAL DATA 1-1-1~1-2-2 {Z5=R L7,
(V)5 1R

HED 100 mg/kg BET 1 HUCHS 25 HOBRERNIZET AL, S5 1HIA
®E5 9 BIZEHLAELOER L, ECHTIIETAE E TO—AHREBIZEY
IR o2 hot, BEAICRIEE 9 BICEENIER,. BREDHORD, ®
WA, THEB I OILMREOHEF RS ED b,

AFHITIE, MEHED 100 mgkg BETH 1 HNCHRIENZED Hiv, HED 15 Tik
B 19 Biz, MO 1HITCIHEE 14, BRBIG 19 BIZRO b, iz, B
100 mg/kg BETIL 1 HICHRE 25 B ORMERHCEE DO ROHIBER & N RIBEE
A b DOHMARD b, #ED 20 mgke FHO 1 HI TERIZHR D b,

()EIE AR
HED 100 mg/kg B0 1 HiZ LYIE ORI A338D b,
FTOMIZERFIIERD bz,

2. REHE

K EH#B % Figure 1, 2, Table 4, 5, INDIVIDUAL DATA 2-1-1~2-4-2 {Z5R
L7,

()54

HETIX 100 mg/kg B TRY 21 BOBEIEENTED bh, R CIRIESHH
ROKERINER X CEERNEORELBD bk,

HETRX 100 mg/kg B THRERMER X OCFEMMEOBENRRBD b,

(2)EIE AR
$HERED 100 mg/kg BEIZ R FREE L EE L CHEZEIIRRD b o e,

_15_
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3. HE
FiEB/OE(L% Figure3. 4. Table 6. 7. INDIVIDUAL DATA 3-1-1~3-4-2 IZ/R
L7
()& 5HM
HEREDV T D EBH & 58T b RBE L Lel L THEERBO bR ol,
(2)E18 #AR
HEHETD 100 mg/kg BEICXRBE L LR L THEZEIBOD bhizd o,
4. RB#E
RIRE DM % Table 8 ~11, INDIVIDUAL DATA 4-1-1~4-4-4 {ZR L 7=,
(D5 B ARE
BETIE, MBHLLEBRL T4BLT100mgkg B TERA DB (+) Ho@m,
4 mg/kg HTH b EDOBERIDOBML L RITRP A Y U LB XV o— L4k
BOEM. 100 mgkg H#TERRPOHKBROEMEAED bk, T, ARBEEL
£ U 100 mg/kg BETHE L Gl MM OMBBYE (+++) BRD LN,
TR LS L CTEEREERO N2 ob DD, 100 mgkg #H#T
514 PHIEABMEN L v, BMEmM AL v, EOMOBBE IR BEL
L TEREZRED WAoot
()iEE R R AR R
HED 100 mgkg BETi3, MNRBHL B TRPER) L HERBOREIED
bz,
D 100 mg/kg B THIx BB L LU CHEZIBOD b 2bho Tk,
5. MEFSRE
MEERRE DR E Table 12~15, INDIVIDUAL DATA 5-1-1~5-4-4 {Z/R L
7o
(DR G TRRE
HETIX, SPEREE L Hol L 100 me/kg B CHMBRKE O HEEBD bhv iz,
HETIZWTho EBBH RSB O A REL R L THEERBD bz o T,
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()EE HARE T iR
HED 100 mg/kg BETIE, SEPREE & LGB U TR MERBO BESTRD iz,
D 100 mg/kg #ETlE, XRBBELE L ChEREROEEIRD b,
6. MK{LFERIRE
MEICEHIRE DR S Table 16~19, INDIVIDUAL DATA 6-1-1~6-4-4 {Z5%
L7,
()5 HIRIE TR E

HETIE, SRBEL LT 20 B LU 100 mgkg HCT LT I UAEOEEE
LWa,;-Zu7 ) UHEOMEME. 100 mg/kg BT A/G EEOBEIRD bivis,

HETIE, RTRREFEE LB LT 100 mg/kg #C A/G LhORIE, 7A7 I U H5EO
AR L G ORENRD b, £, RA#TRe,-2 7)) VYSEOK
B AR/ bk,

(2)IE178 HFI e T R

HED 100 mg/kg B Tik, HBHE L TP s o— VO EERRD bk,

HED 100 mg/kg BETIL, SRIEL R LU TREROER, 77 3 VOEE,
B-7uF ) UHEOBRER X O AL T bOIEERED bk,

7. REER
BEERBIOHEGEERILOREL Table 20~23, INDIVIDUAL DATA
7-1-1~7-4-6 {ZR L7z,
(Ly#5- R f& T IRefiga 1

HETIE, XML B LT 20 mpkg L EOB THOGEBERILO®E. 100
mg/kg B CHRIFEEDOKE, DROBEOEME, MOEEOKME, BHOGK
EERLOSE. AOBROBROKENRRD bhiz,

#ETiE, 4 mg/kg BETHBOERER L OMEEER OB, 100 mgkg 3¢
RIFKEDREER, WROKEERLOEME, BMOKEERZLORENE
Doz,

() EME W& T REAZE] ]

HETIE, XTRRIE L Bl LT 100 mp/kg BECAFIROGEERILORME, LIEO
EEBLCHREERKOBEEIED bk,

HETIE, STRREE L Eh LT 100 mg/kg #ECHIBO REERLOBENERD b
N,
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8. Himk
FIROREM%E Table 24. 25, INDIVIDUAL DATA 8-1-1~8-2-2, Photo. M-1 IZ7R
L7,
(HFET - BE#p

HED 100 mg/kg BED 1 I THONEFECHOBRTREITEBD Srsol,
FEECEZLL 1 ICHERICKRIK BRI, NELERR L OEH L EENE
ikl oREPBD 5N, —BRRERE TH LN BENEREIX, MIENIRL
MLBBL. BB LE-EBTH- T,

()% 5 M T RERRSI B

HETiX, 100 mg/kg B CRROME D 3 iz bhis,

#Tik, 20 mgkg B TRBEFRO—FXEA (REERFVRE CH KD
KB HEDEFTERE) BEURRRO FRAEDOERIERERE 1| FHORZEBD S
Nic, £, 20 mghkg BTHARBTR L L THBEMOMBEN 1 FIOHRIZED 5
nk,

(3)E 15 SU 1 e T B AR 01 £7)
HEHE L IV THOFIC S BEERD bhikdof,
9. REMBZEORE
AEARFOREORKEL Table 26, 27, INDIVIDUAL DATA 9-1-1~9-4-2,
10-1-1~10-2-2, Photo. H-1~H-6 iZ/R L /=,
()L - B&F

BED 100 mg/kg BD 1 FITAHALNERTH TIE, BRI REE LR OBE
OWFHEBD LN, RBETERLAH 1A CREBCIEEOEFEL LT
RIE, FRCPEEOVLABLUKEROBE, MIREMBOBEDREK,
e AMBEORE OXERE, MROBEEDERE, PRBIZ=o A FOBREDR
D, BTRIZDWBROBEOR Y, MR LEEREANIZEE OMIaRERRD
bivi-,

-18-
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() 5-HIM & T ARl )

B BT, EMRME LR OEEONE TR 4 mg/kg BED 541 20 mg/kg B
D 7H2H), PEEOHT RN 100 mgke BEOATFF 6 FlFIZ, EARBE
R OWRBEDUFEEME/ MEDS 20 mg/kg BED 2 4], 100 mg/kg BED 3 Hliz, thigpr
DEFEEME/ME DS 20 mg/kg BEB L T 100 mp/kg BOE 1 Hlic, REELEOF
A 4 mg/kg BED 2 61, 20 mg/ke B33 300 100 mglkg BEDO S 4B, BEDW
FHEDXN 100 mgkg B0 1FHZRD bk, HTE, RAELROBFTEN 4
mg/kg FED 1 FIZRD Bz,

FRER : HETIL, AHa0@RECRRKBI o vA FOBREOHAN 4 B
U* 20 mgfkg FEDE- 1 B, 100 mg/kg HOATEH] 6 BIEH]. AIDEREDTER
{625 4 mg/kg B3 KT 100 mg/kg BHEDOE 1 HICRBD b, T, Slafiia

(™ DIEEOIEXIE L U= a4 ROBEDORD 2 100 mgke BO 1 FlIZRD bivk.,
FOMOFTRIE. REFAERPRL, xR L EBH & EHM THEEIIRED
Bz ho Tz,
) EHE HIRHE T RefigFI 5]

B HETIR, IFALRME LR OERE ORSF RS 100 mg/ke BECHE 4 Fli, AL
FRANE b B IR BE DI /IMEAS 100 me/kg BECHE 2 FlZERD iz, HETI
RECEAET I AITED bR oT,

ZOMOFRIL. BEMAZEND 2 HRMELE EBH REHH THEEIRD

Lhiahols,
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E g

EBH @ 4, 20 3K T* 100 mg/kg/day % Crj:CD(SD)FMHET o~ Mz 28 BRIEOK
BRE L, TOBERBIURGRTHE 14 BMOBEFEMEIZOWTRMLE,

100 mg/kg BEOHE | FITRE 25 BOBREMMIECTHRA LN, T2, BREOH 1 H
285 9 BIZEBOEDERELE, BTHITOWTIE, 100, 300 3 X U 1000
mg/kg/day % 14 BRIRERE L -HEREARD 1000 mgkg B TCHETRH LN TV
50, EBH BRELOBEREZ LN, L L., ELTAIA X CO—RREIZ
REIFHLOLNT, CEBLUHIREBICORHIBO LNz b L, AR
TREIBY b, FEARENRE TSR TRARA - FE. BRI
ﬁ&ﬁﬂ%t&@&ﬁmm$ﬁﬁﬂw6%#@&?%6:&ma\Rt@ﬁ@ﬂ%} qp
LTk Aedr ok, BEAITIIHIRE X REARFORE CER & WENKT®
LORE, EMONELER, MRKARL, BEBLURENRZLNEZ Ehb,
TOZLENFRTRBLZELAE VDO LEXLNE, LaL, RBOMOHR S LN
100, 300, 1000 mg/kg/day % 14 BB S LA AEABRERBRTHER~OLBIIED
LRTELT, xEBERFADEFORALEXONIEHOBRNWE(ORER L EBH
BELOBEIIRVEEBEX LN,

AFEFO—BIRETIX, 100 mgkg BOMBEE 1| HI THESED Sh =3, 28 B
MoBSHMO > b#ET 1B, T3EALNENATHY, EBH IFHREZFT
&b, EROFAKIZLI—@BEDLDLEZ LN,

HEHB TIE, D 100 mghkg B TREMBMPOEERMES L OREMNBOK
E2ED b, EBH & EIZL2EEEEZ LN, BIHEMM TIT 100 mg/ke B TR
EIZARZERDONT, AIPOREEEZ b,

RIRETIE. #ED 100 mykg B THREHMK THEIZEQBES OBINE & CERR
ROBKROIEER, B 100 mgkg BT bR ABIEFORMEESED b,
ML R EE TII R 5 BT TEFIZHED 20 38 X UMERED 100 mgkg BETT AT 2
VB, AIG HOBER LW o -7 0T Y CREOEMESD B WIZEFERERRA IR
b, ThoDBTIIREABLY BCG BItE37AT I URIZERIIRED S
NR2NZ EnL, TATIVHEOREMEIL e -7 07 ) VAEORMEIZ L 3808
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mEEZ 6, EBH 852XV, o -7 BOREEZL-OLEEELZD
N, 2B, ThHRPEIOCODPREDOE Iz 2 REIEMEHES TR
BO LT, ATHNEREBLONE,

FE TR S HMA TR D 100 mgkg HCHRERERLOBRMBARD b,
HETIE, FRT 100 mg/kg BEIZRFIRORBE, FHEMELEFAHRET 20 BT 100
mg/kg BEICIALRME DR OB FRORBFMOBMMBAD b, FEERVD
DD, 4 mg/kg HTHIAMNRMAE LEOHFRENEDONE, 362, 2088 L0100
mg/kg B TILAMRMAE EROEFBE/NMEB L UCRAE LEOBFAREBRTH N
oo RILKRILEWE T v MIEDES UEGE . M CIIBROEMLRMAE
WFHE LTHEL, MFHOKBFORENBRVNESIIIREF LEOMEL LU
BAZBEBITZENDYY | Fiu, FBE/MRCOWTHHBFHRLF—HE L
DHREDH LN TND® o HD 100 mghkg FHTIIFRWOGEERLOKM, A,
RAE LR OW AR TRAT EEOBEPRD LN TR Y, FARBROBED 4
me/kg BLEDBETRD SNV RAE LR OBFER 50N 20 mgkg SAEDHET
B LN A MET EBH REIC K S E LR SN, BIEHRET R
@ 100 mgkeg BECEMRME LEOHEFRSBD NN, REEREBLUHIKR T
il REERED LT, BERRAEDI,

REHLEFEHIRE CIIBROMIZ, REHMETRFZHED 4 mehkeg Sl EDFETH
KRBz AT OIER, 2o FOBDH BV AMORERL, #0 100 mgke
EebAlMIaOERBE a0 FOBDRED biv, EBH &I L SREBLE
Zbhie, TOBRRBOEESEMEZFEbRVWEMT, TEERED LMONSWHR
~DOFBEN U FRIBEROETILZLBEINTCnE®, Lirl, FRRT
RTEREOERD I ORBEERZVREZBVWTEERRD LN, P o TSH
B Ts T REOHEZIT> T2z, BIRIRTH S REERFENEL
DRI M TR o, BEEHRE TR RBICREEMREOCRE
HoT, EEERSELNE,

PLEDMIZ, RBE TRRB SR TEICHED 4 mp/keg B THEABMAB LT
T M ARBEFIOEM, RPAV VLB IO a—VHEHEBEOEEN L DA,
20 mgkg ETIXZ N b DOERITRD SN2V S, EBHEE L OEEIZRVD
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DEEZ LN, BIEHMETRIZIZ, 0 100 mghkg BETRPEHY i ED
iz bzl 7 o— A DIEME, D 100 mghkg HEThP I AT T ADEMBBH
S, MPBLUCRIPERBCECITIEDO LN L6, EBH 5 & B
DRVELEEZ LN, M EFORE TIX. EOMIZHED 100 mgkg BHTRS
HI#E TR M EO K, BEMMETRICDPOBEABIOT AT I U oKI#
ROV B-udY REOBBEIRRED SR, kR X OO REBER TN
RETREIIRDONT, EBHEE & OBEIIA LM Tizkhol,

MEFRRE CiZ, BEYMAR TRIZAMREOGEIHED 100 mekg BT, [
HAMA TRICMRMBREOFBPBRED 100 mgkg ¥ T, MEARKEOHEMD 100
mg/kg HETRD LN, REBIURER2 CCHABERFAORE TREIRD L
e, EBHE&S & OBEIIA LA TiXehole,

AT, BB L ORBERFHRET EBH B#EIZX3 LB 26N AEIE
BOONRIok, BEERTIIMO 4 mg/kg B CERB L CHKERRLOEMA
BHLNER, 20 BLU 100 mphkg HETRBED ONRVI b, BRERHRLDL
Zzbhi=, ér:\ B AR T R i2EERED 100 mg/kg B THEERIEO KM
BOONH, FEARFORECHTTEBITBD LN T, EBH &5 & DB
EIRWbDEEZ LN,

BEER T, ERORWRE X CHIFMROELOMIZ, #D 100 mgkg B TR SR
MK TRCEROGEERLOSEIBD b, ROFEEEBEHEMICLSE
ft&EX Ok, T, H#O 100 mgkg B CEEHMK TRICOROERL X U
HERLOMEIRD bk, REERFOEIIA NN EME, EBH #
5L OBEIIALN TR hol, EOMOBERBROEITNTH b HEEDEME
IZHEIERDDINZBERARDHDENLTH o, : |

PEXY, BEWRETRIZED 4 mgkg U OB THIROKME LROMWTE.
FRIRIZAEMEBOIK, AROFEBREARBLCans FORBIBBDHLR, O
100 mg/kg B¢ CREABEFAOEIMEAR, o -7 7Y OEMEBRRZ2 5 IR
HAEERLORE. FRBICABMIADIEXB L2 0 FORLBEDLNED
Linh, FHABRIZE TS EBH 51 X 2 EEERIL, HT 4 mgkeg/day Ril, #T
20 mg/kg/day THB L EX bk,

©
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Figure 1. Body weight changes in aele rats dosed orally with EBH for
28 days followed by 14-day recovery period (SR-9641)




500,

450 .
400
. 350
+ 300
= ]
©
= 250 o Wf//
z —3
@ 200 -
150 .
100 | oo Control
e———-o EBH 4 ug/kg
Qececoes Y EBH 20 lg/l(g
00. e— o EBH 100 ng/kg
OJ [ L  § ) § 1 L4 Ll L ) L ] ) L ¥
12 5 7 10 14 21 28 1 2 5 7 14
Day of adalinistration Day of recovery

Figure 2. Body weight changes In female rats dosed orally «
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Figure 3. Food consumption In male rats dosed orally with EBH for
28 days followed by 14-day recovery period (SR-9641)
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Table 1. Experimental design for 28-day repeated dose oral toxicity test of EBH and 14-day recovery test in rats (SR-9641)
a
No. of animals
b c
Concentration Total Administration Recovery
of EBH Volume
Group (ma/mL) {ml/kg} Male Female Male Female Male Female
d
Control 0 5 14 14 7 7 T 7
e
EBH 4 mg/kg 0.8 5 7 7 7 7 0 ]
£8H 20 mg/ke 4 5 7 7 7 7 0 0
EBH 100 ma/kg 2 5 14 14 7 7 T 7

O a O oo

Crj:CD{SD) rats vere dosed orally for 28 days from the age of 5 veeks.

: Killed at the end of the 28-day administration period.

Killed at the end of the 14-day recovery period.

: Control = corn oil.

EBH (5-Ethylidene-2-norbornene) was dissolved in corn oil.
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Table 2. General appearance in rats of 28-day repeated dose oral toxicity test of EBH (SR-9641)

Male Female
EBH (mg/ke) EBH (m9/k9)
[tem Control 4 2 100 Control 4 2 100
Total no. of animals examined 1% 7 7 14 14 1 7 14
No. of killed or dead animals 0 0 Q 2 0 0 0 0
a b
Intra-abdominal mass - - - 1 - - - -
Decrease in spontaneous locomotor activity - - - 1 - - - -
Blackish feces - - - 1 - - - -
Diarrhea - - - 1 - - - -
Soiled fur of perianal region - - - 1 - - - -
Irregular respiration - - - 1 - - - -
Killed for veakness - - - 1 - - - -
Dead - - - 1 - - - -
No. of surviving animals 1% 7 7 12 14 7 7 14
Bleeding from a finger 0 0 0 1 0 0 ¢ 0
Scab 0 0 0 0 0 0 1 0
Salivation 0 (! 0 1 9 0 0 1

a: - = blank value.
b: Values are no. of animals with findings.



Table 3. General appearance in rats of fd-day recovery test after 28-day oral administration of EBH (SR-9641)

——

Male Female
EBH EBH
Item Control 100 mg/kg Control 100 ma/kg
No. of animals examined 7 6 7 7
a
Defect of incisor 0 1 0 0

a: Values are no. of animals with findings.
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] Table 4. Body weight changes in male rats dosed orally with EBH for 28 days followed by 14-day recovery period (SR-9641)
) No. of __Day of administration Body weight gain
: Group animals 1 2 5 7 10 1% 21 28 Day 1-28 Xa
b
r Control 14 151.7 160.6 188.4 205.4 232.9 261.9 328.2 3124 220,714 145,531
6.1 6.6 9.0 1.3 13.9 15.4 19.4 2.4 20,600 12,763
EBK & ma/kg 7 153.1 161.1 189.3 207.3 234.9  269.0 2.7 362.0  208.857 136.360
1 3.8 ¢.6 5.6 6.4 8.3 9.9 16.7 21,2 19.7110 12193
li EBH 20 mg/kg 7 150.4 159.3 185.7 202.9 229.3 262.7 319.6 360.6 210.143 139.723
; §.7 $.8 1.3 8.0 9.8 13.5 18.0 5.0  23.604 15,348
(13)e (13) (13) (12 (12) (12)
1 EBH 100 ma/ksg 14 152.2 160.8 186.6 202.9 29.3 258.8  309.6¢  350.5 197.917% 129.79»
:! &1 4.8 5.3 6.0 7.3 1n.7 16.8 19.8  19.116 12,841
; No. of Day of recovery Body veight gain
Group animats 1 2 5 7 14 Day 1-14 Xa
b Control 7 349.7 373.0 192.4 401.4 43,4 6L T4 17.510
% ' 26.4 26.8 26.2 26.7 30.9 5.5%9 0.974
’ EBH 100 ma/kg b 366.5 m.o .7 403.8  436.5 70.000 18.990
5 19.7 20.9 2%.8 28.1 .4 16.358 3.6%

: {Body weight gain / body weight on day 1) x 100.

: Values are means and S.D. thereunder: and expressed in gram.
: Values in parenthases are no. of animals examined,

: Differs from control, p<0.05.
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Table 5. Body weight changes in female rats dosed orally with EBH for 28 days followed by 14-day recovery period (SR-9641)

No, of Day of administration Body weight gain
Group animals 1 2 5 1 10 1& 21 28 Day 1-28 %a
b
Controt 14 1326.1 141.0 155.7 164.6 176.8 191.5 216.1 236.5 100.357  73.586
6.0 6.4 9.1 9.2 16.6 13.4 17.6 26.2 16.426  10.815
EBH 4 my/ke 7 137.1 129.6 156.3 161.7 169.4 181.4 20£.9 225.6  8B.429  64.204
6.7 5.3 8.3 8.4 9,5 1.7 17.2 21.6  15.490 8.531
EBH 20 mg/ke 7 135.4 142.3 155.0 163.4 173.3 188.9 211.9 235.4  100.600 74,030
5.3 6.0 8.7 7.3 7.8 9.6 7.8 7.2 7.874 7.757
EBH 100 mg/ke 14 136.1 141.7 152.9 159.2 169.1 182.4 202.9 221.8  85.714x  62.791%x
6.2 6.4 10.6 9.3 10.6 12.8 17.4 18.6  13.361 7.959
No. of Day of recovery Body weight gain
Group animals 1 2 5 7 1 Day 1-14 %a
Control 7 2%1.7 245.0 251.4 260.7 275.0  33.286  13.447
31.0 33.3 33.9 3.9 £3.1  13.696 4,342
EBH 100 mg/kg 7 226.3 232.9 239.9 252.7 2661 37,857  16.857
19.0 17.8 20.2 18.8 19.0 5.305 2.9%5

a: (Body weight gain / body weight on day 1) x 100.

b: Values are means and S.D. thereunders and expressed in gram.

#: Differs from control, pg0.05.
##: Differs from control: p¢0.01.




Table 6. Food consumption in male rats dosed orally vith EBH for 28 days folloved by 14-day recovery

period (SR-9641)

No. of Day of administration
Group animals 1 2 5 7 10 % 21 28
a N
Controt 14 19.2 8.9 20.9 21.9 2.2 23.8 26.3 2.4
1.3 1.4 1.7 2.0 2.4 2.2 2.5 2.7
EBN 4 ma/kg 7 19.4 9.3 21.4 2.6 23.0 24.9 25.0 2.4
1.1 1.5 1.8 1.7 2.8 2.7 2.6 2.4
EBH 20 ma/ke 7 18.9 8.4 it 21.3 21.6 %.0 .0 2.7
1.2 1.7 1.2 2.2 2.0 2.1 1.3 1.9
(13)b (13) (13) (12)
£BH 100 ma/ks 14 19.4 9.1 2.9 211 21.7 24.5 2.2 2.9
0.9 1.6 2.3 1.7 1.2 2.9 2.1 2.1
No. of _Day of recovery
Group animals - 1 2 5 7 14
Control 7 %.3 .9 26.0 26.4 28.7
2.8 b 1.0 1.5 2.0
EBH 100 ma/kg 6 23.2 26.7 9.2 2.0 2.7
31 2.3 2.9 3.0 2.7

a: Values are means and S5.D. thereunder, and expressed in gram/day.
b: Values in parentheses are no. of animals examined.

®
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Table 7. Food consumption in female rats dosed oratly with EBH for 28 days followed by 14-day recovery
period (SR-9641)

No. of Day of administration
Group animals i 2 5 7 10 14 21 28
a
Control 14 16.6 1.9 15.9 15.9 16.6 17.4 17.1 18.6
1.9 1.6 2.3 2.5 2.0 2.1 3.6 2.6
EBH 4 mg/kg 7 17.4 14.3 16.1 16,1 15.3 15.3 16.6 17.6
1.9 1.1 2.1 1.7 2.0 2.1 2.7 2.5
EBH 20 my/kg 7 16.0 15.9 15.0 17.0 16.0 16.7 16.4 18.3
1.6 0.9 2.7 1.2 1.4 1.6 2.5 1.7
EBH 100 mg/ka 14 16.6 15.3 14.4 15.9 15.8 16.4 16.4 17.6
2.2 1.8 3.1 1.4 2.2 1.7 3.2 2.3
No. of Day of recovery
Group animals 1 2 5 7 14
{6)b
Control 7 16.6 21.3 21.6 22.1 2.0
£.5 6.4 £.6 5.4 §.0
EBR 100 mg/kg 7 16.9 21.7 20.6 24.3 21.1
3.8 2.1 'R 3.1 1.3

a: Values are means and S.D. thereunders and expressed in gram/day.
b: Values in parentheses are no. of animals examined.




A e e B A

Table 8. Urinary findings in male rats in the final week of 28-day repeated dose oral toxicity test of EBH (SR-9641)

e emd . e mAa et rem————

pH Pro Glu Ket bro 8il Occult blood Color
No. of = =emms | seesseses cmccmesssse csses soscosecsssses smeeeos
Group animals 60 65 7.0 1.5 8.0 8.5 1 + - - $ 0.1 &0/l - - b A
a
Control 14 0 1 1 2 7 9 5 14 14 0 14 14 13 1 14
EBH 4 mg/ke ) q 2 0 0 & [o 6 Ix 6 (2 & Is ) 6 6 0 6
EBH 20 ma/kg 1 1 0 0 2 4 4 3 7 6 1 7 7 7 0 7
EBH 100 ma/kg 12 0 3 2 2 2 {2 102 12 7 5 12 12 H 1 12
Urinary sediments
Epitheliat cell
Small Specific gravity
RBC Wee Squamous Round round Others -
No. of - 1.011- 1.021-  1.031- 1.041- 1,05
Group animals - - - - - - 1.020 1,030  1.040 1.050
Control 14 14 14 14 14 14 14 1 2 2 5 4
b

EBH 4 my/kg 7 6{6) 6(6) 6(6) 6(6) 6(6) 6(6) 0 2 0 4 1

EBH 20 mg/kg 7 7 7 7 7 7 7 0 0 2 2 k1

£8H 100 wmalks 12 12 12 12 12 12 12 \ 1 1 6 &

{cont inued)




Table 8. (continued)

</

Yater
No. of U-Vol U-Na U-X U-ct U-Ca U-IP  consumption
Group animals  ml/2%r nta/2thr mEq/2lhr mEq/2tbr  me/2thr  ma/21hr g
¢

Control 14 11.07 0.968 2.658 1.563 0.965 9.626 5.7
£.09 0.361 8,578 0.52¢ 0.577 6.551 7.2

EBH 4 mg/ka 1 9.3 0.461 1.971% 0,850  0.507  15.661 18.0
.06 0.3 0,291 0,506 0.209 7.870 7.2

EBH 20 ma/ks 7 9.07 0.884 2.32% 1,337 0.634 0.714 19.3
4.05 0.465 0.523 0.457 0.307 2.13& 9.5
EBH 100 ma/kg 12 9.13 0.795 2.305 1.228 0.546  15.297  17.4%
2.73 0.508 0.567 0.585 0.182 ° 8.885 9.0

Color: A = Pale yellov or yellov,
: Values are no. of animals with findings.
: Vatues in parentheses are no. of animals examined,
: Values are means and S.D. thereunder.

o

b
¢
*

: Differs from controls p(0.05,




Table 9. Urinary findings in female rats in the final veek of 28-day repeated dose oral toxicity test of ESH (SR-9641)

pH Pro Glu Ket Uro Bil Occult blood  Color
No. of -
Group animals 60 65 7.0 75 8.0 8.5 1 + - - 0.1 Eu/dl - - A
a
Control 12 2 0 4 1 2 3 12 0 12 12 12 12 12 12
EBH & mo/kg 5 0 0 2 1 ] 2 5 0 5 S 5 5 5 5
EBK 20 ma/kg 6 0 2 1 2 1 ] 0 6 6 6 6 ) 6
E8H 100 mg/kg 14 z 5 3 { 2 1 9 5 14 14 14 14 14 %
_________ —— g’
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WBC Squamous Round round Others ---
No. of 1.021-  1.031- 1.041-  1.050¢
Group animals - - - - - - 1.030 1.040 1.050
b
Controt 14 12(12) 12012 12(12) 12(12) 12(12) 12(12) 0 k) 8 3
£8H ¢ ma/kg 7 5(5) 5(5) 5(5) 5(5) 5(5) 5(5) 2 2 2 1
EBH 20 mg/kg 7 6(6) 6(6) 6(6) 6(6) 6(6) 6(6) 0 5 1 i
EBH 100 ma/k9 14 14 14 14 14 14 14 1 5 3 5
(cont inued)




Table 9. (continued)

Water
No. of U-Vot U-Na U-K U-cl U-Ca U-IP  consumption
Sroup animals  ml/2thr mEa/2lhr mEa/2thr mEa/21hr  mg/21hr  mg/2thr g
c
Control 14 8.06 0.891 1.966 1.299 1.076 7.990 18.4
2.60 0.320 0.449 0.335 0.508 4,308 3.9
EBH 4 ma/kg 7 9.00 0.714 1,559 0.957 1.123 8.156 15.1
3.59 0.308 0.35 0.355 0.792 4,350 2.4
EBH 20 mg/kg 7 11.21 0.946 2,006 1.323 1.343 6.793 22.7
.4 0.185 0.239 0.195 1.549 3.05¢ 8.3
EBH 100 ma/kg 14 8.50 0.713 1.716 1.036 0.841 8.944 17.4
3.90 0.363 0.662 0.442 0.617 §,57 ¢ 6.9

Color: A = Pale yellov or yellow,

a: Values are no. of animals with findings.

b: Values in parentheses are no. of animals examined.
c: Values are means and S.D. thereunder.




Table 10, Urinary findings in male rats in the final week of 14-day recovery test after 28-day oral administration of EBH (SR-9641)

o v 0 1 8 g i e

pH Pro 6lu Ket Uro Bit Occutt blood Color
No. of —omeememsescsemeemmc—eeon ceenn mmeee meeee smemnemeen ooee
Group - animals 65 7.5 80 B85 + - - 0.1 Eb/dL - - A
a
Control 7 0 1 2 4 7 7 7 7 7 7 7
EBH 100 me/ke ) { i ! & ) 6 ) ) é ) 8
Urinary sediments
Epithelial cell
Small Specific gravity
RBC wee Squamous Round round Others - --
No. of  ==we- “marm ememeveae. 1.029-  1.031-  1.041-  1.050¢
Group animals ~ - - L) - - - 1.030 1.040 1.050
Control 7 7 7 6 1 7 7 7 2 1 0 4
EBH 100 ma/kg 6 6 6 6 0 6 6 6 0 1 & 1
{cont inued)




Table 10. (continued)

Water
No. of U-Vol U-Na U-K U-Cl U-Ca U-IF  consumptian
Group animals  mi/21hr mEq/2thr mEq/2%hr mEq/21hr  mg/2thr  me/2ihr g
b
Control 7 15. 14 1174 3.176 1.69% 0.699 8.581 29.7
8.58 0.422 0.793 0.626 0.485 3.589 13.7
EBH 100 ma/kg 6 15.08 1.512 3.428 1.923 0.603  14,233% 27.0
b, 14 0.203 0.448 0.188 0.252 3.578 £.3

Color: A = Pale yellaw or yellow.

a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.

#: Differs from controls p¢B.05.




Table 11. Urinary findings in female rats in the final week of l4-day recovery test after 28-day orat administration of EBH (SR-9641)

oH Pro Glu Ket Uro Bil Occult bhood Colaor
No. of = ==ecmmmmomcmmmemene mmmae ameee
Group animals 6.5 8.0 8.5 4 - 0.1 EU/dL - - A
a
Control 1 1 3 3 7 7 7 7 1 7 7
EBH 100 mg/k9 7 0 3 ¢ 7 7 7 7 7 7
Urinary sediments
Epithelial cell
Small Seecific gravity
RBC waC Squamous Round round Others ——— -
No. of ——en 1.021-  1,031-  1.041-
Group animals - - - - - - 1.030 1.040 1.050
Control 7 7 7 7 7 7 7 0 4 3
£B# 100 mg/kg 7 7 7 7 7 7 7 1 3 3
{cont inued)




Table 11. (cont inued)

Water
No. of U-Val U-Na UK U~-cl U-Ca U-1?  consumption
Group animals  mL/2thr mEq/21hr nEq/21hr mEq/21hr  mg/2thr  mg/21hr q
b (6)c
Contral 7 13.43 1.327 2,884 1.820 2.431 10,397 24.0
4§43 0.41 0.785 0.559 1.669 6.504 5.8
EBH 100 mgskg 7 15.29 1.249 2.556 1.516 1.949 9.741 18.7
9,50 0.251 0.608 0.3% 1.207 5.665 6.1

Color: A = Pale yellow or yellow.

a: Values are no. of animals with findings.

b: Values are means and S.D. thereunder.

¢: Values in parentheses are no. of animals examined.




Table 12. Hematological findings in male rats at the end of 28-day repeated dose oral toxicity test of EBH {SR-9641)

No. of REC  ht. Hb. MV MH KRG WG Plat

Group animals  10°/pt X g/dl fl 9 £ 1630 103
a

Controt 7 1.731 46,61 15.51 60.29 20.06 . 33.30 10.46  1060.3

0.267 0.85 0.3 2.20 0.78 0.62 3.09 121.2

EBH & mg/ke 7 8.010 4746  15.83 59.26 1977 35.36  10.77  1008.1
0.147 0.75 0.24 1.56 0.37 ~ 0.4 1.2 13¢.9

EBH 20 ma/ke 7 7916 47,30 15.67 59.80  19.81 313 12.% 1019.6
6.287 1.28 0.33 1.28 0.59 0.43 2.02 9.8

EBH 100 mg/kg 6 7.925 41,22 15,70 59.57 1982 33225 .93 11937
0.174 1.56 0.33 2.04 0.66 0.55 2.57 9.2

BT an - ———-—————

_Hemogram of WBC
Neutro,

No. of Ret. cT PT APTT Stab. Seg. fos. Bas. Mono. Lymp.  Others

Group animals B $ec. sec. sec. X X X X % X
Control 7 16.0 186.1 12.46 %.M 0.4 10.9 0.7 0.0 0.0 88.0 0.0
2.7 3.7 1.15 2.59 0.5 13 8.5 0.0 0.0 35 0.0

EBH & mg/kg 7 14,7 212.7 13.66 2.3 1.3 13.3 0.9 0.0 0.0 84.6 0.0
3.3 43,1 1.13 3.18 1.1 4.1 1.2 0.0 0.0 5.3 0.0

£BH 20 me/ks 7 16.4 4.7 13.29 26.90 1.0 16.0 0.9 0.0 0.0 88.1 ¢.0
4.6 12.1 1.1% 2.59 0.6 4.0 0.7 . 0.0 0.0 4.6 0.0

£8H 100 mg/kg 6 16.2 200.7 12.97 26,23 0.7 13.8 0.2 0.0 0.0 85.3 0.0
2.6 47.9 1.2 1.89 0.5 8.2 0.4 0.0 0.0 8.4 0.0

- - e b e = 2t A i i - ——— -— -

a: Values are means and S.D. thereunder. »#: Differs from control, p<0.01.

|




Table 13. Hematological findings in female rats at the end of 28-day repeated dose oral toxicity test of EBH (SR-9641)

No. of RBC Kt. Hb. MoV MCH MCHC WBC Plat
Group animats  10%/pt % g/dl fl pg ¥ 1030 103
a
Control 7 7.710 46,19 15.63 59.51 20.16 33.81 8.23  1116.6
0.425 1.49 0.50 1,79 §.73 0.52 2.17 147.8
EBH 4 mg/kg 7 1.877 46.27 15.61 58.74 19.84 33.73 7.66  1124.4
0.253 3.76 0.52 1.30 0.47 0.70 1.18 1261
EBH 20 mg/kg 7 7.883 46.86 15.81 59.44 20.07 33,74 8.03  1057.0
0.187 2.08 0.5 2.35 0.72 0.67 2.07 74.9
EBH 100 ma/ke 7 1.749 45,29 15.33 58.50 19.80 33.86 9.84  1165.4
0.321 1.79 0.62 1.25 0.37 0.67 3.01 145.6
Hemggram of WBC
Neutro.
No. of Ret. cT PT APTT Stab. Sesq. Eos. Bas. Mono. Lymp.  Others
Group animals % sec. sec. SEec. % % 4 % % % %
Control 7 12.1 196.1 11.63 20.73 0.9 0.4 0.6 0.0 0.0 88.1 0.0
3.8 67.1 0.26 2.39 0.7 3.2 0.5 0.0 0.0 3.1 0.0
EBH & ma/kg 7 13.1 235.7 11.83 20.96 0.6 12.0 0.4 0.0 0.0 87.0 0.0
3.4 9.7 0.43 4,59 0.5 3.4 0.5 0.0 0.0 3.8 0.0
81 20 mg/kg 7 14.6 227.6 11.49 18.76 0.4 10.4 0.1 0.0 0.9 89.0 0.0
2.6 52.0 0.42 3.03 0.5 5.0 0.4 0.0 0.0 &7 0.0
EBH 100 mg/kg 7 13.3 231.9 12.07 3.9 0.9 1.9 0.4 0.0 8.0 86.9 0.0
3.4 81.0 0.43 3.70 0.7 5.2 0.5 0.0 0.0 5.1 0.0

a: Values are means and S.D. thereunder.




Table 14. Hematological findings in male rats at the end of 14-day recovery test after 28-day oral
administration of EBH (SR-9641)

No. of RE6C Ht. Hb MoV MCH MCHC L Plat

Group animals  10%/pL 1] gldi fl pg 0% 103
a

Control 1 8.767 51.67 15.94 58.9 18.19 30.87 12.50 1142.0

0.288 1.52 0.5¢ .38 0.92 e.63 2.5 115.9

EBH 100 me/ks ) 8.730 50.92 15.97 58.37 18.32 31.38 12,771 1153.2

0.383 2.06 0.54 1.09 0.39 0.47 1.76 61.2

_Hemograp of WBC
. _ Neutro.

No. of Ret . cr PT APTY Stab. Seg, tos. Bas. Mona. Lyep.  Others
Group animals | sec. sec. sec. ] X X _ X S S 1 X
Control 1 1.3 232.3 13.21 25.01 - 0.6 10.0 0.4 0.0 0.0 89.0 0.0
2.0 5.1 0.8 3.42 8.5 4.2 8.5 0.0 0.0 4.1 0.0
E6H 100 ma/kae 6 17.7% 258.2 12.98 26.07 6.8 9.0 0.8 0.0 0.0 8.3 6.0
3.7 84.1 0.8 3.28 0.8 2.4 0.8 0.0 0.0 4.3 0.0

a: Values are means and S.D. thereunder.
x4 Differs from controls p<0.01,




Table 15,
administration of EBH (SR-9641)

lematological findings in female rats at the end of 14-day recovery test after 28-day oral

No. of RBC Ht. Hb. MCV MCH MCHC WBC Plat
Group animats 0%/l $  g/dt fl pg % 10l 10%/p
a

Cantrol 7 8.374 917 15.49 58.69 18.50 31.51 9.99 117.4

0.150 1.46 0.33 1.5¢7 0.38 0.3 §.67 85.7

EBH 108 maska 7 8.460 50.66 16.01%x 59,91 18.91 31.60 9.36  1064.7

0.172 1.14 0.32 1.0¢ 0.43 0.37 1.84 361.7

Hemogram of WBC
Neutro,

No. of Ret. o1 PT APTT Stab. Seg. Eos. Bas. Mono. Lymp. Others
Group animals %+ sec. sec. sec, % % ¥ ¥ ¥ % ¥
Control 7 12.0 267.9 12.00 26,49 1.0 11.3 0.9 0.0 0.0 86.9 0.0
3.2 05.4 1.16 3.16 0.8 .5 0.4 0.0 0.0 4,7 0.0
EBH 100 ma/kg 7 5.3 201.7 12.57 23.80 1.0 11.6 0.7 0.0 0.0 8.7 0.0
5.0 101.5 1.09 3.48 0.6 5.9 0.5 0.0 0.0 6.5 0.0

a: Values are means and S.D. thereunder.
##; Differs from control, p<0.01,




Table 16. Biochemical findings in male rats at the end of 28-day repeated dose oral toxicity test of EBH (SR-9641)

Protein fractions (%)

No. of TP Alb A/G Alb Globul in 60T GPT ALP LDH ¥ -GTP T-8il
Group animats g/dl g/dl @ a2 3] Y . 1071 st I/t /L ma/dl
a
Control 7 5.63 2.3 0.701 53.3% 23,56 7.09 15.04 0.97 93.40 22.9 4256 1991.6 1.00 .10
0.20 0.07 0.053 2.19 1.66 0.85 0.84 0.52 12.8 3.8 110.7 63.9 0.30 0.00
EBH 4 my/ks 7 5.51 2.33 0.73% 5¢.31 22.50 6.7 15.41 1.03 80.4 23.6 4781 197.3 1.16 0.10
0.23 0.08 0.05¢ 1.9 1.92 1.57 1.1 0.4 5.9 £.3 7.5 257.8 0.4
EBH 20 mg/kg 7 5.57 2.40 0.759 55.70%  21.06% 6.54 15.49 1.2 23.0 1804.6 1.23 0.10
0.22 0.12 0.043 1.4 1.5 0.87 1.2 0.92 9.6 £.6 3.4 723.5 0.65
EBH 100 mg/kg 6 5.42 2.38 0.790x  57.48x 19.02%x  7.40 15.28 0.82 89.7 2.3 360.5  1644.7 1.12 0.10
0.7 0.04 0.057 0,93 0.8 0.46 0.7 0.38 23.2 4.5 80.2 968.3 0.33
No. of 6lu T-Cho T6 BUN Crea Na K ct Ca P
Group animals my/dl mg/dl pg/dl mg/dt mg/dl mEq/L mEq/L meq/L ma/dl mg/dl
Control 7 139.4 53.6 2.9 13.43 0.47 145,79 5.021 106.4 10.20 9.01
19.3 5.1 1.7 2.16 0.05 1.58 0.309 1.4 0.26
EBH & mg/ko 7 141.7 47.0 42.1 13.41 0.47  143.57 4.986 105.9  9.80 8.99
16.9 7.3 12.2 1.2 0.05 2.17 0.458 2.0 0.42 0.27
EBH 20 mg/kg 7 132.9 56.4 40.3 13.39 0.44 145,00 5.32 106.6 10.00 9.06
"7 9.1 14.5 1.09 0.05 1.50 0.233 1.1 0.% D.69
£84 100 mg/kg 6 126.3 60.8 57.2 14,05 0.48 145.33 5.453 105.3 10.07 9.47
16.8 5.5 2.2 1.10 0.04 1.57 0.222 0.8 0.26 0.43

a: Values are means and S.D, thereunder. #: Differs from control, p<0.05. #«: Differs from control, p<0.01,

— . .. wa T



Table 17. Bicchemical findings in female rats at the end of 28-day repeated dose oral toxicity test of EBH {SR-9641)

No. of

Protein_fractions (¥}

TP Atb A/G Alb Globulin GOT GPT ALP LR ¥ -GTP T-Bil
Group animals g/dlL a/dl s 20 a2 B Y U/t /L TU/L /L W/t ma/dl
a
Control 7 6.14 2.64 0.757 59.26 18.04 6.17 15.24 1.29 123.4 20.9 2719.6  3080.9 1.13 0.10
0.3 0.20 0.030 1.71 2.12 0.74 1.35 8.30 3.1 .2 1.6 1577 38 0.00
EBY 4 mg/ka 7 5.83 2.49 0.744 58.81 18.59 6.46 14.54 1.60 106.0 20.6 287.4  2206.0 1.17 0.10
9.28 0.18 0.047 2.80 2.09 0.79 1.38 0.68 3.1 2.6 55.9 12444 0.35 0.00
EBH 20 mg/kg 7 5.99 2.59 6.761 60.14 18.07 5.33 14.99 1.47 108.4 21.9 280.1  2317.7 1.26 0.10
0.31 0.12 0.035 1.01 1.04 0.48 0.95 0.2¢ 4.9 4.6 64.8 637.7 0.43 0.00
EBH 100 mg/kg 7 5.83 2.69 0.857#%  62.79%% 16.06 5.69 14.10 1.37 17.7 2.3 269.9  2802.4 1.04 0.10
0.21 0.18 0.070 1.52 0.93 0.75 0.81 0.59 25.4 5.6 79.2  1042.1 0.46 0.00
No. of Glu T-Cho TG BUN Crea Na K tL Ca iP
Group animals mg/dl ma/dl ma/dl my/dl mg/dt mEg/L meq/L mEa/1 mg/dL ma/dL
Control 7 132.6 62.6 15.9 16.21 0.51 143,86 4,613 107.1 9.9 7.86
15.3 21.6 6.8 2.28 0.09 0.63 0.263 1.8 0.23 0.9
EBH 4 ma/kg 7 122.0 3.4 11.0 16.04 0.47 14371 4,533 108.1 .81 7.61
12.1 12.9 2.6 0.91 0.08 0.76 0.275 1.6 0.21 1.07
EBH 20 mga/kg 7 135.0 58.0 16.0 16.9% 0.51 143.64 4,404 107.6 9.99 7.99
18.0 £,0 §.7 1.43 0.07 0.75 0.255 1.4 0.50 .95
EBH 100 mg/ks 7 1133 5.3 19.3 15.96 0.51 143.50 4.719 106.9 0.89 8.00
6.0 15.0 5.5 2.25 0.04 1.63 0.255 2.8 0.36 1.10

a: Values are means and S.D. thereunder.

#; Differs from control, p¢<0.05.

#%: Differs from control, p£0.01.



Table 18, Biochemical findings in male rats at the end of 14-day recovery test after 28-day oral administration of EBH (SR-9641)

Protein fractions (X)

No. of TP Alb A/G Alb Globulipn GOT GPY ALP LOH ¥ -GTP T-Bil
Group animats g/dl g/dl & @2 g Y /L /L (TN UL L mg/dl
a
Control 7 5.87 2.4 0.704 52.80 24 .49 8.77 15.21 1.713 104.0 5.7 416.9  1959.4 1.04 0.10
6.9 0.1 0.076 3.3 2.3 0.62 0.97 0.69 16.6 3.0 101.4 633.6 8.13 .00
EBH 100 ma/ke 6 6.00 2.42 0.680 51.38 25.65 5.97 15.43 1.57 98.3 2.8 355.3  1779.8 0.90 0.10
_0.25 0.08 0.042 1.% 1.8 0.57 1.52 0.50 14.2 4.0 56.9 462.1 0.38 0.00
“No. of 6lu T-Cho T6 BUN Crea Na K o]} Ca 1P
Group animals ma/dl mg/dl my/dl mo/d{ me/dl mEq/L mEq/L mEq/L mg/dl mg/dl
Control 7 145.9 48.4 31.0 17.43 0.56 145.86 4.73% 108.3 9.57 7.70

16.6 11.6 15.0 1.60 0.05 .28 0.309 1.4 0.39 0.23

0.50 %517  4.887  106.0¢  9.72 8.05

EBH 100 mg/kg 6 151.0 50.0 82.7  16.68
1.98 0.00 0.95  0.316 1.4 0.40 0.44

20.4 £.8 11.4

a; Values are means and S.D. thereunder.
#: Differs from control, p<0.95.




Table 19. Biochemical findings in female rats at the end of 14-day recovery test after 28-day oral administration of EBH (SR-9641)

Protein fractions (%)

No, of TP Alb A/G Alb Globulin GOT GPT ALP LD ¥ -GTP T-Bil
Group animals g/dl g/d( VAR a2 B Y /L U/t /L sl U/t mg/dl
a
Control 7 6.51 2.76 0.736 58.50 19.3%7 5.40 14.09 2.64 107.0 25.9 163.0  2261.4 1.03 0.10
0.40 0.16 0.056 2.38 1.90 0.58 1.18 1.03 17.7 £.9 &1 799.1 0.45 0.00
EBH 100 ma/kg 7 .06 2,57 0.740 57.13 19.1 5.07 15.81# 2.87 113.1 22.7 146.3  2820.7 0.97 0.10
0.22 0.13 0.040 2.80 1.3 0.9 1.38 0.94 2.8 2.9 27.8  1M7.0 0.26 0,00
No. of Glu T-Cho TG BUN Crea Na K cL Ca IP
Group animals mg/dL mg/dl mg/dt ma/dl mg/dl mea/( mEa/L mEq/L mg/dl ma/dl
Control 7 132.3 70.4 19.0 17.20 0.57 164,29 b 344 107.9 9.84 6.23
23.6 1.9 21.0 1.7 0.05 1.32 0.376 1.7 0.25 0.59
EBH 100 mg/ke 7 138.9 73.1 19.4 17.27 0.5  144.86 4377 107.0 9.54x 6.71
21.7 13.1 8.6 0.73 8.05 1.03 0.462 0.8 0.21 0.27

a: Values are means and S.D. thereunder.

*: Differs from control, p¢<0.05.




Table 20, Absolute and relative organ veights in male rats at the end of 28-day repeated dose oral toxicity test of EBH (SR-9441)

Body Brain Liver Heart Lung Spleen Kidney
No. of weight Right Left Total
Group animals q g X g I g X g X g X 9 X g X q 1

Control 7 354.1 2.0%  0.57% 1.7 3.9 1.210 0,359 1.349  0.381 0.653  0.184  1.%47  0.37%  1.33%6  0.379  2.683  0.75%
4.7 0.054  0.018  0.85%  0.226  0.09%  0.021 0.061 0025 0079 0023 008 0022 0119 0

EBH 7 335.6 1.963 0.587 10.23%7 3.050 1.169 0.350 1.253 0.376 0.623 0.186 1.306 0,390 1.256 0.376 2.561 0.761
4 mg/ke 19.5 0.135 0.052 0.960 0.202 0.070 0.018 0.099 0.030 0.106 0.028 g.113 0.028 0.13% 0.028 0.245 6.052
EBH 7 333.1 2.057 0.621% 10,649  3.190 1.194 0.359 1.343 0.406 0.646 0.193 1.376 0.413 1.43 0.404 2.7119 0.814
20 mg/kg 22.5 0.078 0.041 1.357 0.238 0.109 0.024 0.081 0.021 0.089 0.023 0.159 0.028 0.109 0.016 0.267 0.044
EBH ) 30. 7%+ 1,995 0.643%% 10,915 3.503 1.118«  0.360 1.220¢ 0,393 0.578 0.187 1.33%7 0.430%x 1.320 0.425%% 2,657 {.855%»
100 mg/kg 13.8 0.104 0.010 1.669 0.412 0.065 0.019 0.045 0.023 0.055 0.020 0.131 0.035 0.105 0.027 0.231 0.062
Pituitary qland Thymus Thyroid Adrenal
No. of Right Left Total Right Left Total
Group  animals mg 1073 my 1073 mg 1073 m 1073 n3 1073 ng 1073 ng 10°3% mg 1073%
Controt 1 11.51 3.25 613.4  173.669 10.90 3.066 11.23 319 22.129 6.248 21.6 1.719 30.4 8.59 58.000 16.373
1.42 0.405 131,11 38.209 2.15 0.503 2.02 0.419 3.0% 0.79 §.2 1.07% 5.0 1.360 8.981 2.392
EBH 7 10.87 3.229 574.0 - 172.611 10.90 3.2557 10.19 3.03  21.086 6.29% 27.6 8.239 21.6 8.223  55.143  16.459
4 my/kg 1.50 0.288 98.4 37170 1.26 0.437 1.9 0.555 2.806 0.866 4.1 1.23 2.9 0.773 6.862 1.979
EBH 7 10.79 3240 577.7 173.874 10.81 3.266 16.27 3116 21.086 6.383 2.4 7.3%1 26.1 7.831  50.571  15.161
20 ma/kg 0.78 g 57.5 19134 1.31 0.512 1.90 0.720 2.690 1.083 2.4 0.497 1.2 0.588 5.159 0.788
EBH 6 10.05 3.2%7 626.0 201.773 9.52 3.057 9.83 3.188 19,350 6.248 21.0 8.683 2.7 8.908  54.667  17.592
100 mg/kg 0.87 0.280 1404 44 644 21 0.450 1.49 0.639 2.089 0.799 39 1.105 3.4 6.997 7.230 2.072

e e o s A e e A o A A e A 8 0 e e e S B e O A D 0 A8 b B B e e e o

{cont inued)




Table 20. (continued)

Test is
No. of Right Left Total

Group animals q ¥ g ¥ g ¥
Controt 1 1.584 0.447 1.566 0.440 3.150 0.890

0.092 0.028 0.095 0.017 0.181 0.040
EBH 7 1.500 0.447 1.469 0.436 2.969 0.836
& maskg 0.181 0.048 0.181 0.051 0.360 0.100
EBH 7 1.564 0.470 1.556 0.470 3.120 0.940
20 ma/kg 0.067 0.040 0.116 0.047 0.182 0.082
E8H 6 1.413% 0,455 1.615 0.457 2.828 0.910
100 mg/kg .099 0.031 $.102 0,031 0.199 0.065

a: Values are means and S.D. thereunder.
#: Differs from contral, p<0.05.
*%: Differs from control, p<0.01.




Table 21. Absolute and relative organ weights in female rats at the end of 2B-day repeated dose oral toxicity test of EBH (SR-9641)

................................... - e 0 0 e 8 o o e g 0 ot e e

Body Brain Liver Heart Lung Spleen Kidney
No. of weight Right Left Total
Group animals g ] 9 % 9 3 9 X 9 3 g % ] %

et et ———————— - ——-- - - e -———— L T

.
@w
E 3

881 6.829 3119 0.83%  0.380 1.046  0.477  0.487  0.223  0.843 0.386 0.820  0.376  1.663  0.759
04 0.425 0150 0,036 0.018  0.0%  0.03% 0100 0,039 0.0 0,029  0.063  0.023 0.128  0.045
34

EBH 7 209.1 1.947 0.9 6.030«  2.886%¢  0.760 0.366 1.1 0.486 0.463 0.220 0.85 0.410 0.844 0.406 1.699 0.814

4 mg/kg 18.6 0.074 0.084 0.623 0.195 0.052 0.0% 0.057 0.024 0.064 0.014 0.076 0.022 0.071 0.029 0.143 0.047

£BH 7 217.9 1.869 0.856 6.684 3,069 0.823 0.319 1.049 0.483 0.453 0.209 .83 0.381 0.824 0.380 1.654 6.759

20 mg/ke 5.7 0.13% 0.066 0.485 0.203 0.049 0.016 0.045 0.022 0.057 0.02 0.028 0.015 0.065 0.031 0.0 0.045

EBH 7 203.1 1.849 0.914 6.65 3.270 0.806 0.399 1,027 0.504 0.466 0.29 0.8% 0.421+ 0,830 0.41 1.681 0.830%
100 mg/kg 19.9 0.088 0.058 0.784 0.123 - 0.079 0.019 0.111 6.017 6.160 0.038 0.975 0.029 0.066 0.026 0.140 $.052

Pituitary gqland Thymus Thyroid Adrenal
No. of Right Left Jotal Right Left Total
Group animals "3 1073 " 107>% g 107% Y] 1073 ng 1073 ~ 1073 ) 107% wa 107%%

Controt 7 13.13 5.9 4813 219.017 713 324 730 3311 %4429 6.55% 3.4 .37 .7 15919 68.143  31.234
298 135 66.6 22.731 .05 0.392 289 1.3 3.3%%5 1.383 5.1 7.0

EBH 7 13.04 6.251 482.1 230,400 8.21 3.94T# 7.16 3.420 15,371 7.367 28,7 13,719 3.1 14,897 59.857  2B.616
4 ma/kg 2.05 0.952 66.8 22.79% 1.00 0.526 2.6 1.179 3.042 1.610 3.0 0.595 3.2 0.958 6.094 1.385
{6)b {6) {6) {6)
E8H 7 12.69 5.831 485.9 222.67 8.44 3.880 6.80 3.2 14,933 6.855 34 14,92 R 14.783 64,571  29.701
20 mg/kg 1.62 0.820 51.8  19.395 2.10 0.966 1.27 0.516 2.252 0.973 5.1 2.618 $.3 2.29 9.090 §.727
£ 7 12.80 6.317 578.0 283.333«  B8.73 §.277 6.6 3.9 15,343 7.576 32.6 16,104 %7 17.180  67.286  33.244
100 ma/ke 1.53 0.672 107.5 34,332 2.89 1.198 2.70 1.344 3,260 1.55 4.1 2.047 3.9 1.822 1.675 3.7110
(continued)




Table 21, {continued)

Ovary
No. of Right Left Total

Group animals mg 107%% mg 107%% mg 1073y
Control 7 b6 20.413 6.6 21,296 91143 41711

5.6 3.057 6.1 3.007 9,245 5.073
EBH 7 45.9 21,893 §59 22066 91.716 43,959
4 ma/ke 7.2 2.603 2.9 2,308 8.902  3.815
EBH 7 5.6 20.829 4.3 20309  89.714F 41,134
20 ma/kg 8.4 3.631 6.2 2.596 0.827 3.813
EBH 7 §5.6 22,567 47,1 23,560 92,716 46.126
100 ma/kg 5.1 2.735 7.6 §,997  11.743 7.555

a: Values are means and S.D. thereunder.

b: Values in parentheses are no. of animals examined.

¥: Differs from control» p¢D.05.
s%: Differs from control, p<0.01.




Table 22. Absolute and relative organ weights in male rats at the end of 14-day recovery test after 28-day oral administration of EBH (SR~9641)
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Sody Brain Liver Heart Luna _ Kidney
No. of  weight Left Total
Group animals q q X g X g X g X 9 X
a
Controt 7 397.3 2.9 0.521 11.023 2.113 1,33 0.333 1.360 0.364 2.876 0.724
27.0 0.063 0.039 1.162 0.217 0.106 0.010 0.077 0.030 0.313 0.053
EBH 6 402.8 2.085 0.520  12.588 3,120 1.480%  0.372%¢ 1,332 0.377 3.045 0.757
100 mg/kg .4 0.078 0.046 1.575 0.260 0.076 0.026 0.127 0.043 0,353 0.083
Pituitary gland Thymus Thyroid
No. of Right Left Jotal
Group animals ng 1073% g 1073 " 1073 ng 1073 me ng 1073%
Control 7 13.14 3.309 601.6 151.024¢ 11.16 2.79% 8.84 2.209 2.6 60,5711 15,217
1.27 0.269 132.4  28.8% 1.67 0.266 2.47 0.509 £.6 7.613 1.885
EBH 6 13.42 3.328 620.8  153.898 N1.52 2.872 9.93 2.472 32.0 8 65.833  16.483
100 mg/kyg 1.75 0.290 112.3  23.674 1.97 0.510 1.85 0.481 2.5 A 4,355 2.079
Test is
No. of Right Left Totat_
Group animals q X q % q X
Control 1 1.609 0.407 1.566 0,393 3.174 0.801
0.110 0.033 0.030 0.185 0.062
EBH 6 1.542 0.387 1.538 0.385 3.080 0.767
100 mg/ke 0.076 0.031 0.093 0.037 0.166 0.069

. e vk ey o e

a: Values are means and 5.D. thereunder.
#; Differs from control, pg0.05.
#x: Differs from control, p<0.01.




Table 23. Absolute and relative organ weights in female rats at the end of 14-day recovery test after 28-day oral administration of EBH (SR-9641)

Body Brain Liver Heart Lung Spleen Kidney
No. of weight Left Total
Group animals g g % g % g % g % 9 q S g % q %
a
Contral 7 253.7 2.010 0.809 6.797 2.679 0.917 0.3569 1.080 0.431 0.464 0.910 0.361 0,884 0.351 1.79% 0.711
39.0 0.108 0.141 1.149 0.122 0.068 0.032 0.067 0.047 0.043 0.114 0.022 0.097 0.023 0.219 0.042
EBH 7 745.0 1.949 0.799 6.931 2.821%  0.911 0.371 1.086 0.444 0.501 0.931 0.381 0.8% 0.366 1.826 0.744
100 mg/kg 18.2 0.053 0.069 0.645 0.098 0.082 0.011 0.028 0.030 0.084 0.077 0.017 0.088 0.016 0.165 0.033
Pituitary gland Thymus Thyroid Adrenal
No. of Right Left Total Left Total
Group animals mg 107%% mg 107% mg 1073 ny 10734 mg 1074 1073% mg 107%% mg 107%%
Control 7 14,11 5.630 455.7  180.579 7.61 3.019 8.2 3,303 15.857 6.323 3N4é 12591 1.9 12,726 63,286 25,323
1.80 0.832 103.9  40.788 1.83 0,669 1.15 0.568 2.293 0.992 3.0 1.917 3.2 1.740 6.047 3.618
EBH 7 13,87 5.686 466.1 190,486 7.39 3.023 6.61%  2.693% 14,000 5.714 2.1 13,203 3.3 13.636  65.429  26.839
100 mg/ke 2.19 0.962 50.7  17.852 0.81 0,341 1.05 0.321 1.697 £.555 2.4 1.572 3.0 1.452 4,860 2.857
Ovary
No. of Right Left Total
Group animals mg 1073 mg 1073% mng 1073
Control 7 (6.9  18.747 45,3 18.086 92.143  35.831
8.5 £,1964 5.1 2.7122 12.240 6.477
EBH 7 §3.4  17.75 48.3  19.813  91.714  37.567
108 ma/ke 5.3 2.091 9.0 3.983 13,363 5.

a: Values are means and S.D. thereunder.
%: Differs from controls p<0.05.




Table 24. Gross pathological findings in rats at the end of 28-day repeated dose oral toxicity test of EBH (SR-9641)

Mate Female
EBH (mg/kg) EBH (mgske)
Group Control 4 20 100 Control ¢ 20 100
a
Total no. of animals examined 7 1 7 8 7 7 7 7
No. of dead or killed aninals examined 0 0 0 2 0 0 0 0
Organ : Findings
b ¢
Cecum : Grayish vhite discotoration, mucosa - - - 1 - - - -
Dilatattons Lumen - - - 1 - - - -
Adhesion: intra-abdominal adipose tissue - - - 1 - - - -
No. of surviving animals examined 1 7 7 6 7 7 7 7
Organ : Findings
Kidney : Pale discoloration 0 0 0 3 0 0 0 0
Cerebrum : Partial defect, right hemisphere 0 0 0 0 0 0 1 0
Thyroid : Aplasias unilateral 0 0 0 0 0 0 1 0
Skin : Scabs dorsal region 0 0 0 0 0 0 1 0

. Included one animal of recovery group that died on day 25 of administration.
:.- = blank value.
c: Values are no. of animals with findings.

o




Table 25. Gross pathological findings in rats at the end of 14-day recovery test after 28~day oral administration of EBH (SR-9641)

Male Female
EBH EBH
Group Control 100 ma/kg Control 100 ma/kg
No. of animals examined 7 6 7 7
2
Abnormal findings 0 0 0 0

a: Values are no. of animals with findings.
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Table 26, Histopathological findings in rats at the end of 28-day repeated dose oral toxicity test of EBH (SR-9641)
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Male Female
EBH (mg/kg) EBH (mg/ke)
Iten Control 20 100 Controt 4 2 100
Findings of dead or killed animals
No. of animats examined 0 0 2 0 0 0 0
a b
Organ : Findings Grade
¢ d
Kidney : Hyaline droplet, proximal tubular epithelium + - - 1 - - - -
Seleen : Atrophy, wvhite pulp + - - 1 - - . -
Lung : Accumutation: foam cell + - - 1 - - - -
Thymus : Atrophy + - - 1 - - - -
Thyroid : Decreases colloid + - - 1 - - - -
Submandibular gland : Decreases secretory granule t - - 1 - - - -
Cecum : Necrosis + - - 1 - - - -
Inflammat ion + - - 1 - - - -
Colon : Erosion +H - - 1 - - - -
Regenerat ion, mucosa +H - - 1 - - - -
Epididymis : Cell debriss Lumen + - - 1 - - - -

(cont inued)



{cont inued}

Male Female
EBH {(mg/ke) EBH {ma/kg)
Controt 4 20 100 Control 4 20 100
ngs of surviving animals
f animals examined 7 7 7 ) 7 7 7 7
gan : Findings Grade

jver : Fatty change, hepatocytes periportal + i 0 g a 3 0 2 1
Hicrogranuloma t i} ] g 0 i 0 1 1

Jddney : Hyaline droplets proximal tubular epithelium Total 1 5 7 6 i} 0 0 ]
+ 1 5 {?]ﬂ- {0]% 0 0 0 0

++ g il a 6 0 i) g 0

Eosinophilic bodys proximal tubular epithelium Total 8 0 3 4 8 g 0 0

+ 1] 0 2 3 9 D 0 |

+ 0 ) 1 1 0 0 0 0

Regeneration, tubular epithelium + 2 2 4 § 2 1 0 b

Casts hyaline + 0 f i} 1 { 8 ] g
Mineralizations cortico-medullary junction + ] 0 0 0 ] ] D )

Lung : Accumulations foam celi + 0 ] il 8 1 q 1} 8
Metaplasia: osseous + ¢ g g 0 ] i 0 1
Cerebrum : Congenital defects cerebral cortexs unilateral € ) i} ] 8 0 0 1 0
Thyroid ; Hypertrophy» follicutar cell + i} 1 1 [ 6 Jx# ] 0 0 1
Decreases colloid + ] 1 1 [ 6 J== ] ) 0 1
Irregulars shape, follicle + 0 1 0 1 ) 0 il il

Pancreas : Cellular infiltration, lymphocyte + 0 8 0 0 i 0 0 0
Skin : Granulations dermis ¥ ] 1} 1] i} 0 ] 1 i}
Hyperplasias squamous cell + 0 0 ] g 0 0 ] 0

Scab + 0 0 ] 0 0 0 1 0
Prostate : Atrophys epitheliums focal t 0 1 1 8 - - - -
Cellular infiltrations lymphocyte, interstitium + 0 1 2 0 - - - -

a: There vere no ghnormal findings in the heart, cerebellum: pituitary elands adrenat: parathyroid. mesenteric tymph nodes tongues submandibular lymph nodes sublingual gland,
parotid gland, mammary glands eyeball, Harderian glands sternum» femur: bone marrows spinal cord, sciatic nerves skeletal muscle, aortas Larymxs trachea: bronchuss esoshaguss
forestomachs glandular stomachs ducdenum: jejunum» ileums rectums urinary bladders testis» seminal vesicle, ovarys uterus or vagina.

b: + = slight, + = moderate change and {+) = detected.

¢: - = blank value. d: Values are no. of animals with findings., #x; Differs from control: p<8.0%,




Table 27. Histopathological findings in rats at the end of lé-day recovery test after 28-day oral administration of EBH {SR-9641)

PRy

———————

Male Femate
EBH EBH
[tem Control 100 wa/ks Contral 100 my/kg
No. of animals examined 7 6 7 7
a b
| Organ : Findings Grade
c
Liver : Microgranuloma ¢ 0 0 2 1
Kidney : Hyaline droplet, proximal tubular epitheliva + 0 [ & 0 0
tosinophilic bodys proximal tubular epithelium t 0 2 0 0
Regeneration» tubular epithelium + 4 1 1 Y4
i Casts hyaline + 2 0 0 0
Mineral ization: cortico-medullary junction + 0 0 2 0
'y Fibrosis, medulla, focal $ 0 ] 1 0
Cyst 1€>) 0 0 1 0
Lung : Metaplasia: osseous + 1 0 0 [
Pituitary gland : Cyst , (#) 0 0 0 2
| Hyperplasia, tubular, pars nervosa + 0 0 0 1
i Pancreas : Celtular infiltration: lymphocyte + 0 1 0 0
1 d
A Prostate : Atrophys epitheliums» focal + 1 - -
1 Cellular infiltration, Lymphocytes interstitium + 1 1
Ovary : Cysts corpus luteum (4 - -

A ——m . v .. ——- -

epididymis, seminal vesicle, uterus or vagina.
+ = glight change and (4 = detected.

. Values are no. of animals vith findings.

: - = blank value.

: Differs from controt, p¢0.05,

x oA O o

a; There vere no abnormal findings in the spleen, heart, cerebrum, cerebellum; adrenal: thyroid, parathyroid, thymus, mesenteric lymph node, tongue, submandibular Lymph
node. submandibular glands sublingual gland, parotid gland, mammary gland» skin. eyeball, Harderian gland. sternum,» femur. bone marrov. spinal cords sciatic nerve,
skeletal muscle, aorta, larynxs trachea: bronchus. esophagus, forestomach: glandular stomachs duodenum: jejunums ileums cecum» colon. rectums urinary bladder: testis,
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