AFNZFNT oA F VL

(CAS No. 96297)

FHERE S : SR - 9435

il

RBL ZFARAFAT FFRTVLAOT Y MIBITS 28 HRIREREGREDFENE
Eats

HASH (LEm R TR



SR—-9435

SICS

H
= ff - 5
# B -eeeneeeeneeeeeeeeeeessieioooolloliliiiiiiioooooo 6
FRRL BRI - emommomooooeoeooooosoeeiseiisiesen 6
1 B ool 14
% R R 19
e T 21

Figures ---m--m--mmmmm oo AT
1. Body weight changes in male rats dosed orally with EMK-0 for 28 days

followed by 14-day recovery period (SR-9435)

. Body weight changes in female rats dosed orally with EMK-0 for 28 days

follewed by 14-day recovery period {(SR-9435)

. Food consumption in male rats dosed orally with EMK-0 for 28 days

followed by 14-day recovery period (SR-9435)

4. Food consumption in female rats dosed orally with EMK-0 for 28 days
followed by 14-day recovery period (SR-9435)
Tables =----mmommmmoe e A
1. Experimental design for 28-day repeated dose oral toxicity test of

EMK-0 and 14-day recovery test in rats (SR-9435)

. General appearance in rats of 28-day repeated dose oral toxicity study

of EMK-0 (SR-9435)

. General appearance in rats of 14-day recovery test after 28-day oral

administration of EMK-0 (SR-9435)

. Body weight changes in male rats dosed orally with EMK-0 for 28 days

followed by 14-day recovery period (SR-9435)

. Body weight changes in female rats dosed orally with EMK-0 for 28 days

followed by 14-day recovery period (SR-9435)
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20.
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24.

25.

SR—-9435

. Food consumption in male rats dosed orally with EMK-0 for 28 days

followed by 14-day recovery period {SR-9435)

. Food consumption in female rats dosed orally with EMK-0 for 28 days

followed by 14-day recovery period (SR-9435)

. Urinary findings in male rats in the final week of 28-day repeated dose

oral toxicity test of EMK-0 (SR-89435)

. Urinary findings in female rats in the final week of 28-day repeated

dose oral toxicity test of EMK-0 (SR-89435)

Urinary findings in male rats in the final week of 14-day recovery test
after 28-day oral administrsation of EMK-0 (SR-9435)

Urinary findings in female rats in the final week of 14-day recovery
test after Z8-day oral administrsation of EMK-0 (SR-9435)
Hematological findings in male rats at the end of 28-day repeated dose
oral toxicity test of EMK-0 (SR-9435)

Hematological findings in female rats at the end of 28-day repeated
dose oral toxicity test of EMK-0 (SR-9435)

Hematological findings in male rats at the end of 14-day recovery test
after 28-day oral administrsation of EMK-0 (SR-9435)

Hematological findings in female rats at the end of 14-day recovery
test after 28-day oral administrsation of EMK-0 (SR-9435)

Myelogram in male rats at the end of 28-day repeated dose oral toxicity
test of EMK-0 (SR-9435)

Myelogram in female rats at the end of 28-day repeated dose oral
toxicity test of EMK-0 (SR-9435)

Myelogram in male rats at the end of 14-day recovery test after 28-day
oral administrsation of EMK-0O (SR-8435)

Myelogram in female rats at the end of 14-day recovery test after
28-day oral administrsation of EMK-0O (SR-3435)

Biochemical findings in male rats at the end of 28-day repeated dose
oral toxicity test of EMK-0 (SR-9435)

. Biochemical findings in female rats at the end of 28-day repeated

dose oral toxicity test of EMK-0 (SR-9435)

. Biochenical findings in male rats at the end of 14-day recovery test

after 28-day oral administrsation of EMK-0 (SR-9435)

. Biochemical findings in female rats at the end of 14-day recovery

test after 28-day oral administrsation of EMK-0 (SR-8435)

Absolute and relative organ weights in male rats at the end of 28-day
repeated dose oral toxicity test of EMK-0 (SR-9435)

Absolute and relative crgan weights in female rats at the end of
28-day repeated dose oral toxicity test of EMK-0 (SR-9435)
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26.

27.

28.

29.

30.

31.

SR-9435

Absolute and relative organ weights in male rats at the end of 14-day
recovery test after 28-day oral administrsation of EME-0 (SR-9435)
Absclute and relative organ weights in female rats at the end of 14-day
recovery test after 28-day oral administrsation of EMK-0 (SR-9435)
Gross findings in rats at the end of Z8-day repeated dose oral toxicity
test of EMK-0 (SR-9435) |

Gross findings in rats at the end of 14-day recovery test after 28-day
oral admministration of EMK-O (SR-9435)

Histopathological findings in rats at the end of 28-day repeated dose
oral toxicity test of EMK-0 (SR-9435)

Histopathological findings in rats at the end of 14-day recovery test
after 28-day oral admministration of EHK-0 (SR-9435)
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-

TFWAFIVE M E S5 (CAS No.96-29-7) @4 . 0% 100 mg/kg/day %Crj:CD(SD)
SMES Y Mo BEERORERSL. toSEATCHREE UOHKEL ZBORERE
EREL. DFOHRBEOR,

1. MEFHRE TR, BED 20 ng/ke LOBITRARMIBREDO L5 | 8D 20 ng/kglh
oz fuMRB O, B 20 ng/ke N EOBRTHED 100 ng/kg FiCRMERE .,
AT Uy MERUMAERZORS ., BHO 100 ng/kefiic PHRARERE . FHR
MERANE T EVERTAMBRBOEMPRD 6T,

2. MmE bEBRE T, ##o 100 ng/keBtic AV Y208, #D 100 ng/keiz
MGHBCTNTIVBEDO LR, o,- 7 B7 U VREOMET., BREYLVESRTHBRaL
AFO—VOEMPRD SRz,

3. BEEETHE. #0 20 ng/ke A LOBRCHD 100 ng/kg BitEBEEEOHNET
BgokEERLO LR, #o 100 ng/keHicfiORBEEZLO LR, o 100 ng/ke
BILLBOREERLO LREFED N,

4, T, MBOBARSED 20 ng/ke A EOBRT#O 100 ng/keFIFRD oz,

5. WHEEEBFWHRETE., FRItNEYTYVEREZMES V vy —HROEAIED
20 ng/kg A EOBRTED 100 ng/keB. WA EMPHHED 100 ng/keBE. BT
EELTIFRMELEOUNRT AF Y EYEOUEPEHD 100 ng/keBE, BBz S -
i, BAZMORERTCNEY T UV EROEMPEED 20 ng/kg D LORIED S
iz,

6. —BIREE., FEHYE, BEHERUEHERETIE M-0RS2HEELZELEIRZD 60
ok,

7. EROBMRZDOEKPUBHOREIZ X VBRD SEERL-,

8. ko ih o, #HEE® 20 ng/kg D EOBIERMERD LB RTBEI T AR
BEPRDONLI L6, ABRBRIZE TS IK-0B Sz X 5EEES (NOEL) 3. &
HedHang/kg/dayTHILE R 6hiz,
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T

Il

TFVAFIT PET L (CAS No.88-28-T) 3. BEOKREVEH A, Y Ua ko
BEARTYLZ 07Oy 7HE UTERSRBEDETHS. $H. BERLS
TEREMFEYEORERDIRERO-RE LT, TFIAFLT MRV LE Ty ME
REMBOREREL. 2OEERCRSBUIHHAREL ABOREREKREE L DT,
XTOREEZHRET 5.

2B, FERE HRCEDECRIERRCEECEDERAIFEROREOHE
FEEDERIBLARCHET IFRRERICE T 5EE] (BA0YE3 A HRRESE
MERFTFLEARER. BRHE INSELLEYRR. ERRGEEHEEALNR
ERRELEH) WO TOECDERBEBRATIESC (81) 0BMITR 21 it BRAE
i (FRLZPECAIBROLFEIL VT (BHOFET7 FBEHRRESSSRET £
ERERE. BEE CIL5ELEEERE. (I05RE NI EMEREEREERERES
WD) ICEIML 7=,

AR OIS
1. #HBRYE
BERE . FUREERT: ZFIWRAFINT PFT L (CAS No.
96-29-7. Methyl ethyl ketone oxime. PAR EMK-O0XB%9 ., LotES T .
99.0% k. BEE ) TH2. BBRBEL. kB KBEBE : 25

CTT 114 g/1) OREBHEETHY . B8R (2~8 CTHE) WRELE EHaRke
F—X L — b, Appendiz 1) . E/-. EMK-00EBHIL XV ERYEOREEWMRERS »
BRREIR TS,
2. FRey

% 3WED Crj:Ch (SUY R SPF 3w & (i : 48, FEEHE 64~72 ¢, #:
418G, (REEEE 55~63 ¢) R 104EILFI8HIC, BEAF Y —ILX - YN—HRKHEKY
BAR, BB BMOPLET 2T/, PIEHRY, —RIRESSE=1H1H,
HEHEE3E, BEREZ IEERL . BESRL, ERRRELZR LGP EER
iCHWE,
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3. FERESRE

BWoFER. BE 2823°C . BE RES5x10%. Buamk 10~15ERHETH
MRS 128 (SRS RIL OB BRI TE) RREINENUTVAFLAOHTE
g (BUEY 08BE) ILBWT., 797y ' RNEBHESHEK s — (2604 X380D X
180H,m) ZE O TIF o, =V YUk ORAERIE. TR SEIAAR. BoTR
B1me Lk, Y= VORBRESURIC1IE, 208 2B 1EDOHEE TITo7k.

FEERNOBRRUKOERESZ 1B 1EHOEETIT >, b, HELRERR
BER (Y7397 R, YINVHEERRE&H) RECITORRESE (F1vF A
HTHRAH) % LENBUCRECERLE,

fAEL I EAETEL (CRR-1. F Vv XVERTESRRNE&H) 22BRBHESGZHEVT,
Rk kEAR GLEBETHAEK) 2ETEKEELZHCT. TRATHEHIIEREE.
BERORBEESURII1IE, ToRE2EI 1EHOHEET, AEBRKEEDKEE
WL EOEETIT >/,

FE oS EUREIFHRABRERDT L 2 — (PIEBRHES
# 47090792-001%8 . % 47110478-001% . Appendix 2,3) RU'Z U 3 )VEERTHMK
A&H [DITEREEE  No.94601-009(£ 3ED 3), No.94G01-011(£3HD 3).
dppendix 4,5] TEHEL . EREAPEII DN TYH SPOHXARBEEANTHA 22 HER
Ut o BEIKOKERERIBFRNGHBAALE ¥ — RERERFEE 8 005215,
Appendix 6) RUHAHEHRAH KEREMLER 5 0620135, & 0620155,
Appendix 7,8) TEEEL ., & SIPOKEEBOHEHNTHI L 2HREL .

4., RERBORE. BOURCEERERN

SRERTEIL . EMK-00 1000, 300&TF 100 ng/kg/day #EEL-UAMRER SRS
B (SR-9435P) OB SZBERRE L, Thbdd, REHETH S 100 ng/keH
RKEOTROREOEME., EHRMREABRTERFRORANE 0/ BEOEE. B
BOBARUVEBEERORERSPED LI 6. BREURELRORETE
BRRESFHEEND100 ng/kg/day& U, BIFALS T 20804 ng/kg/day 28T L
foo & Biz. AARBFREARRET BHEAMA CHARE Ul (Table 1) .

BBt SRR CEEAIAL, 4 KT 20 ng/kelE CHIES TIC0, 100 ng/kelE T
HEUREL, 205 5EEERRRO DI BERTI00 ng/keBOMHLE T NES T
o BAOUE. PMLHHOER BIIEBOKESY I 22X 5 L REHIE/LEE S
LR R E el i
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EPOBINR. ZARCEE7 2V P RUVERBWTRES I — VAELERN 2. B
DRICASICKOBEERNEER . BRERRNZ2ERIIT o/, ¥— ik taidis
BRTUIA—TFBBRES. SREACHYBS 2ERE L TER L.

S. BRYUHEOHE, BERRRUREF#

BRUEORHEIARIIROEY T ol 1%YOBER. BRRYELEBL . &K
FRTREEIK (Lot No.48C, v 7 N EBEHAEH) WEBELUTHELE. 0. 2% RS
0.M%DBER 1 %AEB 2 HERERHFEEAK (Lot No.48C. ¥ 7 N HEHRNELH)
TRIWLUTHEEL., 25, EMK-0 DR BEOHEBIHCOBE THE I L PUHER
MR THIZIR TR (2FEHEEES ¢ 0314, Appendix 9)

BERBEE ., BRBEYESARCBONIIBEIRITHRESHZ L6, BORE
Uk, BEE., BV UFEHOTRNSICENIZTY., 1H 1 BERBEIT >z, £
. HEERROHBEI4EHBEE Uk, BEEEE, HKE 1kgX 0101 U THEH
KEHBECHKHME U BB ESWTREA LR, 28, REHEOLUHORSERIR
ZTOHDEEWESOTERL®.

B#EIOBEIPOHMBL . REFERSOTHEEE (WEHE) G#T 164.6 g (152~
176 g) . BT 138.3 g (122~159 ¢) THhol-. BEHANBI TSI S5 1EROM
&L,

6. #l&. MeRUKEHRE

(1) —BeR B &
BEHHACEESR S, €t >0T1B1HSEOEE T, B2 RUHEZ I X
DiTE. AEREEEEL,

() hERE
Eflicon T, 518 BEa0) ( RE2, 7. 14, 21 BRUBH (BERTH) .

EEL1, 2, 7. LUERUCERBI., EFRE (Fv b U DX 1407 ¥P8-1, H—n¥

74 ABREH) EEOTHELE. £z, AEHME (REBAGE-HE51HE

E] RUGESNE [ (BEHNE/HE51EHKE) X 100] 284U,
Q)EHEERE

Eflizo>nT, #E5E18 (HBEF) . BE2. 7. 14, 2ARTSBE, BEL. 2.

TRUURK., BFRE (F YR 1407 ¥P8-1 | h—Y 71 ABARE&H) %

BoTHELE, BXE2 77— P8Ittty ML, BRIZEERHEL, 1ELS-LD

lapoBHEZHEH L.
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L) REBE
BEHHOEKE (BEB~2UR) ROCHESMOEKE (HE12~13H) c2#
oWT, Iy VERE ST (KN-646 B-122, EEHEMER) wRBL THERRETT
BEETo. HIBHOERO—HEAVTO~QHEHE2®REL . IBEER%
HoT@~B®DEBEORE%RITo> .

@pH RBREE (TVFARXF A7 A Nf )L Z3E)

@=EH (Pro) BEBER (SVFARF A7 R N{xi - =4E)

@ (Gl KBRS (RVFARAFAv I A Nf 2 =23

@&byw(&w BBESR (RAVFARFA IR A2 Z5)

®vney /=5 (Uro) RS (TNVFAARFA IR N2 - 23E)

®ryunLy (Bil) RBRME (RIVFAAF A v I X Af ) - Z4E)

@R ML (Occult blood) RBREE (RVFARFA I X N T)v - =3)

®#3 (Color) PERBIER

@ (Sedinent) S

@EE ({U-Vol) BEHE

@ILE (Grav) BiEtE (PR 48y ay)

@F UL (U-Na) Kk (a—= ¥ AR0BIKFILEE)

®HUvA (UK K&k (a—= 7 180BI RIS

@y o— (U-C1) BEWEE (BB CL-HEI S FAYIr 3 —)

®HI Y s (U-Ca) OCPC#: (H 271509 & B i $5iE)

By > (U-P) 7 4 A5 Ba—ik (B371508 B BT EE)
(5) BEFHRE

B 5100 B AR T OB E It AR D0 T, WICHEEAL &, =5
BB CRBEBIR & VIR L . EDTA-2K TREL 20T, O~0. GRUG
CEHERDOWTHRER2T ok, ¥6i1, CoEERsLERE2HCT, @, DoE
BT RESABIRE DIRM L . 7 BT b UD A TE L. 3000 rpnT
0SWROHBL TSN R A TRERF 1.

DM (REC) BRIERE (2—0 X —FE)
(2= & —ho % — TEB0EY)
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QA= (Hb)

@EHFRAKAER (HCY)

GFGHRMEIRAE o8& (HCH)

G@FHRMERAEF OV BE (MCHC)

@R mERE (Ret)
® % (Plat)

Qg EesmE (CT)

@7 oy el (PT)
OEFEEAES PRy R 75 AF EE
{(APTT)

@B MmERF (UBC)

BEmERBENES#E (Hemogran of UBC)

SR—943835

RBC, MCVIE & b B

(2= X —h % — TE60%Y)
ST UAINETBE L (EHRE)
(2= ¥ —hv>X— T660%Y)

BERERE (-2 —FHE)
(2= &= 2 — T660E)

RBC, HbiE& b i

(2= —hv > x— 1660%)

Ht, Hbili & DM

(a—v 2 —hv X — 1660%)

Brecheri

BERERE (a—-n¥—FEH)
(2= X —Hh w2 — T660%)

WK 2 i & AR ENER
(Vo4 Fr—fHl<4raaria
A=)

[ = B & Ve

(AMELUNG KC-104 /% A ¥ —KK)

o UUEBER

(AMELUNG KC-104 /37 A 3 —KK)

EEEHE (2 - ¥ —FEHE)
(2—w&—h > ¥— T660%)

XA« FhFREERER

(B) B HERE
HBREIC 2 2WT, ZERBEEPSEHERRL  EFES (HA-180M [ =—
T ¥ FARKEH) RXOBER, ChERHWE [EEE (RPNI-1640 vy ¥,
AAEREERAESH) 2oy MEE2 1 1 TRAL. BB 2nlicy UHERERH (7
»rFoy b, BREEKRASH) 1#E2EM] Inldic AR, 226 S U U TR
Bl - WA RO D 3EEVEL R, X SITEHE BB TERS - Hitiz®
S D IERVEL THREIHRE T, HHIELE 2004y varqarii—F
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T2BL, 2RFHEFOEZHEEEZ Q- ¥ —h D X — T660ZE (BERIEHE.
- E-FE)ICKVRELTER Ll gFoBEEMaBeEa L,

ZEPOE MR RHER., ML EOKYDIL 1000 ron TS HM@EL L. WUE
POBEFEAZHREL ., A - FAFREEFFEL R, HEOWIERSL 100 ng/kef
DEFRII O THEHRBET T S0MEOMIE 2 RIFRR, FHHER. VKR, BEA.
E#RRRTTOBOMIBBII2EL I,

(N AL FEHRE

REPHE R CRESHK TORHIZ2BIz 20T, BBREHREOZHORME.
BEARERKE ORM L. 3000 rpn T 02HORLDEL TR ONIMBEEH TR
DREZIT O,

DGOT IFCCH: (HiZ 710 BB EE)
@GPT IFCCE: (B2 7150 A Bt E)

@7NAHUT FAT7PH—F (AIP) KNykq - g—YU—4
(H3z 7150 8 8o EE)

@B kR EEE (LDH) O7LAF—+ 3 Fa—&
(HSZ71507% & B i )
®ry—-GTP BEL-vy-VVEIN-p-=ba¥P=yUF
HEE®R (B TI0RegHITEE)
®1fhE (Glu) %Y FF— ik
(B32 71508 A B D47 HE)
@ LAFa— (T-Cho) B (B3 750 E Ba1TEE)
FUZYUEYE (I6) WEY Y 2o — LRk
(B3 TI50RHEATEE)
@B U (T-Bil) TYEUNWE XK (B7150E S 82T EE)
DEFEFE (BN VLT =¥ AV FT 2 -
(H3Z 71509 5 81 SE)
@7 L7#F=> (Crea) ¥y 7 ik (B3 7500 aERRER)
@FrUTL (Na) K (2—= o7 B0 AIILEE)
BHUTL (K) Rk (2—o 7 4B0BS RN EEH)
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@7 - (C1) BEMETHE

(B CL-BHEI 2 0S4 KAy v X —)
BALTI A (Ca) 0CPCH: (Hs7 7150 M BT EE)
®BE&U > (P) . 7 ARYT RO

(B3 7150 8 BT EE)
OrnEE (TP €Y Ly ME (B3I 71500 S B4 EE)
BF VT I (Alb) BCGH (B2 71508 A BT EE)
®A/GH (W/6) P, AIMEX DHET B,
@EBSH 0 —RA7 55— MNEERKEIR

R EBETREEENE

BEHRCEESER TOSEI &Mt OV T, KAREHBL . T— VKR
TORME., ROHEEE, £HOBERTERE AEHIIERL:, BEETDS
B, B, TEE, B, PRI . M. 0. B, BRI, B BRx
EUSEXx OB BEFRE (HA-180M . T—+ 7Y F - FAHREH) 2HOTH
Elik., 2B, *AOBETEREENTHMELE. /-, BEFEERE [ (BTEER
JEYIEE) X 1001 2#EHLUE.

(9) L BB

SREHIT 2BITONT . B, B, B, OB, M. B OB AR . FEK.
B, FRER. EROME. R, BRIV S SER. B, £. FEYLSE. SRR,
ST, BFR. 9B, 8. BR. N~ —F. BERCARE (BlEaD) .
B (EH) . BHE OHUEE) . BISABIR, WE. 8%, [R5, &Y. ¥
B0F - BE) . +oB. TE. BB, 55, S5, BB, B, B BREE,
BE (BERAED) . WUE. MR TE. BROLEHEL10%FEEERIL
YYETEREL. BELE. 28, BERRUON—-H-BRESFEY FY VRTEELE.
SPOBEEBE - MBI DTS 7 4 LAEREYL, AT RELY
Sl O REBREA [ (COLUYE) RERTY2E—LRIE] BREREL.
FEMRENRE R T 0.

yyexzFTv
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7. i

WE. AEAMERCEERNS, BHE FREOEENEE. DRFWRERT
mEEEHREOEEE . BEESRUBEHEEERI DV TH. RORA THRES
Fok. §2Hb, BartlettOREBICL IV HEREL . TOHER. So8 (p>
0.05) &RUAEEK DV TR—ARESHAFEC XD BIFL. AE2SE (p<
0.10) . Dunnett DBEH (FRBOAE X M85 BAWEHMREREBI) iTkY
HER S DK-OREBEOHBET o/, —F. FEHW (p=0.05) 2RLEHEEE
UEBREOERHER IOV TIE Kruskal-Vallis Bz KW BIFL. BBRES
(p<0.10) . Mann-Whitney® U-Biikic K VA IERE DK-ORERL OB RTTo .

nE . HEREORE OV T, ERES %A FEEHEOcagE Lk,
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—iRCR BTS2
—BRREBZE D% Table 2, 3. INDIVIDUAL DATA 1-1-1~1-2-2 wmUi=.
(L5480
BEONTRIIBERRBD shidolk,

(2) B HA
BEONTRIZERERAD shibol:,
2. KEHED

EEHB % Figurel., 2, Table 4, 5. INDIVIDUAL DATA 2-1-1~2-4-2lR/ U=,
(1) Be5-#iMH
HHEONTRICEHHBRLABL TEEEZEED 6hlhrol,
(2) BB R
HEONTRIZBHRBHELLABRL (HFBZ2ERD 6hihot,
3. B E
BHEOZEIL% Figure 3. 4. Table 6. 7. INDIVIDUAL DATA 3-1-1~3-4-2iZ:%
L.
(1) B 5-KiRd
BEOCTRIZENBBLEEL TEEZRIFD oh i do T,
(2) EE IR
HTE., YEBLABELUTERZEBO ohilol,
MET, MEB LR UT 100 ng/keRTHE 1 BREMHEOHAPRD oLl

4. RRE
RBREODH#E % Table 8~11, INDIVIDUAL DATA 4-1-1~4-4-4iZRL 7=,
(I RE M RRBERE

HTIR, YEBEURL THEZEFD kb ol

BT, HREELEBLTEL ng/keBTH MDA, BUTARTIZ O— VDD,
20 mg/kgBET 2 O — VDA, 100 ng/kgBETF MU T AL, DUTLARTI B — LD
LBBLONT,

T, D4 ng/kgBETRBY > 0BMPRD ohiz,
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(2) EE R R R

BT, SERLHBLTEESERD sl d o)k,

BT, SEEREL HEBIL T 100 ng/keBTHRE, FhUDA, Ju— L RTFALY
L DB BED Sz,

5. MAFEHRE
MK ZHBREDOHKEE Table 12~15, INDIVIDUAL DATA 5-1-1~5-4-4itmU 72,
(1) B 5 EKBRE

BT, HEERE LT 20 ng/kePh OB TRFAMBREO LH . 100 ng/ke¥ T
RMERE. A< 7 Uy MERUMIEREOHA . EHROURERE. FHRMOKANE
o yERTHMBKBOHEMBRD 6z,

BT, MIERLEUT 20 ng/keh EOBTRILERK., A< 27 Uy MERU M
BRECHLD . MUMRB O, BRORED 2R 100 ng/kef TRERMERETR.
RN 0 E L ERTHMREOE NBPBD o,

DM, H#D 100 ng/keBETT D P L BHOBESZD o),

(2) BRI T R

BT, SEERE S L T 100 ng/kef CRIDREOBA . FHRMBERE. Ty
RMIRANES O EVERTBRORLO LR FED 6,

BT, HREBE LU T 100 ng/keBTAT MY Uy ME, HARERTHLR
B, EHRMREBRECEHRORAT IO ECE20 LRIAD i,

6. BHRE
BHWREDKEE Table 16~19, INDIVIDUAL DATA 6-1-1~6-4-2I1cR Uz,
(1) B S HM% THRE

BEOCHNTRIZDHEH LB TEEZRED Rl d o,

(2) BB IR TR E

BHEOCTRIDHHERL B CEESRRIBB SR dok,

7. M LERHRE
M EHREDRE R Table 20~23, INDIVIDUAL DATA 7-1-1~7-4-4iZ5R L 72,
(DS ER® THRE

HETI . BB HEL T 100 ng/keB T AGHRO TPV IVAEOLR, o) -

JuFUYSEOET. REUAEY BaLAFo—LEFD YD AOHEMBRD
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oz,

T, BB LU T 100 ng/keETHU T 20HBMPRD SR,

Tof, D 20 ng/keHETREHORS . OTRUABRAZREZECHENITZD &
(I A

(2) BRI T Rk E
T, BB LEE LT 100 ng/keBETEBR Y v oMBPRD ORI,
BT, HRERBEL LB L T 100 ng/keBE Ty -GIP RURRBROEMPAD 61,
8. REEE
REBEERUREREERIOHES Table 24~27, INDIVIDUAL DATA 8-1-1~
8-4-4 {ZmU 7z,
(1) 5-RBRE# T W R4

W, HREBLERL T 100 ne/ke B CHBEEOHN, BBRUHOKEESR
ko LESBD SR,

BT, BB LT 20 ng/ke A LORTCHBEECHN., BEOKBEER
DEH. 100 ng/keBETWROREERILDO LR FBO SR,

ZOM., Ho 20 ng/keBHETHBEZORA . HOW ng/keFTHFRREZEDRE D
BRD T,

(2) E 48 BERO#E T e 4]

T, R HHEL T 100 ng/ke B THBEERUCEROKEERILLARE
R bh i bo k. RARTEEORN. AUTOKEERLO ERFED 60
Ize

TR ﬁ%#tm#ur1mmymﬁrmw@m§§;w@xﬁ» i ehi.

T oM. o 100 mg/kga%’czzﬁ%ﬁgmébmwab 2% (0

9. &k

(1) Be5 BRI T R EREI 4

B OB R4 ng/keBOfE 1 B, 20 ng/kgBEOBE 3. 100 ng/keEDO M2 H]IT
RORT.
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SR—9435
(2) EE EH RO T B R BB
EBERBESHBEHEOE 1 HTHRDOE.
BTREEIRED ORI,
10, FHEHBFHRE
REMSENREDRE % Table 30, 31, INDIVIDUAL DATA 10-1-1~10-4-2,
Photo.H-1~H-9 =L 7z,
(1) 5 R # T w8 6
Hig: NESTUVERERNEDS 7y N"—HROBEDIARS 20 ng/keFEDif 6 #1.
100 me/keBE O EH . BEOREAELS 100 ng/keBOB 20 R UM 1 #LICER
o,
B A2 XL T ERMELROUYRT AF U BOEOBEOLED 100 ng/kefE
D= BD ORI,
RIS : BE» GHEFEED S -Mids 20 ng/kef QMR 34, 100 ng/keBEDMETE2H .
B EMOBE PSR EEDTED 20 ng/keB O 3 FIRTHE2H]. 100 ng/ke
HOBHEEP, ~NECTYVEROBEDEMD 20 ng/keBEDHE 1 YIR T 2 41,
100 mg/keREDMEIE 2B D SRz,

ZOM., BFRUEFBECEEZD 5 IME-0RE L OEEOZ CFRRUTOED T

Bol,

BRI A 2 LT ARME LEOBEOMTHNESHBEETL ng/ke b EOE
DL PS5, R ERET B EME LR OBEOFREKLE SN EBOES
. 20 ng/keBEDW 261, BEOWFIES 100 ng/keB0BE 1 Hl, BpZERH
SWEROE L BlIcBD shi,

TR BB LEBRFL RO ng/keB0iE 1 BIzRS ohiz,

EEHETEHIUIFTRE I LT AREOMBEES 20 ng/keBoM 1 IR
e,

B BHEOBEOEREIY BROE L BITED St

BSZER : IS AU AR LT ABEOMBEEN4 ng/ke O 1 BIIZHO
efviz,

B BEEES20 ng/keHEOME 1 #THED AR,
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SR-9435

(2) EE BT T BRI

B : NEYFUCEREMED 7y A—HROBEOEAD 100 ng/keBDH 6 HI K
LB RBd ohiz,

Bl i 22 T2RMELEDUR7 AF VY EOBEDLES 100 ng/kei
DHEEFIcED ORIz,

IR BE DS > M 100 ng/keFOHE S H, 100 ng/kg BB, BERD
BEOFED 100 ng/keBOE 14, "NEVFUVEROBE» & hEEOHN
100 mg/keRD Pz BD R,

ZOM, BRUEGEP S BMK-0R 5L DBEORVHARATOBYTH -,
B £6 2 22T 3RME LROBEOH FHEILER CHFBEIE B
100 ng/keBEDRE 1 B, BEOHTIEEN 100 ng/keBFEoME 1 B, BHMER SRR
D 1 BRIFED SRz,
TEE  EEWEE OBBPL00 ng/kefEOME 1 Pliz RO o R,
B AR R BRMREOBEORBRERK TS PNy ABOBE ORBHHHt
DHBEHOE 1 WiBDSRE,
HiE (MBRBEREAG)  RTEHBEREIRAO oh-HBRHOELFic>WT, B
BT EBRRD ohlbok,
Ef : HETHEBUSFHREE LT I3BEOHRBREMINBHOME L FIED S
i,
BISEHR c HERSU BV /A REZLITIBEOMBEESYEHOE 1HIHEDS
i,

96/07/15 F
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SR-0435

== ==

EMK-0 @ 4. 20%TF 100 mg/kg/day % CriiCDSD)RMMES v Mo 8EMEORER
L. TOFERUCRSBUHMARREL-RoREREEZ®RH L.

RORKIRETHEL LT, BRPHRE TRERIRED LR IMED 20 ne/ke
DEo#ic, RAFRE. A<M Vy MERUMAEREORLPHED 20 ng/kg A LOFER
T 100 ng/kgBic . PHRMRERE CEHRMIRNE Y 0 ROE NS D
100 mg/kgBEir . MBILBHBRETRRCY VY oSMPBHO 100 ng/kg BZ. HU D
ADTEMHBHEED 100 ng/kgBErB ooz, £, FBHREOEMLL LT, FRTIIHEE
ﬁ%ﬁ%ﬁﬁ?«%9¥uyﬁﬁ%¢59vﬂ~mm®mﬁﬁﬁwZomﬁgmhwﬁ&
THED 100 ng/keBiic . WSMEMABED 100 ng/keB B Sz . B TRFEMN
BWRETEMN 2L T2EMELROU R AF U BRUE OB D 100 ng/keHE
RN, BETREROHNATRERESLD LES#HO 20 ng/kg L EOBERT
HD 100 ng/keBic . BADHD 20 ng/kglh OB BT 100 ng/kg Bir@doh.
REMBEHRETS i, BABHMOTERTAT YT Y ER OB EHED 20
ng/kgh LOFIED oI,

CHSOBEROCTRIBABEMORELTIET 5HDOTHY | IMK-0 BETXDE
BrEZrzohl, UL, TORELLT. REOKBERRISBOD o Tl
5, EMK-0 5 X2 B MEBEICAED . BEEZTEROAROREFELL THRWE
PFETHE BV IAZFR TUEIRTWEI LD LB,

CRIZEHEL T, fMREORNPED 20 ng/keh LR, B MRS O MBEgHED
100 mg/keBEICfRS o, BAEEMHIE U LSS, A MERE R Tl S8 ins
SIPHonTEY 2 BMK-0BRER K VEU BN E>TERHILEL B0 L E

Z6hi-, TOM, BEHEKTHI, #0 100 ng/kgBT7n barErBEOEREDS
RO ohid, BRF—X (lppendiz 10) 0HEROLTEH TH Y, EK-REL0EER
BOEEXORT,

mMELFHRETE V/CGERTTNTIVHAEOLR . o,- 707 U HEDET., A
AL AFR—)VOEMBHD 100 ng/keBEWBD SR &h 6, BHE-0 B 5T kY
BILMoPOREERELTOEDDEEZ R, TOM, BER T, o 20
ng/kefE THRELDOHL . COTRUABBAKRBROENPRD Shizb. BEREELR

96/07/15 F
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SR-5435

<. BMK-0%E 2 OBEEE R VL EX bR, BELEL T, #o 100
ng/kefE THRB U OEMPRD ch P, RERTHROMNBROPEHELEHETZ DL
BELERLTOBI S, ZHEWREHTHY . ME-0RELOEEERVEEZ X 60
Too Elz. O 100 ng/keHET v -GTP RURFREROHNGRD oh - i, Ba#k T
BTN BEOEML LB T ILHOIRZE RN D6, £BHLRTEHTHY .
EMK-OB 5 & DBIER RV EE X SR T,

HEEETR. MORKEEELO LRFHD 100 ng/ke® . LBOBREEELOLEN
HED 100 ng/keBERBO SRz, THODEMR Sy VOUBHMRERSEOZSERR®
WKBWTHRDOoNTH Y, BMK-0 5z X 2B MEE M 845 KBRBRE T ARE
BITHELEABRE, TOM. BERTRIC. H#O 20 ne/keB THREE DS,
D20 ng/kg THERRBEZOBAPRED OIS, BERER I 2L, K- (BRE2 D
BEEROEEX bRz, £, EBEPRETRIC, #0 100 ng/ke B TERREZDOH
MBS 6hD, BERF— X (Appendix 11) AOEHTHY . EMK-0R 5 L OB 2
WEEX o,

BBRETE. 70—V OBLPEDAng/ke DEOBE, F RYILARTAY D LADESD
DDA B 100 ng/keBIC B 6N, FEKEHIE S H TR R, IHEEER
BROWEEBFWRESCEEL AEBLRTCEEPAD R TRV P 6, 20
HEHERELVEDEEX o, TOM. BEHMEEAIIEDL ng/keBE TEBY
OEMBPED oRFH, HEREFHE R, MK-0RGLOEEILWEER O, ¥
. BESERRED., B0 100 ng/kgBETRE, F MDA, Jo—VETHLIT L
OHBABRD SRFH, BEHREKEII ST AHBRONEHEYL ST 3 2 ohirE
i<, BE-0BE5 L OBk RO EEZL bR,

HBRTR. BIBOBAP L ng/keBOE 1 fHItBO 615, CoRTIRLHRERRT
BB OREESZORELZ(LOCRELIESOORTH 67, BHK-0 B 5L oBEIEHE 55
TixRpoi.

—BREE. AEHE  BEENCEHRETE MMK-ORSBEL L3R D ohE
ok, 2k, BEEEORSS, HERL B U Tl 100 ng/keBTEHE 1 HEZRD S
i, BEHHERCEE 2 SUEOHBIELEEDORATH 6T, IMK-0RE 208
B rEr o,

ERoZE., LHHOKRELXVELASHDZVEIEBERFED N, BETZH0LER
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SR-9435
SRz, RENGPHRE DY SBROEL 2 XL TERMELRD U KT A5 BY
BOREII DO THERPBROBE I BRERD SREpo 8, RBELEVET AFY
R RSB S BB THB L BR SRBC L5, UHMOKETRESE
WL RCHOD, BEMHOER XY EET5L0LEX bR, 2. EEMERT
B ALREERORMACANEEED LR HSHED 100 ng/keBic B SR, WE
MBZEHBREBIIBVWTERRZOOATWRNC S, BESEL B TAIELTR YR
<. BMK-0 BEI XU HBOEEARIIS TS REGHELTHBLEX ORI,
BEDZeh 6, BHD 20 ng/ke U EOBIIBRORED L RUBBI T30S
FHRD ORI S, BERIB TS BE-0RE - X5 EPEE (NOEL) &, M
H4ng/kg/day TH D EE X oI,

235 ST B

1) 8 HZo: Al (&, NESH) , BOEKBRIEHL T OMES,
Medical Technology, EBZEMH RMkR&H, Vol.18, No.7, pp 596,
1991 - BEBE BT

2) %% R BERELHEE, REROKLD X HEKRKRE, Hedical TechnologyBif,
B3 b pRpk &Lk, pp 303, 1993.

3) TFNRAFANT PR VADS Y MIB PR UEHEERSBEOSHERBRELE

(SR-8435P) , BAEEEE LR, 1095
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Figures
Figure 1. Body weight changes in male rats dosed orally with EMK-O for 28 days followed by 14-day recovery period (SR-9435)
Figure 2, Body weight changes in female rats dosed orally with EMK-0 for 28 days followed by 14-day recovery period (SR-9435)
Figure 3. Food consumption in male rats dosed orally vith EMK-O for 28 days followed by 14-day recovery period (SR-9435)

Figure 4. Food consumption in female rats dosed orally with EMK-0 for 28 days followed by 14-day recovery period (SR-9435)

Tables
Table 1. Experimental design for 28-day repeated dose oral toxicity test of EMK-0 and 1é-day recovery test in rats (SR-9435)
Table 2. General appearance in rats of 28-day repeated dose oral toxicity study of EMK-O (SR-9435)
Table 3. General appearance in rats of 14-day recovery test after 28-day oral administration of EMK-0 (SR-9435)
Table 4. Body weight changes in male rats dosed orally with EMK-O for 28 days followed by 1é-day recovery period (SR-9435)
Table 5. Body weight changes in female rats dosed orally with EMK-O for 28 days followed by 14-day recovery period (SR-9435)
Table 6. Food consumption in male rats dosed orally with EMK-O for 28 days followed by 14-day recovery period (SR-9435)
Table 7. Food consumption in female rats dosed orally with EMK-0 for 28 days followed by 14-day recovery period (SR-9435)
Table 8. Urinary findings in male rats in the final week of 28-day repeated dose oral toxicity test of EMK-0 (SR-9435)
Table 9. Urinary findings in female rats in the final week of 28-day repeated dose oral toxicity test of EMK-O (SR-9435)
Table-10. Urinary findings in male rats in the final veek of 14-day recovery test after 28-day oral administration of EMK-0 (SR-9435)
Table 11. Urinary findings in female rats in the final week of 14-day recovery test after 28-day oral administration of EMK-0 (SR-9435)
Table 12. Hematological findings in male rats at the end of 28-day repeated dose oral toxicity test of EMK-0 (SR-9435)

Table 13, Hematological findings in female rats at the end of 28-day repeated dose oral toxicity test of EMK-0 (SR-9435)
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Table 19.
Table 20.
Table 21,
Table 22.
Table 23.
Table 24.
Table 25.
Table 26.
Table 27.
Table 26.
Table 29.
Table 30.

Table 31,

Hematological findings in male rats at the end of 14-day recovery test after 28-day oral administration of EMK-O (SR-9435)
Hematological findings in female rats at the end of 14-day recovery test after 28-day oral administration of EMK-O (SR-9435)

Myelogram in male rats at the end of 28-day repeated dose oral toxicity test of EMK-O (SR-9435)

Myelogram in female rats at the end of 28-day repeated dose oral toxicity test of EMK-O (SR-9435)

Myelogram in male rats at the end of 14-day recovery test after 28-day oral administration of EMK-O (SR-9435)

Myelogram in female rats at the end of 14-day recovery test after 28-day oral administration of EMK-O (SR-9435)

Biochemical findings in male rats at the end of 28-day repeated dose oral toxicity test of EMK-0 (SR-9435)

Biochemical findings in female rats at the end of 28-day repeated dose oral toxicity test of EMK-0 (SR-9435)

Biochemical findings in male rats at the end of 14~day recovery test after 28-day oral administration of EMK-0 (SR-9435)

Biochemical findings in female rats at the end of 14-day recovery test after 28-day oral administrat}on of EMK-0 (SR-9435)

Absolute and relative organ weights in male rats at the end of 28-day repeated dose oral toxicity test of EMK-0 (SR-9435)

Absolute and relative organ weights in female rats at the end of 28-day repeated dose oral toxicity test of EMK-O (SR-9435)

Absolute and relative organ weights in male rats at the end of 14-day recovery test after 28-day oral administration of EMK-0 (SR-9435)
Absolute and relative organ veights in female rats at the end of 14-day recovery test after 28-day oral administration of EMK-0 (SR-9435)
Gross findings in rats at the end of 28-day repeated dose oral toxicity test of EMK-O (SR-9435)

Gross findings in rats at the end of 14-day recovery test after 28-day oral administration of EMK-O (5R-9435)

Histopathological findings in rats at the end of 28-day repeated dose oral toxicity test of EMK-O (SR-9435)

Histopathological findings in rats at the end of l4-day recovery test after 28-day oral administration of EMK-0 (SR-9435)
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Tahle 1. Experimental design for 28-day repeated dose oral toxicity test of EMK-0 and 14-day recovery test in rats (SR-9435)

b c
Concentration Total Administration Recovery
Group of EMK-0 Volume = mmmmmmmmemmmemmeemm cemmmmemceeemees e
(w/v %) {mt/kg) Male Female Male Female Male Female
d
Control 0 10 14 14 7 7 7 7
g v
EMK-0 4 mg/kg 0.04 10 7 7 7 7 0 0
EMK-0 20 ma/ky 0.2 10 7 7 7 7 0 0
EMK-0 100 mg/kg 1 10 14 14 7 7 7 7

a: Crj:CD(SD) rats were dosed orally for 28 days from the age of 5 weeks.
b: Killed at the end of the 28-day administration period.

¢ Killed at the end of the 14-day recovery period.
d
e

: Control was purified water.
: EMK-0 (Methyl ethyl ketone oxime) was suspended in control solution.



Table 2. General appearance in rats of 28-day repeated dose oral toxicity study of EMK-0 (SR-9435)

Male Female
""""""""""""" o0 (e B (arke)
Item Control ‘*“; _________ éﬁnn————_-_;66—_ Control *—-; --------- 26 o 100
oo of animals ecmived w7 7 % % 11 1
General appearance
Normal 143 7 7 14 14 7 7 14

a: Values are no. of animals with findings.
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Table 4. Body weight changes in male rats dosed orally with EMK-0 for 28 days followed by l4-day recovery
period (5R-9435)

No. of Day of administration Body weight gain
Group animals 1 2 7 14 21 28 Day 1-28 % a
b
Contral 14 164.4 174.6 216.9 279.7 337.7 379.3  214.929  130.706
6.1 7.1 10.9 17.3 21.3 25,2 21.467  11.377
EMK-0 4 ma/kg 7 165.9 174.9 216.6 279.9 3347 374.0  208.143  125.513
6.3 6.7 10.5 15.6 18.9 18.8  15.148 8.207
EMK~0 20 ma/kg 7 163.3 171.7 213.0 272.0 3234 363.9  200.571 122.823%
6.4 6.2 1.2 10,7 14.6 2006 16,410 8.701
EMK-0 100 mg/ky 14 164.6 173.4 213.9 275.9 331.8 3743 209.643  127.484
5.7 7.3 8.3 10.4 12.4 16,6 15,475 10.59%
No. of Day of recovery Body weight gain
Group animals 1 2 7 14 Day 1-14 %
Control 7 3 378.6 407.4 439.9  66.714 17,839

73.1
22.6 22.6 26.0 30,7 10.766 2.517

EMK-0 100 mg/ky 7 3741 381.3 408.7 (40,6  ©66.286  17.700
17.4 21.7 21.6 22.6 6.626 1.327

a: (Body weight gain / body weight on day 1) x 100,
b: Values are means and S.D. thereunders and expressed in gram.



Table 5. Body weight changes in female rats dosed orally with EMK-O for 28 days followed by 14-day recovery
period (SR-9435)

No. of Day of administration Body weight gain
Group animals 1 2 7 14 21 28 Day 1-28 %a
h
Control 14 141.0 1441 161.1 181.6 201.2 221.6  80.571  57.052
7.8 8.2 10.7 13.6 12.1 17.1 11.2%7 6.733
EMK-0 4 ma/ky 7 138.1 143.1 161.0 184.9 207.7 225.7  87.571 63,217
6.9 7.6 1.3 15.7 17.8 19.9 14,409 8.518
EMK-0 20 mg/kg 7 136.6 140.3 158.0 180.3 200.3 218.9  82.286 60,047
8.3 8.7 12.4 15.6 16,7 2.1 15.713 9,283
EMK-0 100 mg/kg 14 - 1316 143.1 159.8 183.1 204.0 222.7  85.143  61.784
7.6 7.5 11.2 12.4 16.4 20.6  15.864  10.524
No, of Day of recovery ‘ Body weight gain
Group animals i 2 7 14 Day 1-14 %
Control 7 222.7 2227 236.1 252.9  30.143 13,704

EMK-0 100 ma/kg 7 222.6 224.0 237.0 269.6  27.000 12.156

a: (Body weight gain / body weight on day 1) x 100,
b: Values are means and S.D. thereunders and expressed in gram.



Table 6. Food consumption in male rats dosed orally with EMK-Q for 28 days followed
by 14~day recavery period {SR-9435)

No. of Day of administration
Group animals 1 2 7 14 21 28
3
Control 14 21.4 22.8 25.0 26.6 28.9 29.6
1.0 1.2 2.2 3.5 3.3 3.2
EMK-0 & mg/ky 7 22.1 2.3 25.7 26.3 28.1 28.9
1.3 1.8 1.4 2.4 1.2 3.1
EMK-0 20 ma/kg 7 21.4 22.0 25.0 244 26.3 28.0
1.4 1.8 1.4 2.8 2.4 2.8
EMK-0 100 mg/kg 14 21.9 21.1 23.8 4.6 .7 9.7
2.4 2.3 2.5 1.9 2.3 2.5
No. of Day of recovery
Group animals 1 2 7 14
Control 7 21.9 26.4 30.9 0.4
2.8 1.4 3.5 £.2
EMK-0 100 my/kg 7 291 28.9 29.9 2.0
2.1 4.2 4,2 3.9

a: Yalues are means and S.D. thereunder, and expressed in gram/day.



Table 7. Food consumption in female rats dosed orally with EMK-D for 28 days followed
by 14~day recovery period (5R-9435)

No. of Day of administration
Group animats 1 2 7 14 21 28
a
Controt 14 171 16.6 16.1 16.6 17.9 18.5
1.7 2.0 2.1 2.2 2.2 3.4
EMK-0 4 mg/kg 7 16.3 17.6 " 15.0 17.9 18.1 20.0
1.8 1.6 2.2 2.8 3.1 2.2
EMK-0 20 mg/ky 7 15.7 16.4 15.3 16.4 16.1 18.7
1.1 2.3 2.5 2.3 2.3 2.9
© EMK-0 100 mg/ky 14 16.2 16.9 15.5 16,5 16.2 17.9
1.5 1.7 2.4 2.0 2.6 2.4
No, of Day of recovery
Group _ animals 1 2 7 14
Control 7 19.1 19.9 18.3 19.7
2.2 2.4 31 2.3
EMK-0 100 mg/ky 7 15.7% 19.9 19.3 19.7
kX3 3.0 3.0 3.2

a: Values are means and 5.D. thereunder, and expressed in gram/day.
#: Differs from controls p<0,05.



Table 8. Urinary findings in male rats in the final week of 28-day repeated dose oral toxicity test of EMK-0 (SR-9435)

pH Pro Glu Ket Uro Bil  Occult blood Color
No. of  mmmmmmmmmmmmmeesmemcceee emesmeccesemeoee smmes mssss smsmemmemen s Seseeseeees oooes
Group animals 7.0 7.5 8.0 85 - + + - - 0.1 EU/dL - - A
a .
Control 14 0 1 7 6 1 12 1 4 14 14 14 14 14
EMK-0 4 mg/ky 7 0 0 3 4 1 6 0 7 7 7 7 7 7
EMK-0 20 mg/kg 7 0 0 3 4 1 6 0 7 7 7 7 7 7
EMK-0 100 my/kg 14 1 0 6 7 0 12 2 14 14 14 14 14 14
Urinary sediments
Epithelial cell
Smatl Specific gravity
RBC WBC Squamous Round round Others  —mmrmmmmmee s
No. of  -~—-- T 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 0 14 14 14 1 3 4 5 1
EMK-0 4 mg/kg 7 7 7 7 0 7 7 1 0 3 2 ] 1
EMK-0 20 mg/kg 7 7 7 7 0 7 7 7 0 2 1 4 0
EMK-0 100 mg/kg 14 14 14 13 i 14 14 14 0 2 5 6 1

{cont inued)




Table 8. ({continued)

No. of U-Yol U-Na U-K U-Cl U-Ca U-p

Group animals ml/2thr  mEa/2Thr  mEa/21hr  mEg/Zthr g/ 21hr mg/21hr
b

Control 14 17.64 1.0902 2.9106 1.5127 1.1908 23.5488

6.81 0.4571 0.7508 0.4938 0.5845 5.6398

EMK-0 4 mg/kg 7 19.43 1.1144 3.0327 1.5333 1.0874 24,4837

6.15 0.4192 0.4486 0.5403 0.5116 7.2707

EMK-0 20 mg/kg 7 16.00 0.9623 2.6891 1.3276 1.1197 21,3087
7.43 0.5527 0.6050 0.8627 0.7493 7.1900

EMK-0 100 mg/kg 14 17.25 1.0824 2.9914 1.6916 1.6801 20.4582
4.87 0.5134 0.7376 0.7211 0.9080 5.7418

Color: A = Pale yellow or yellov.
a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.



Table 9. Urinary findings in female rats in the final week of 28-day repeated dose oral toxicify test of EMK-0 (3R-9435)

Control
EMK-0 4 mg/kq
EMK-0 20 mg/kg

EMK-0 100 mg/kg

Control
EMK-0 4 mg/kg

EMK-0 20 mg/kg

pH Pro Glu Ket Uro Bil  Occult blood Color
T 1 e I e L T e T
animals 6.0 6.5 7.0 7.5 8.0 8.5 - t + - - 0.1 EU/dL - -
a
14 0 1 3 2 3 5 5 7 2 14 14 14 14 14
7 0 0 3 1 1 2 b 3 0 7 7 7 7 7
7 0 0 1 i 0 5 5 2 0 7 7 7 7 7
14 2 3 i 3 3 2 7 5 2 14 14 14 14 14
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WBC Squamous Round round Others  =mr=rmmmmmmmme e c e e
No. of = -—==== === eememmemen s e e 1.021-  1.031-  1.041-  1.050¢
animals - - - + - - - 1.030  1.040  1.050
14 14 14 14 0 14 14 14 0 4 6 4
7 7 7 6 1 7 7 7 2 2 1 2
7 7 7 7 0 7 7 7 1 2 4 0
14 14 - 14 13 1 14 14 14 2 4 5 3

EMK-0 100 mg/kg

(cont inued)



Table 9. (continued)

No. of U-Vol U-Na UK U-cl Y-Ca U-p

roup animals ml/2thr  mEg/2thr  mEq/2%hr  mEq/21hr my/21hr mg/21hr
)
Controt 14 11.00 1.1605 2.4398 1.6595 1.7460 7.5689

b.54 0.2037 0.4593 0.2545 0.8936 3.5868

EMK-0 4 mg/kg 7 11.57 0.714 1% 1.6921% 0.9260% 1.0774 14.5149%
6.58 0.4467 0.8121 0.6693 0.9958 77782

EMK-0 20 mg/ky 7 10.57 0.8541 1.8393 1.1450% 1.5137 10,7321
4,72 0.4014 0.6785 0.5763 0.9588 5.0789

EMK-0 100 mg/ky 14 9.75 0.6143%%  1.7552# 0.9668%¢ 1,175 12.0284
3.75 0.2512 0.5462 0.3845 0.7328 4.5132

Color: A = Pale yellow or yellow.

a: Values are no. of animals with findings.
b: Values are means and S5.D. thereunder.

¥: Differs from control, p<0.05.

x%: Differs from control, p<0.01.




Table 10, Urinary findings in male rats in the final week of 14-day recavery test after 28-day oral administration of EMK-O (SR-9435)

pH Pro 6lu Ket Uro Bil  Occult blood Color
No. of I e ettt
Group - animals 7.5 8.0 8.5 + +4 - - 0.1 EU/dL - - A
a
Control 7 1 2 & 6 1 7 7 7 7 7 7
EMK-0 100 ma/kg 7 g ? 5 4 3 7 7 ’7 7 7 7
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WBC Squamous Round round  Others  ---=--=m-m---- S
No. of  -=-==  ~m=== ememmesmee s ceeeeme meecece e 1.021-  1,031-  1.041-  1.05(K
Group animals - .- - + - - - 1,030  1.040  1.050
Control 7 7 7 7 0 7 7 7 1 0 4 2
EMK-0 100 mg/ky 7 7 7 6 1 7 7 7 0 3 3 [

(cont inued)



Table 10, (continued)

No. of U-vol U-Na U-K U-cl U-Ca U-p

Group animals ml/21hr  mwEq/21hr  mwEo/2Thr  mEg/21hr mg/21hr mg/21hr
b

Control 7 14.93 1.4413 3.3966 1.9736 1.5757 16.4317

5.75 0.3997 0.3846 0.5966 0.6493 10,2469

EMK-0 100 ma/ke 7 1464 1.1554 3.2431 1.8776 2.1609 15.5423
2,48 0.5248 0.9016 0.8570 1.7269 5.6043

Color: A= Pale yellow or yellow,
a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.




Table 11. Urinary findings in female rats in the final week of 14-day recovery test after 28-day oral administration of EMK-0 (SR-9435)

pH Pro Glu Ket Uro Bit  Occult blood Color
No. of mrmememmsmsemcsseme s essseeec;mesocese mmmen mmemm o memoseeen s sessssessmes emes
Group animals 6.5 8.0 8.5 ~ + + - - 0.1 EU/dl - - A
a
Control 7 1 1 5 1 3 3 7 7 7 7 7 7
EMK-0 100 mg/kg 7 0 2 5 0 5 ? 7 7 7 7 7 7
Urinary sediments
Epithelial cell
Smatl Specific gravity
RBC WBC Squamous Round round Others  —=r=rmmmommsmem s s s e
No. of = =====  mmmem meememeeen ecmecee emmmee oo 1.021- 1,031~ 1.041-  1.050
Group animals . - - - - - - 1.030  1.040  1.050
Control 7 7 1 7 7 7 7 0 3 3 i
EMK-0 100 mg/kg 7 7 7 7 7 7 7 1 1 3 2

(cont inved)




Table 11, (continued)

No. of U-Yol U-Na U-K U-cl U-Ca U-P

Group animals nl/21he mEa/2thr  mEq/2Thr  mEq/2thr mg/21hr ma/21hr
b

Controt 7 15.57 1.5493 2.9813 2.1709 4.5219 +,6871

2.86 0.3443 0.4897 0.4087 1.5498 5.0082

EMK-0 100 mg/ky 7 11.07% 1.0790% 2.2646 1.4866% 1.9271%% 6,884k
2.98 0.4210 0.7403 0.5870 0.5878 6.9740
Color; A = Pale yellow or yellow.
a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.
%: Differs from control, p<0.05.
#%; Differs from controls p<0.01.



Table 12. Hematological findings in male rats at the end of 28~day repeated dose oral toxicity test of
EMK-0 (SR-9435)

No. of RBC Ht. Hb. MCV MCH MCHC WBC Plat

Group animals  10%/pl % g/dl fl Py £ 10%p0 103/l
a

Control l 17235 & 15.67 6216 20.24  32.61 15,79 1090.3

0.200 1.59 0.46 .55 0.54 0.33 3.92 82.3

EMK-0 4 mg/kg 7 7.820 47.67 15.43  60.99 19.70 32.30 16.49  1128.7

0.215 1.16 0.62 1.12 0.72 0.73 3.75 152.3

EMK-0 20 ma/kg 7 7.679 46.81 15.16 60.99 19.70 32.31 18.20  1182.6
0.353 1.75 0.70 1.47 0.57 0.47 .76 93.0

EMK-0 100 mg/ke 7 6.031%x  43.66%x  14.46xx  T2.66%%  23,99%% 33,07 29.04%% 12364
0.502 1.79 0.66 417 1.33 0.67 9.96 141.9

Hemoaram of WBC

Neutro.

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

Group animals %o sec sec s8¢ % % % % % % %
Control 7 23.4 219.1 13.43 27.01 0.0 10.1 0.7 0.0 0.0 89.1 0.0
2.2 40.7 0.55 1.80 0.0 3.0 0.8 0.0 0.0 3.4 0.0

EMK-0 4 mg/kg 7 25.6 216.7 13.83 27.47 0.1 11.3 0.6 0.0 0.0 88.0 0.0
2.4 68.8 1.05 2.71 0.4 .1 0.8 0.0 0.0 3.5 0.0

EMK-0 20 mg/kg 7 32,05 205.9 13.97 29.26 0.3 9.7 0.4 0.0 0.0 89.6 0.0
6.2 56.3 1.98 2.26 0.5 2.8 0.5 0.0 0.0 3.1 0.0

EMK-0 100 ma/kg 7 123.4%x  191.6 12.87«  25.27 0.3 12.1 0.9 0.0 0.0 86.7 0.0
22.5 £5.6 0.95 3.12 0.5 4,5 0.7 0.0 0.0 4.5 0.0

a: Values are means and S.D. thereunder.
%: Differs from controls p<0.05.
#x: 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
EMK-0 (SR-9435)

No. of RBC Ht. Hb. MCY MCH MCHC WBC Plat

Group animals  10°/pl % g/dl fl Py % 10%p0 103/l
a

Control 7 1.677 46.30 15.44 60.34 20.09 33.33 .10 10761

0.231 0.93 0.46 0.69 0.72 1.03 3.66 46.7

EMK-0 4 mg/kg 7 7.801 47.04 15.76 60.27 20.16 33.44 .74 1086.4
0.348 2.49 0.9 1.20 0.78 1.07 4.36 9.8

EMK-0 20 mg/kg 7 6.881%%  42,37%%  13.97%x  61.60 20.26 32.93 16,03 1194.3#
0.188 1.32 0.25 2.17 0.65 0.88 6.24 64.2

EMK-0 100 mg/kg 7 5.756%%  39,63%%  13.34%x  68.96%x  23.17%x 33,61 19,30%  1216.0%%
0.269 1.10 0.53 3.06 1.45 0.99 5.66 74.0

Neutro,
No. of Ret. 4] PT APTT Stab. Seg. Eos. Bas. Mono. Lymp. Others
Group animals %o S€C, S6c. sec, % % % % % % %
Control 7 18.9 189.9 13.24 21.76 0.3 7.7 0.7 0.0 0.0 91.3 0.0
1.5 48.9 0.50 0.96 0.5 2.6 0.8 0.0 0.0 3.4 0.0
EMK-0 4 my/kg 7 19.9 190.6 13.07 20,44 0.1 8.1 0.9 0.0 0.0 90.9 0.0
, 1.2 69.1 0.43 1.46 0.4 3.2 0.7 0.0 0.0 3.3 0.0

{(6)h

EMK-0 20 mg/kg 7 56.9%¢  241.5 13.16 20.66 0.0 10.3 1.0 0.0 0.0 88.7 0.0
13.9 52.1 0.58 1.74 0.0 5.7 1.3 0.0 0.0 5.8 0.0
EMK-0 100 mg/kg 7 128.6%%  232.9 13.46 21.21 0.0 10,7 0.9 0.0 0.0 88.4 0.0
21.6 70.4 0.50 1.43 0.0 4.2 .7 0.0 0.0 4.4 0.0

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

b: Values in parentheses are no. of animals examined.
%: Differs from control, p<0.0%,

##: Differs from controts p<0.01.



Table 14, Hematological findings in male rats at the end of 14-day recovery test after 28-day oral
administration of EMK-0 (SR-9435)

No. of RBC Ht. Hb. Mev MCH MCHC WBC Plat
Group animals 10°/uL Y g/dl fl g % 105/l 103/t
a
Control 7 8.106 47.60 15.41 58.79 18.97 32.3% 15.11  1098.7
0.33 0.77 0.38 1.82 0.65 0.66 2.87 96.1
EMK-0 100 mg/kg { 7.59%%  49.30 15.84 64, BT+x  20.80%% 32,13 1714 M
0.319 2.83 0.83 1.37 0.55 1.10 3.32 1
Hemogram_of WBC
Neutro
No. of Ret . cT PT APTT Stab. Seg. Fos. Bas. Mono, Lymp. Others
Group animals %o 56C. 36C. SEC., % % % % % % %
Control 7 26.9 286.6 13,77 25.80 0.3 13.7 1.3 0.0 0.0 84,7 0.0
3.9 67.0 1.61 317 0.5 6.6 1.4 0.0 0.0 6.7 0.0
EMK-0 100 mg/kg 7 334w 2697 13.36 26.04 6.0 1.7 0.7 0.0 0.0 87.6 0.0
3.6 70.6 0.55 0.95 0.0 3.5 1.0 0.0 0.0 3.8 0.0

a: Values are means and 5.0, thereunder.
®: Differs from controls p<0.05.
*#: Differs from controls p<0.01.



Table 15. Hematological findings in female rats at the end of l4~day recovery test after 28-day oral
administration of EMK-0 (SR-9435)

No. of RBC Ht. Hb, MoV MCH MCHC WBC Plat

Group animals 108/t % g/dl fl ng % 10%ul 10%/ul
a

Control 7 7.661 45.00 15.00 58.71 19.51 33.29 10,23 1029.7

0.213 1.50 0.53 1.70 0.70 1.1 2.27 84.9

EMK-0 100 mg/kg 7 7.533  AB.73xx  16.04#x G4 Thwx  21.20%x 32,90 13.80%+ 1014.6
0.436 2.18 0.38 2.23 0.85 0.88 1.99 0.7

Neutro.
No. of Ret. o PT APTT Stah. Seg. fos. Bas. ¥ono. Lymp.  QOthers
Group animals % sec. 36C. 360, % % % % % % %
Control 7 23.3 297.1 12.44 20,37 0.6 1.6 1.1 0.0 0.0 86.7 0.0
1.4 58.6 0.46 1.61 0.5 3.9 0.4 0.0 0.0 3.9 0.0
EMK-0 100 my/kg 7 22.6 285.6 12.89 20.73 0.3 9.6 1.3 0.0 0.0 86.9 0.0
2.6 28.4 0.41 1.26 0.5 2.8 1.0 0.0 0.0 3.2 0.0

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



Table 16. Myelogram in male rats at the end of 28-day repeated dose oral toxicity test of FMK-0 (SR-9435)

Nug Leated Erythroblast % Myeloid cell % Lympho- Mono-  Mega- Others
cell  Erythro- Mitosis  Total Immature Mature Total M/E cyte cyte  karyocyte
Group 10°%/mg blast Myelocyte Mitosis Neutro. Eos. Bas. . % % %
(6)ba
Control 7 248 47.99 0.00 47.99 26,10 0.04 18.59 0.90 0.00 3,61 0.9% B 0.00 0.26 0.27
0.15 6.83 0.00 6.63 3.02 0.1 K 0.56 (.00 4 0.27 0.00 {1.05 0.08
IMK-0 4 my/ky 7 2.51 - - - - - - - - - - -
0.25
EM-0 20 mg/kg 7 2.03 - - - - - - - - - - - - -
0.1%
-0 100 my/kg 7 2.56 49.87 0.00 49,87 21.44 0.07 19.04 0.00 §1.27 0.87 8.2 0.00 0.2 0.37
0.10 7.5 0.00 7.31 5,26 §.13 4,07 0.22 0.00 7.48 0.26 0.00 0.05 .16

a: Values are means and 5.0, thereunder.
b: Values in parentheses are no. of animals examined.
-; Not examined.




Table 17. Myelogram in female rats at the end of 28-day repeated dose oral toxicity test of EMK-0 (5R-9435)

Nucleated Erythroblast % Myeloid cell % Lympho- Mono-  Mega- Others
cell  Erythro- Mitosis  Total Immature Mature Total M/E cyte cyte  karyocyte
Group 10%/my blast Mrelocyte Mitosis HNeutro. Fos. Bas. % % % %
3 ,
Controt 7 2.47 45,587 0.00 45,67 23,04 (.00 18.63 1.24 .00 2.9 0.97 10.86 0.00 0.24 0.33
0.31 4.70 0.00 4.70 2.75 (.00 1.68 0.58 0.00 b.52 0.21 2.2 0.00 0.05 017
EMK-0 4 ma/ky 7 2.31 - - - - - - - - - - - - -
0.33
EMK-0 20 mg/kg 7 2.4k - - - - - - - - - - - - - -
0.24
EMK-0 100 mg/ky 7 2.46 42,83 0.00 42,83 22,84 0.1 20,39 1,40 0.00 44,76 1.16 11.94 (.00 0.21 0.24
0.03 8.71 0.00 8.7 §,32 Z 4,13 0.00 7.09 8 8 0.00 0.07 .05

a: Yalues are means and 5.D. thereunder.
-7 Not examined.



Table 18. Myelogram in male rats at the end of 14-day recovery test after 20-day oral administration of EMK-0 (S5R-9435)

Nucleated Erythroblast % Myeloid cell % Lympho- Mono-  Mega- Others

cell  Frythro- Mitosis  Total Immature Mature : Total ME cyte cyte karyocyte
Group 10%/mg blast Myelocyte Mitosis Neutro. Eos. Bas. % % % %

a

Control 7 2.537 4217 0.00 42 17 22 .9k 00 21 1.2 0.00 45.21 1.1 12.09 0.00 0.21 .30
0.16 7.06 0.00 7.06 373 0.00 47 0.4 .00 5.42 .30 4,55 0.00 0.04 .10
EMK-0 106 mg/ky 7 2.43 45,14 0.00 §5,14 22.21 0.10 20,29 .86 3.5 0.9 10.74 0.00 0.24 0.34
0.23 £.22 0.00 4,32 2.92 0.17 5.3 0.32 6.10 5.33 0.22 3.15 0.00 0.05 0.10

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




Table 19, Myelogram in female rats at the end of t4-day recovery test after 28-day oral administration of EMK-0 (SR-9435)

Nucleated Erythroblast % Myeloid cell % Lympho- Mono-  Mega- Others

cell  Erythro- Mitosis  Total Immature Mature Total M/E cyte cyte  karyocyte
Group 10%/ing hlast Myelocyte Mitosis Neutro. Eos. Bas. % % % %

a

Control 7 2.23 46.69 0.00 46,69 2.1 0.17 19.84 0.0 44,03 0.9 8.60 0.00 0.24 0.43
0.17 6.10 0.00 6.10 2.92 0.17 3,43 18 0.00 5.63 0.28 1.82 0.00 .05 0.20
EMK-0 100 mg/ky 7 2.29 45,79 0.30 46.09 2.1 0.07 19.59 1,03 0.10 42,89 96 10.49 0.00 ] 0.30
0.21 5.90 0.79 6.20 214 0.12 3.36 0.3 0.17 4,93 0.19 £ 04 0.00 0 .08

a: Values are mweans and 3.D. thereunder.



Table 20.

No. -of
animals

Control 7

EMK-0 4 mg/ke 7

EMK-0 20 ma/kg 7

EMK-0 100 mg/kg 7

No. of
Control 7
EMK-0 4 mg/kg 7

EMK-0 20 mg/kg 7

EMK-0 100 mg/ky 7

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

Biochemical findings in male rats at the end of 28-day repeated dose oral toxicity test of EMK-O (5R-9435)

%: Differs from controls p<0.05.

%% Differs from controls p<0.01.

Protein fractions (%) '
TP Alb A/G Alb globulin GOT GPT ALP LDH ¥ -GTP
g/dl g/dl @ o 2 B Y U/ Tu/L U/t U/t /L
a

5.73 2.30 0.664 49,43 22.81 6.81 16.00 4,9 141.1 25.7 411.1  3565.0 1.00

0.19 0.13 {.051 1.63 1.68 0.48 0.51 0.82 25 4.2 52.3  1019.8 0.20

5.73 2.31 0.673 48.64 21.86 7.26 16.93 5,31 122.0 22.9 11.6 28434 1.01

0.18 0.1 0.043 2.25 1.60 0.51 1.65 0.9 35.6 x9 11.3  1210.3 0.23

2.2 0.660 £9.40 22.31 7.46 16.01 4,81 127.6 23.7 399.3  3115.7 0.76

0.05 0.037 1.18 1.49 0.89 1.3 0.76 28.8 4.2 116.4  1136.5 0.30

5.59 2.37 0.733  51.90%  19.16%¢  7.31 16.50 5.13 143.0 21.3 %01.9  3895.9 1.26

0.15 0.10 0.051 1.56 1.42 0.47 0.63 1.49 27.8 3.3 51.8 865.0 0.42
6lu  T-Cho 16 BUN Crea Na K cl Ca P
mg/dl mg/dl mg/dl mg/dL mg/dl meq/ L mEq/L mEg/t mg/dt mg/dL
135.3 58.1 78.1 15,16 0.46  143.64 4,793 104.4 16.11 9.4
22.3 9.9 32.5 1.82 0.05 0.49 0.315 2.1 0.15 0.41
148.3 66.6 9.4 14.60 0.6 14314 5.017 104.4 10.00 9.29
27.4 8.0 28.8 1.16 0.08 0.90 0.193 1.0 0.31 0.39
147.9 56.7 83.0 15.49 0.49  143.21 5.140 103.7 2.9 9,47
19.6 8.5 58.8 2.87 0.09 0.70 0.246 2.1 0.33 0.35
144.6 73.6% 76.1 16.46 0.47 143,21 5.579%%  103.7 10.11 9.93
19.4 16.6 23.1 1.63 0.08 0.64 0.541 2.6 0.2 0.39

T-Bil
mg/dl



Table 21. Biochemical findings in female rats at the end of 28-day repeated dose oral toxicity test of EMK-O (SR-9435)

Protein fractions (%)

No. of TP Alb A/G Alb Globulin GOT GPT ALP LDH v -GTP T-Bil
Group animals g/dl a/dl Q Q. B Y U/t 1w/t U/t w1 L my/dl
a
Controt 7 6.00 2.57 0.750 54,39 19.60 6.54 14,94 4.53 134.4 23.4 269.7  3091.7 2.07 0.10
0.16 0.21 0.095 2.03 0.95 0.56 0.98 0.58 19.4 b 4.8 637.4 0.48 0.40
EMK-D 4 mg/kg 7 5.84 2.41 0.699 52.91 19.51 6.87 15.81 4,89 138.7 20.9 233.9  3339.0 2.33 0.10
0.20 0.13 0.047 2.2 1.80 0.42 0.60 0.99 17.0 3.2 57.4 383.2 0.57 0.00
EMK-0 20 mg/kg 7 5,66% 2.44 0.756 55,14 18.13 6.3 15.10 5.29 162.9% 21.3 227.6  4161.1% 2.33 0.10 .
0.21 0.10 0.055 1.20 1,44 0.58 0.43 0.58 27.6 4.9 27.6 839.1 0.29 0.00
EMK-0 100 mg/kg 7 5.77 2.46 0.736 54.70 18.41 6.89 15.09 4.9 138.0 21.3 208.7  3686.1 2.43 0.16
0.35 0.20 0.067 1.65 1.81 0.62 0.56 0.71 16.4 3.6 54.4 581.1 0.19 0.05
No. of Glu T-Cho T6 BUN Crea Na K ClL Ca P
Group animals mg/dt mg/dl mg/dl mg/dl me/dl . mEq/L mEg/L mEq/ | mg/dt mg/dl
Controt 7 111.7 65,1 19.3 18.31 0,49 142,57 4,543 107.9 9.80 8.19
15.4 14.8 6.2 1.68 0.07 1.21 0.350 1.3 0.35 0.74
EMK-0 & ma/kg 7 116.4 8.0 35.7 16.59 0.49  142.36 4.65 106.6 9.86 8.53
14.0 10.1 32.1 1.64 0.04 1.68 0,35 2.8 0.40 0.74
EMK-0 20 mg/kg 7 1 63.0 19.9 17.07 0.44 142,00 4,881 107.1 9.89
12.0 . 8.8 2.%2 0.05 1.04 0.29% 1.8 0.3 1.04
EMK-0 100 mg/kg 7 114.3 67.7 33.6 17.07 0.50  142.07 5,140 106.4 9.86 8.77
22.7 20.5 22.5 2.01 0.00 1.10 0.486 1.8 0.30 0.51

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



Table 22. Biochemical findings in male rats at the end of 14-day recovery test after 28-day oral administration of EMK-0 (SR-9435)

Protein fractions (%)

No. of TP Alb A/G Alb Globulin GOT GPT ALP LDH ¥ -GTP T-Bil
Group animats g/dl 9/dl @ Q- B ¥ il /L 10/t I/t 1u/1 g /dl
a
Controt 7 5.97 2.33 0.637 £8.20 21.76 1.27 17.31 5.46 119.3 25.3 061 28914 1.09 0.10
0.26 0.1 0.064 2.92 3.0 0.78 1.57 1.5 20.7 2.5 70.5 822.5 0.47 0.00
EMK-0 100 mg/kg 7 5.86 2.3 0.664 48.84 21.90 7.13 16.7 5.41 134,7 26.3 2601  3443.3 1.36 0.10
0.21 0.15 0.078 2.09 1.88 0.65 1.46 1.12 29.5 2.6 3.3 14019 0.21 0.00
No. of Glu T-Cho T6 BUN Crea Na X cl Ca P
Group animals mg/dl mg/dt mg/dl mg/dl mg/dl mEg/L mEg/L mEg/L mg/dl mg/dL
Control 7 150.4 65.3 90.3 16.61 0.50 143.29 4,780 106.6 9.51 8.33
13.3 12.7 39.5 0.00 0.86 0.118 1.5 0.39
EMK-C 100 mg/kg 7 150.9 60.0 84.1 15.10 0.50  143.29 4,769 195.0 8.91«
16.7 6.2 0.06 0.76 0.237 1.7 0.11 0.55

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



Table 23. Biochemical findings in female rats at the end of 14~day recovery test after 28-day oral administration of EMK-0 (SR-9435)

Protein fractions (%)

No. of TP Alb A/G Alb Globulin 60T GPT ALP LDH ¥ -GTP T-8il
Group animals g/dl g/dl o 4 oz B Yy o WL /L 10/t /L /L me/dl
a .
Controt 7 6.14 2.1 0.790 53.57 18.33 6.47 15.53 6.10 146.1 28.0 186.1  3583.6 1.66 0.10
0.24 0.11 0.070 1.62 1.06 0.46 0.80 0.82 31.5 15.6 41,3 1218.3 0.25 0.0
EMK-0 100 mg/kg 7 6.27 2.81 0.8M 54,87 18.03  6.29 14.90 5.91 130.0 21.3 193.6  3423.9 2. 14% 0.10
0.19 0.09 0.044 1.3 1.48 0.42 0.47 0.97 21.6 4.3 52.5  1019.0 0.35 0.00
No. of Glu T-Cho T6 BUN Crea Na K cl Ca P
Group animals mg/dl mg/dl mg/dl mg/dl mg/dl mEq/L mEq/L mEq/1 mg/dl mg/dl
Control 7 1 73.9 9 17.33 0.59  142.36 4,354 107.6 9.41 7.19
17.5 20.2 14.9 1.81 0.07 1.14 0.316 1.7 0.23 0.68
EMK-0 100 my/kg 7 133.3 2.1 19.17% 0.57 141.36 4.326 108.3 9.59 7.59
25.5 1.8 0 1.18 0.08 1.03 0.382 1.8 0.39 0,95

a: Values are means and S.D. thereunder.
%: Differs from controls p<0,05.



Tahle 26. Absolute and relative organ weights in male rats at the end of 28-day repeated dose oral toxicity test of £MK-0 (SR-9435)

Body Brain Pituitary gland Thymus Thyroid Lung Heart
No. of weight Right Left
Group animals g g ¥ Mg 10°%% mg 107% mg 107°% mg 107% g % g %
a
Control 7 358.1 2.049 0.574 11.61 3.250 797.6 222.027 9.00 2.514 9.13 2.546 1.239 0.346 1.277 0.357
24.2 0.959 0.024 1.13 0.322 115.8  20.475 2.47 0.695 2.5 0.631 0.090 0.015 0.119 0.016
EMK-0 4 mg/kg 7 3.4 2,099 0.59 11.46 3,329 700.4 204,701 9.8% 2.887 8.70 2.5 1.256 0.366 1.29 0.376

17.7 0.060 0.025 1.3 0.276 114.8  36.744 1.76 0.545 1.91 0.480 0.090 0.014 0.150 0.036

EMK-0 20 mg/kg 7 336.7  2.041 0.607 11,47 3.419 595.9%% 177.754 9.9 2.949 8.19  2.436 1.207 0.359 1.233 0.370
18.3 0.073  0.04 0.75 0.325 101.9  34.359 1.56 0.412 1.06 0,337 0.066 0.023 0.048 0.023

EMK-0 100 mg/kg 7 7.0 . 2.066  0.5% 11.54 3,321 688.9  199.416 9.83 2.843 9.23  2.674 1.300 0.374%  1.230 0.354
0.2 0.056  0.022 1.45 0.351 118.9  39.659 1.77 0.567 2.20 0.710 0.097  0.02¢  0.109 0,03

_______________________________________

Liver Kidney Spleen Adrenal Testis
No. of Right Left Right Left Right Left
Group animals g % 9 % g % g % 9 1073% mg 1073% g % g %
Control 7 11.073 3,09 1.337 0.376 1.29 0.361 0.664 0.186 25.9 7.2 21.9 7.79% 1.490 0.416 1.443 0.404
0.815 0.186 0.105 0.022 0.126 0,030 0.118 0.026 2.1 0.680 2.4 0.700 0.136 0.035 0.113 0.029
EMK-0 & mg/kg 7 10.920 3.176 1.306 0.380 1.291 0.377 0.706 0,204 2k 4 7.119 26.6 7.741 1.404 0.409 1.384 0.401
1,065 0.202 {1,156 0.033 0.155 0,031 0.108 0.027 4.7 1.335 4.6 1.318 0.138 0.043 0.111 0.040
EMK~0 20 mg/kg 7 10.984 3,259 1.270 0.379 1.263 0.376 0.806 0,260 23. 7.784 1.406 0.416 1.399 0.417

3
0.987 0.182  0.078 0.020 0.085 0.017 0.180 0.059 4,

EMK-0 100 mg/kg 7 11.439  3.29 1.280 0.371 1.276 0.369 1.750%%  0,504%% 24,4 7.021 21.
0.758  0.168  0.050 0.019 0.073 0.030 0.258 0.078 5.0

a: Values are means and S5.D. thereunder. %: Differs from controls p<0.05. x%: Differs from confrol, p<0.01.




Table 25. Absolute and relative organ weights in female rats at the end of 28-day repeated dose oral toxicity test of EMK-O (SR-9435)

Body Brain Pituitary gland Thymus Thyroid Lung Heart
No. of veight _ ‘ Right Left
Group animals 9 g % mg 1073% gy 107% mg 107%% mg 10734 9 % 9 %
a ,

Control 7 207.6 1.943 0.940 10.99 5.293 529.0 255.876 7.41 3.59 6.21 2.99 1.003 0.481 0.813 0.393

14.2 0.088 0.075 1.86 0.840 98.8 50,964 1.10 0.657 1.74 0.817 0.094 0.025 0.087 0.023
EMK-0 4 my/kg 7 208.1 1.950 0.943 11.47 5.516 460.4 220,59 6.67 3,233 6.09 2.927 0.977 0.4 0.817 0.393

19.5 0.070 0.075 1.42 0.511 72.8 21,410 1.19 0.698 1.43 0.640 0.086 0.040 0.107 0.029
EMK-0 20 mg/kg 7 200.9 1.921 0.961 1.3 5.639 529.4  262.850 5.9% 2,969 5.36 2.669 0.963 0.479 0,834

0.416
16.8 0.065  0.0M 1.58 0.557 5.6 21.944 1.25 0.639 1,37 0.685 0.101 0.030 0.071 0.018

EMK-0 100 mg/kg 1 206.4 1,933 0.944 10.39 5.054  524.6  253.811 6.21 3.019 5.3 2.566  0.970  0.47 0.881  0.431%
18.4 0.07%  0.078 1.81 0.905 1145 51129 0.72 0.33 1.84 0.803 0.088 0.034 0.066 0.039

Liver Kidney Spleen Adrenal Qvary
No. of Right Left Right Left Right Left
Group animals g % g % g % g ] ng 1073% mg 1073 mg 107%% mg 107%%
Control 7 6.069 2.927 0.814 0.39% 0.789 0.380 0.430 0.210 29.3 14,049 3.0 14.907 21.2 3 2,261
0.454 0.173 0.069 0.023 0.081 0.032 0.017 0.019 4.7 1.501 5.0 2.002 10.3 4,954 1.4 5.582
EMK-0 4 mg/ky 7 6.390 3,064 40.840 0.404 0.821 0.396 0.456 0.220 28.9  13.873 31.3  15.053 49,1 23.674 504 24.%06
0.73% 0.104 0.093 0.043 0.074 0.036 0.062 0.016 .1 1.513 4.0 1.605 8.6 3.850 7.6 3.287
EMK-0 20 mg/kg 7 6.050 3.003 0.820 0.406 0.810 0.399 0.604%%  0.300%¢  30.0  14.816 2.4 16.029 50.1  24.926 46,0  22.756
0.862 0.203 0.136 0.040 0.137 0.042 0.080 0.026 7.0 2,564 7.3 2.706 9.2 3.892 10.4 3.832
EMK-0 100 mg/kg 7 6.516 3147 0.889 0.429 0.861 0.417 1.136%%  0.546%% 33,0 16.014 35.9  17.344 461 22.2%9 49.0  23.681
0.895 0.213 0.143 0.037 0.130 0.033 0.274 0.095 4.5 1,774 5.8 1.920 9.1 3.318 7.5 2.455

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



Table 26. Absolute and relative organ weights in male rats at the end of 14-day recovery test after 28-day oral administration of EMK-O (SR-9435)

Body Brain Pituitary gland Thymus Thyroid Lung Heart
No, of weight Right Left
Group animals 9 g % mg 107°% ma 107%% mg 107°% mg 10734 g % g %
a
Contral 7 411.0 2.113 0.516 12.41 3.023 567.0  137.879 11.46 2.809 10.06 2.453 1.329 0.324 1.319 0.321
’ 27.3 0.034 0.036 1.36 0.301 139.4  33.274 1.68 0.521 0.47 0.229 0.106 0.616 0.080 0.023
EMK-0 100 mg/kg 7 407.9 2.094 0.513 12.24 3.003 554.3  135.780 9.61 2.344 9.59 2.356 1.337 0.327 1,364 0.334
23.1 0.060 0.029 1.45 0.317 . 107.1  24.482 3.04 0.675 2.04 0.532 0.086 0.013 0.127 0.023
Liver Kidney Spleen Adrenal Testis
No. of Right Left Right Left Right Left
Group animals g % g % g % q ¥ ng 1073% mg 1073y g % g %
Control 7 12.276 2.980 1.386 0.337 1.354 0.330 0.733 0.179 21.7 6,764 28.7 7.020 1.469 0.357 1.451 0.356
1.314 0.148 0.057 0.020 0,053 0.022 0.038 0.012 1.8 0.599 2.4 0.847 0.103 0.035 0.060 0.031
EMK-0 100 mg/kg 7 11.977 2.937 1.420 0.349 1.389 0.340 0.811 0.199 .7 7.776% 3.0« 8.110 1.556 0,381 1.536% 0,379
0.756 0.092 0.09 0.025 0.123 0.031 0.120 0.027 4.0 0.838 4.3 1.093 0.061 0.020 0.050 0.020

a. Values are means and S.0. thereunder.
*: Differs from control, p<0.05.



Table 27. Absolute and relative organ weights in female rats at the end of l4-day recovery test after 28-day oral administration of EMK-0 (SR-9435)

Body Brain Pituitary gland Thymus Thyroid Lung Heart
No. of veight Right Left
Group animals 9 g % g 107%% my 107%% mg 1073% mg 107%% g % g ¥
a
Controt 7 235.1 1.953 0.837 13,37 5.703 14,9 177.343 7.36 3,159 7.40 3.157 1.010 0.430 0.871 0.371

19.0 0.068 0.078 1.05  0.454 46,2 23.021 1.32 0.682 1.86  0.789 0.074  0.022 0.066 0.009

EMK-0 100 mg/kg 7 21.7 1.940 0.843 13.06 5.641 4747 204.704 7.56 3,300 7.29 3157 0.970 0.420 0.874 0.379
23.5 0.072 0.072 1,62 0.466 102.3  37.573 1.55 0.799 0.97 0.387 0.089 0.024 0.084 0.025

No. of Right Left Right Left Right Left

Control 7 6.743  2.864 0.883 0.377 0.849  0.361 0.467 0.200 30.
0.680 0.141 0.067 0.021 0.078 0.023 0.048 0.015 6.

EMK-0 100 mg/kg 7 6.746 2.906 0.857 0.371 0.87

0.925  0.166 0.095 0.025 0.1
a: Values are means and S.D. thereunder.
x%: Differs from control, p<0.05,
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Table 30. Histopathological findings in rats at the end of 28-day repeated dose cral toxicity test of EMK-0 (SR-9435)

Male Femate
EMK-0 (ma/ka) EMK-0 (mg/keg)
Item “Control 4 20 100 Control 4 20 100
No. of animals examined 7 7 7 7 7 1 7 7
a
Organ : Findings b
Grade c
Liver : Hypertrophy of Kupffer’s cells with phagocytosed hemosiderin granules * 0 0 0 7 0 0 6 7
Extramedullary hematopoiesis ' ' + 0 0 0 7 0 0 0 1
Kidney : Deposition of Lipofuscin-like substance in tubular epitheliums mainly proximal tubules + 0 0 0 7 0 0 0 7
Hyaline droplets deposition in tubular epitheliums mainly proximal tubules + 5 2 2 1 0 0 0 0
Eosinophilic body deposition in tubular epitheliums mainly proximal tubules + 5 0 2 0 0 0 0 0
Hyaline cast + 0 0 0 0 0 0 0 1
Stimple cyst {4 1 0 0 0 0 0 0 0
Spleen : Congestion + 0 0 3 2 0 0 3 2
++ 0 0 0 5 0 0 0 5
Increased extramedullary hematopoiesis * 0 0 3 1 0 0 6 1
++ 0 0 0 6 0 0 1 6
Increase in hemosiderin granules + 0 0 1 7 0 0 2 7
Pituitary gland : Ciliated epithelial cyst (+) 0 1 1 0 0 0 0 0
Rectum : Infiltration of cells, mainly neutrophils in submucosal tissue + 0 0 0 0 0 0 i 0
d
Testis : Atrophy of tubules + 1 0 0 0 - - - -
Prostate : Interstitial infiltration of cells, mainly lymphocytes + 0 0 0 - - - -
Qvary . Lutein cyst () - - - - 0 0 1 0

a: There vere no abnormal findings in the hearts Lung (bronchus)s cerebrums cerebellums spinal cords sciatic nerve, eyeball, Harder’s gland, thyroids parathyroids
thymuss submandibular Lymph node, mesenteric lymph nodes pancreas. adrenal submandibular glands sublingual gland, parotid glands larynxs trachea aortas tongues
esophaguss forestomachs glandular stomachs duodenums jejunums ilsums cecums colons sternums femur, mammary 9lands skin, skeletal muscles urinary bladder,
epididymis, seminal vesicle, uterus or vagina.

h: + = slights ++ = moderate change and <+> = detected.

. Values are no. of animals with findings.

. - = plank value.

[ =S o]




Table 31. Histopathological findings in rats at the end of l4-day recovery test after 28-day oral administration of EMK-O (SR-9435)

Male Female
EMK-0 EMK-0

Ttem Control 100 mg/ky  Control 100 ma/kg

No. of animals examined 7 7 , 7 7
a
Organ : Findings b
Grade ¢
Liver : Hypertrophy of Kupffer’s cells with phagocytosed hemosiderin granules + 0 6 0 7
Kidney : Deposition of Lipofuscin-like substance in tubular epitheliums mainly proximal tubules + 0 7 0 7
Hyaline droplets deposition in tubular epitheliums mainly proximal tubules t 0 ] 0 0
Eosinophilic body deposition in tubular epitheliums mainly proximal tubules + 0 1 0 0
Hyal ine cast + 0 0 0 1
Simple cyst <y 0 0 0 1
Spleen @ Congestion + 0 6 0 0
Increased extramedullary hematopoiesis + 0 1 0 0
Increase in hemosiderin granules + 0 5 0 3
+ 0 2 0 &
Pituitary gland : Persistent craniopharyngeal canal 1€ 0 0 0 1
Pancreas : Focal atrophy of exocrine glandular cells . + 1 0 0 0
Focal fibrosis in islets of Langerhans + 1 0 0 0
Tleum : Diverticulum {6 1 0 0 0
Rectum : Infiltration of cells, mainly neutrophils in submucosal tissue * 0 ) 1 0
d

Prostate : Interstitial infiltration of cells, mainly lymphocytes + 1 0 - -

a: There were no abnormal findings in the hearts lung (bronchus), cerebrum» cerebellum: spinal cords sciatic nerves eyeball, Harder’s glands thyroids parathyroids
thymuss submandibular Lymph nodes mesenteric lymph nodes adrenal, submandibular glands sublingual glands parotid glands larynxs tracheas aortas tongues esophaguss
forestomachs glandular stomachs duodenums jejunums cecums colons sternum. femur. mammary glands skin, skeletal muscles urinary hladder, testis, epididymis,
seminal vesicles ovarys uterus or vagina.

b: + = slights ++ = moderate change and <+> = detected.

¢: VYalues are no. of animals with findings. :

;- = blank value.

f =10
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