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2-AFA-2-TFaX= YO OGHERE). 7.5, 15 3L 30 mg/kg & 1 BEMHES 12 Lo
Crj:CD(SDYIGS T v MZ, HEZ v MIxt UTIIACERRT, REHAM I L OB 2 & Te5t 46 B H.
HET » MR L CTHIARBLAT. 2B X ORI, 2o NI E 4 BE TOHHE., RERLO®RS
L. MEHEMW~ORERGIC L 28, HWESHOATEL X OHAROREICRIFTEEC OV
 CRE L. BTk B,

1. RERSEE

DB RIET R

(D) —feiRRE, AEHR. BEHER I URRETIL. E#REHLVELEIRO LN 2P o T,
(@) MEZRORETIE, FOREK, ~~ 7 Uy MEBLUANEZ O UV EOKMED 30 mg/ks

BTRDLLNE,

) MBEFHRETIE, B Y VLAOBEMEN 15 BL N 30ng/kg BT, 7 LT F=L OEED 30
mg/kg FHETRO O,

(D HRTIE, IREWBEOREREAHN 30 ng/kg #O 1 FITRH L, FEABRZHRETLY
LABED BT,

G)HREEETIL. FROFEFEEELOEMEN 30 ng/kg BETRD LN,
2) BN | KT B

(D —#RRE, AEHR. SRR L OMBRFIRE Tk, SRERL L BMERDLNRD -
7o

2) AL FRETIE. BREYALEUBITI N3 —2DEEN 30 ng/kg BETRD LR,

G FRTIE, BREREORRERN 7.5 BLUN15 mg/ke BETH 141, 30 mg/kg BET 2 #iliC
BOOLN. Zh DL OFIOREMBFNRE TIHULALRD b,

WOBEEETIE, THOBEERDSED 30 mg/kg BT, FROREEEERILOSENE
BEHT, BROBEEEBLIUCBEREERILOBMES 30 ng/kg BT, DBOREEE
DEEBERSHT, o, LBOREFEEELOBMEN 15 BL V30 ng/kg BETRD S
iz,

6) RESBENRE TIX, BRRICEEIMENDS 15 ng/kg BET 3 . 30 mg/kg BT 7 FIICRD S
. 30 mg/kg HETIHBEREZLROLN,

UEDZ b, HED 15 mg/kg L EDBEIZBWTH Y T ADIRKME, D 7.5 mg/ke PLEDE
EBWITMEOREEEDRERIVBRBEEOUS ANEFNENREDONE, LER-T, &
BRBREETIRBT D 2-AFL-2-Far= M VOEFEER (NOEL) 17T 7.5 meg/kg/day T

_2_
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D, METIX7.5 mg/kg/day KB 2L Tz,

2. AFERAEMN

(D AFERERE T, SRS L DMEORRR, MOMEHB L OXIEE, AMEBER. K
B RS L OYRE) B L OWSMwERTE B 0BEER O ICHRICELIIRD b o7,
F72. 30 mg/kg HETOAFEGROFBABFORETHREFEIIZED b o7,

@) BEM ORI, EIRGIM., AR, HER, SHRE, HEREE L OHERRRATF RS
JOHAERTE, FREFL VEMTBDOOLNRN-T,

Q)FAERO—BRE, FAERATER, FESIOHIRTIE, FREHEL LEMIBD N2

277,

PEDZ Ehb, FIREREE bHREOATRD L OB AR O3 A ICEBEIRD bR hol, L
o T, ARBREBFTIZBIT S 2-2AFA-2-F a2 = N VORERSIT L EEEMW DA
o B SRR (NOBL) 72 & UNC 574 IR 00 36 (R 33 B (NOBL) 12 30 mg/kg/day LLE >
£2 b,
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4

il

I DOREIT. OECD BETH b E R M RBREEO—RE LT, 2-AFA-2-7a =}
LD OCREREE) . 7.5, 15 BL N30 mg/kg % 1 FFMERESR 12 [T Crj:CD(SD)IGS T » MIIER
NRELC, MHEESH~OREREICLI2FE, WS OLERBIUOHAERORACRIZTE

ErmilT 5N TER L,

MRS LG
1. #HEBYME
WERE L. 2-AFN-2-F = VU L (2-methyl-2-propenenitrile, LLTF MAN & RB&9,
CAS No. :126-98-7, w1y R&EHE: RO : 99wt %, FRHLFE - ) T,

HIRIZBOWTEAZHOMWAETH S (Appendix 1 B LT 2), MAN IS ERRBRICAN, HEF
BT (RIS 4~100) ICRFE Lz, EBRYEY I LT, Fidry MZOWTR 1 g 28
L. RBREROREFREFECRET Lz, RBRHHTORBRYEORERICOVTIE, BRYE
BWERAVTREECHS DSFLEE DT 24TV VHERR L 72 (Appendix 3),
2. XEYHE
XEHEE U TAAEFHFAY 7 (m vy &S 811152, 812143, 810152, 808128, ¥ 7
NCHBERAESH) AR TREFL, BECHEA L, /2, MAN OB L U TRSROFRIC
HEEH L,
3. BEBROMARE L UVILESH
(1) REFEORE
REBEZEICMAN 2RI L, FTEQCREL 2L ) CHBHETH LAY TSI,
FHOBRITIZTLFR, ~AIBEICIT—IA2EFAL, EE%2 F77 N THT 7=, FHEE
B8 HRIC 1 B LOBEE TV, RERITHREESHIGELRERRBICIAN., #ARE
THIREFEL., BRIEEL THrLREIER L, BARRBITEALS & Lz,
(2) BEHDILZHHT
BEZHIL 5T 0.2 mg/mL B LT 200 mg/mL DIRE DOFFEIE T D MAN DR EMEIZ DV THH
L7-fER. VAN [ IRRBNE D TR 3 Befl]. MHEAT (RREE 1~3C)RFRET T8 BMERET
HDZ L HBFEFR I (Appendix 4),
BEZAVDAEIR X UK REREO R B EOTREIRIC OV T MAN DR ERZ 58 LR,
EHEINEDORED 97.7~103%Th V. FHERBIIRGF CThH D L HKT L7 (Appendix 5 B
L06),
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UEDOHITIE, REFrBa b7 7 FIRBRARHIZBONTERE SN,
4. BB '
(1) HBR%
ARBRIIE, BERF ¥y —nA R - UR—KKSHERFE L ¥ —4£FED SPF Crj:CD(SD) IGS 7
v FEAWZ, Ty MIZOBEORRTREEAVLGN TV 2EHETH Y . BHAETTOMEH
BENEETHDIZ PO IORMERE LT,
HERER 465 IL% 1999 423 F 17 BIZ 8 B TREA L7z, X AROEMMOKERFEIL. HT
274~306 g, MET 167~206 g THoT=,
(2) BER LTEHUL
T, Bx OBMBZOWT 14 B, —BRBEEZ 1 H 1B, S 5HMPICEERNE
% 3 EIERELE, MW TIRBUEEIRSIC 10 B OMERELZER L, BER L UEI
(R, B R IEE Do 7,
(3) #HT
BERB L OEHEHMK T H%, BR2EY T, HIC O W UIHAHICEFEORD N2 VEMY
MRS £ 48 PEEEER LT, 10 EE TRECH Lz, BERS L UBHLHMET B (R 58T~ B)
DEBIZESNT, BLEEZTRHEC IV SBOTHEEDIYH 2D LIS T 21T -
o BESTREOEMOEERBEIT, KT 348~422 g, MET 212~260 g Th v, FEKE (7
387.6 g. M 234.3 g) DE20% AN TH 072, BED HANTZEWITRRI LR LT,
(@) B LT — T OkA
X, BESVTRNIMEME T = Vv P U TREICHIZ T, B0 RIIBENCEMMES 2 ASE
L. BEESEEIT o7, HARICSWTIZMET =V - THEIC 7 — U N#REIES T A
L. BEEEITo, MBS — ik, BEOoUmMIENg I as ) LET - VMCRRESR X
UCEESEHR L. &7 —COREICER Lk, Bo0#iE, BlEast Lz uic
HBRES. RRESLIUHHESLWAR L., &7/ — VORI R LT,
(5) BHEWE
1) HERE
BVIIRE 23 +3°C (EHIEEHE 21~24°C) . 1BEE 551:10% (EHEEHE 37~62%) . BR[H
¥ 10~15 [B] /BR. FREARER 12 BEfE (G811 8 B AT, 4% 8 BB O ALRRE) OB
EE (301 BE) CHE L. BPFTEOERERICEEIERER L,
2) HEBRMBLUEREEHIE
754y FREBRIEPER Y — (260WX 380D X 180H, mm) i, R X OB LERPIX
MERERIC 3 FELAPN, BEOTHEIT 1T, REPIIHES 1T, SEPHPIT 1 88, HE
BT 1 EENE L, 2B, KBRS OWTIIER 17T BX0WE 4 HET
EBRFWAKRE(HRUA b7 L—7 BERF ¥ — R YRS Z2ER L, 77—

_5_.
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S UMGEEARIIBE D T RRIC 1 B, Z0RIT2\IC 1 ERR L, TMITE 2 BRREREES
DLOETH LT, BERKEBOKKEITE 1 EERKE L, BPWFEETENOERBLO
FRHEBIE, 1 A1 EERLE, FREFCEL L. ERREEER LI v EREE
B 1 AEBEMTREIZERLE,

3) fABk
FY = ZNEER T ¥R, ¢ REBHNEREE CRF-1 2, &BEMGEESRZ AW T
BHICERS YT,

RRCEZRZRITTBNOHZIEEMEL 5V IIHMEHOFEL, R Loy b
(990109, 990203) DETEHZ DWT, FBRMHBEDOSHITHFEA A ABRTEL #—, F
TBAEMREITA Y = o I NVBERTERASHENRENTNIT o2, HITEE &R EHEME
ISR S Z 2T AR O EREFIEZICHER L, SWORE, WThoBEBICHH
RERMEL B 2 AHITFHED 6N2h - 7= (Appendix 7~10),

4) BB

FLIRTIAE K S, BEMGAKEEY AV THBICERSE,

RRICEEELZRETRNOH DB E S 2 VI EHOFESE, 199941 8 12 A
FBEUI199 4 4 H 6 HICRABEZHIL T, BAFERKSHLCRBWTON Lz, DHE
H & FAEEEIIES M E MR OEEREFIESICERL L, DWOBE, W
NOHEBICHFAEREL B X HEITRD b2h o 7% (Appendix 11 B XL U12),

(6) RBBOWAR |
RERBE O & BFHOBYE S % Table 11T,
(7) HEBRYEORSE.
1) BREBORE

MAN OB EBIIREREEN - LERABHIFERBROLZDOTHAR BRRES
SR—9876)"BLUOAHRNBEFERROLZDOTFHERR RBRESSR—
987 4)PORRIESVTRE LT, RIERSHEN - AMBAZHHERBOEHOT
BRBR(SR—9876)TiX, 5. 15 BLU 30 mg/kg DAET 1 BMHESX 5 Lo
Crj:CDSDIGS T v M1 B 1E, 4 AMBELZEZ A, 30mg/ks O CHERMNE
DEME. MTRE 14 RICEEROERENBED LN, TOMOREEE ICIIRERIRED L
hipmpole, UEDOHERE»L, RERSES EERAEUHERBR T, SRAELET
HONVIRFEBRLON T, FEHBIIEES TR SN SAEL LT 30 mg/kg/day 2R
EL. BT, A2 TI5HLWT.5 mg/kg/day ZHEREE HICREL. ZHICHBE (Y 7
) DB Z FRICR 5T O BEERIT T,

2) &E
MAN 75E RS REOIC R SN B TR Z E R L, OB BRERIEH A K5 A o (0BCD

_6__
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Guideline for Testing of Chemicals ; Combined Repeated Dose Toxicity Study with the
Reproduction / Developmental Toxicity Screening Test (422), 1996)IZft->T. 1 H 1
[, BT OWTI3AED 14 HATL Y 46 AR, HEHICOWTIIAERT 14 HEB L ORRAT
FTOREMM, & 5ICRZRFRSIEARMME L OWE 4 B £ TOHM. ZRARIH]
IRECHIMIR T 23 A COMM. /19 B D 1230 H0ORBICE Y v F2AWTE
PICRBIR AR E L,
BEREITS nl/kg & L, FEEORSEEITHRS BICELITWEIE B OFEIZE SN
THEHLE,
(8) B£, WERLUOREER
1. H#EmiconT
1) —RINEBBRE
ZHCONT, REYIMF 1 B 1 HoHEE T, B2BLUMBIC LT, A8 L%
BELE,
2) KERE
2HZONT, &5 1, 2. 5, 7, 10BLT 14 B.20%I3 7 BEORER, BRERLT
ABXOERAICEFRREF L FY 72 1401 B MP7-2 3B X TN 1407 MP8-1, h—L Y 7
A AR &) & AW THIE L,
FEENES L OEREEMEAUTOHERIC IV ER LA,
FEEME= (5 46 AAER) — (&5 1 54KE)
FEINE= (KEHNE %5 1 BEE) X100
3) BEEEWE
2FINTONT, BE 1 BE&ERD. 52, 5, 7. 0B LT 14 B, Z0RITTEHIFE %
BREAERMERESFEICEKR, BREXTRLEORE L, MERADKEENLZBHOR
BAB U TR OBHO 1 AHDOEEELZER L MEICREFREFAL MY f7;< 1401
B MP7-2 £721% 1407 MP8-1, H—Y 7 A ZARREH) 28 L,
4) RRE
BEHB OKMER (5 43~44 BT, BH 6 U OWTIHERRT T v NARE—
¥ (KN-646 B-1 B!, BRNAHE BRUER 2 AW THRR L, N 3BEMOERTO~Q%., %
72 ¥ 21 BOERTOBIVCONERE DBREEITo 7, £, BRRFOFKELHE

L7,
BEREEB I UORESE
e FBRARIE (VF4ATAyIA, N A« =36)

@%EH (Pro) BBRAKIE (VT4 AT 490, » Az » =3E)
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@#E (Glu) BERAEIE (VTART4IA, N A2h - =3E)
@% ko 1E Ket) BREBRARIE (WWVTAAT(9IA, N Azh » =3E)
®vrvrY s —5 (Uro) BERMEIE (VT AATAYIAL N ATh » =3E)
®r YL (Bil) FREBRIE (VT 4AT49IR, N ATk - =38)
@ B (Occult blood) HRERARIE RITAATA9IA, N Azh - =3E)
®ih¥E (Urinary Sediments) R

@7 (Color) RIREE

@pR & (U-Vol) BRERE

@it E (Specific gravity) JEHTEHE R EE TR 2)av-S, 7437)

Q@R P O KE Water consumption) HAGROEERIEIZLS

5) MELHME

ZHNCONWT, B 5 46 B OB B OFMBFIZH 16~22 R L7727 v M2 —TFT VAR
BeL., EEHAEARD G 1 ol £ L7z, O~@IZ DV TIEL EDTA-2K( ) V=7 FTTEZE
BE, 7RSS TR LZMEE AV, OB L@ oW TiE 3. 8% 7 = )
FU DT ATHOIEL, 3000 rpm T 10 S OFRLHBETHE LN MTE AV, 2B, 5
N i & ORI T %, BERE LT,

REEBRB L ORESE
OFR MERE (RBC) ERIEGUE (BB BREHEEERE F-820. VAiyIR)
@~~ k7 U » M HL) ERIEYIE (BB M EREHEEEE F-820, Y2iy)R)
@~E7ut & (i) VT A MNETSRE U

(B Bhifm BREHECERE F-820. VakyIR)
@FHIHR M BRZFE (MCV) - RBC, HtfEX v & H

(B By BREHECERE F-820, YAAyIA)
OTWHMBM~E/ 2 UL BMC)  RBC, Hb X Y EH

(B By BREHECERE F-820, YAAyIA)
@FHHRMER~TE 7 v L JRE MCHC)  Ht, HhEL VW EH

(B B BRFHECERE F-820. YFy)R)

DFEFR M EREL (Ret) Brecher £ (88%8)

® /Mg (Plat) BERIEIUIE (B B BREH SR E F-820, YAAy)2)
@8 Bk % (WBC) EXIEFE (B BMmEREEEERE F-820, Yxiy)x)
B I BR 5 4y bt (Hemogram of WBC) May-Griinwald-Giemsa @B AEEiR

@7 o ko v UER P = A S SN S

(i EERE B BRI ELEET V)" KC-10A, N J24-)
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QIEMHEALER Sy hovE 7 FAFV/BERS (APTT) T U UERE
(MR e E B B EEEET v )" KC-10A, N J24-)

6) ME{LFAIRE

EHNTDONWT, FIREHIK 16~22 BREFRER LT v b2 — T VBB L, IEERREIAR
FOHEM L7, OBXUGIZOWTIRMK L ol H72D A~ F b U T A (Y T b
U 7 A, 1000 BT /mL, £ EBEEESH) K 20 BALCTAEE, 3000 rpm T 10 4O
ELSBETELONTMEEAVWTRE Lz, MOEBERIZHOWTITHBRIA Y HRE (23
7Y —r RHEMERE) M L, 3000 rpm T 10 S OEOHBETHELNE
MEEANVTRE L, 28, S5 AMER X O IEIIREKTHE, 20C THERE
L7,

BREEBRB L ORESE
@ GOT IFCC i (BB AT EERE 7150 6. B SLBUERT)
@ GPT IFCC ¥& (B B AT EER 7150 2. B ~rBUERT)
@T NI YVKRAT 7 Z—F (ALP) Bessey-Lowry ¥
(BEHTEER 7150 4. B SLBUVERT)
@y —GTP BELy-INVZIN-p-= b 7= FEEE
(BB EERE 7150 2, B SLEUERD
®7 N =a—2Z (Glu) ~F VX S—BE
(BEOHTEERE 7150 . B SEBUERT)
®=Y > A7 T —¥ (Ch-E) a7 FINTFA Y VEEE
(BEOTEERE 7150 . A SLHRUERT)
@# =2 v AF a— 1 (T-Cho) BERIE (HEVOATEERE 7150 2. A SLRUERT)
Y IEE (PL) BegEis (HBhATEEE 7150 2. B STBERT)
OrNIZTYEY PG Wt 7 ) o — g EE
(B BVHTIER 7150 . B SBUERD
WKLY L (T-Bil) TIEUNE
(BEVOHTER 7150 6. H SL8UERD
DRFZEFR (IN) LT —F A FT =) —NiE
(BEVOATEERE 7150 4. B SE8LERT)
@27 v7F =2 (Crea) Jafféik (BENOATEERE 7150 2, B L BUERT
@7 U 7L Na) RANEE (BEBRIEER 480 E a—= )
@H Y T AEK RICIEEE (B BRI ER 480 8L 2 —=7)
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®Z m—(CD EEREIE

(raSA RADZ—CL-6M, FREE)
@B T L (Ca) OCPC £ (B B4y 4T @& 7150 2. B SLBHERT)
@EEY > (IP) . Fiske~SubbaRow ¥

(BEVOATEER 7150 2. B S2BLERT)
®REH (TP) ULy ME

(BEISHTIER 7150 F. B Sr8U4ERT)
OB B45HE (Protein fraction) T n—ART T — MEEKIKENE

(£ BEVERIKENEE CTE-150. H)t)
@ A/G th (A/6G) Era—R7 27— MNEBKIKENE

(£ BBIBXIKEIEE CTE-150, ®h)

7) HiR
EFIZONT, #5 46 BOFRAICHKR L, BARFBEEL, =T KT TRML
%, BB EZE, 2F0FE - BT RIRMICBE Lz, ITOXRE - #fk%E 10% P
BEANA< Y ARICEE - RTF LT, B, IR L OV — & — i3 Davidson I CHEE -
RTFEL. MEBIURBREERITT AR TEER 0% F / —/VITRF LT,
OB - /M) . TR, Bk, BRI (EA). ER/MEGER). BIB(ER). BIE.
D, BERER, &, 8. EGIBRLORE). k. ik, + 281, 5. |
BB (A iR EET) . BB, BB BN, BHEH., JE. MEEXET) . BlR(EL).
BEBE. FER (A . BB EKCER). Bk, BE@ERE. £H). RERER).
N—F—R(ER) . BEEER . e (Biat) . KRG (BHIL. A). 8=
). BRRE CEREERE) ., BRBEY 8. THY VA 8 (ER) . ETRER . T
fR(ER). BTFRGER BLOLEMRREGH)
8) F/EEENE
EFNCONT, HREFICE T RFE(ER-180A, T— - 7 K « FAKREH) 2 AT
TOBEXODWTEEBRZHIE L, 2B, EADRROHZHEFITONTIL. EFRIXIC
HEL., ZOEFHEZEH L,
e, D, FEER. BB (ER). MR, 8 (ChA). R, BR(ER) BLURRLE(E
)
Bx OREEELTRACEE LEBPERECESN T, REFEEELLUTOHE
ULV EH LT, '
HEREEE=(REEE/PPHEE) X100

_10_
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9) FHIAREIORE |
XBEER L OB ARR O ORESEE - B2 D NIRRT & TEE, SR
JEIEDOZERI LU EOZERMR 4 bz No. 308(15 mg/keg BE) DR X UM R (£) 2%
T 74 ABBREDL ~ XY A DU EAEAR S ER L R REER LUV 30 mg/kg
OB DN TIESV Y U EREERDIEM L TER LT,

IO. MEEMWIZ DV T
1) —ieiREEBlE
LflconT, RERIIET 1 R 1 EOHEET, HBE L UMBIC L VTR, S8R LE
Bl L7,
2) RERE
B5EEEZHRE 1R, RERSN AR BRI HMKETREHE O R S ERE L.,
®E51, 2.5, 7, 108X 14 BOFRERT. I HICARRBRARSIEFNZ DWW TIEEENR 0.1, 3, 5,
7. 10, 14, 17 LT20 A, WHE O, 1 BLT4 BORERALLONCHE 4 A0 A Gk
B Z. RBRESHICOW TS 28, 35, 42850049 BOBRERTB L5 ADEA
(FIBR) ICEFRFE(PFV b Y 72 1401 B MP7T-2 B & TN 1407 MP8-1, B —/L 7 A A%k
R FAWTHIE Lz, REHMP @ OoRES) IRSEEBEHO D, MFH#O
PER &R U RIICHELE,
EEIBMER L O EEMFELZ D TOFERICEVER L,
R S R EENE= (&S5 14 BRE) — 85 1 BiEHE)
IR IR INE = GFIE 20 BAE) — GFIR 0 RAE)
HEHMAEREME=(EE 4 BEE - HE 0 AER)
EHEMNE= (FEEME &5 1 BEE. ERk0 BH5VWIIME 0 BHEE) X100
3) BEEERE
EHNCOWTEE 1, 2, 5, 7, 108X TN14 H, ELRRBASLHFICOVTITELR 1, 3.
5, 7. 10, 14, 17TRB X200 HARLWNIHE 1 B3I T4 BIZHIELE, HIEMBEOKEE
PLEAOEBEB U TCHEL OBHO 1 BLOBEEZHEE L, MECIIEFREG
U kY X 1401 B MP7-2 £ 7213 1407 MP8-1, A —A Y 7 A ARRASH) 2R Lis,
4) MERFHIRE
WEREMEE 6 FlICOVT, SRtk 5 B (HE 4 BORB)ITH 16~22 BfHER L
Sy FeT—F VRREEL ., BEERBINR O 1ol 8if L, O~@IZ-5VVTiZ EDTA- 2K (R
)Vl PIEZERMOE, TLAERRER) TAELELKEE AV, OB LT0QITonT
i1 3.8% 27 B YT ATLEL, 3000 rpm T 10 SHOELABETHE LN M
v, o, Boh-iis L OCIIRER TR, BEL,

_11._
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BEEE 5 X ORI -
O7r Bk % (RBC). ERIEDE (BB BREHEEERE F-820, VXiyIR)
@~< +27 U v MEHL) EXIEHE (B B MBREHEEERE F-820. YA#yIA)
GO~FE & (Hb) ST A MNESBE U

(B B BKFHECER F-820, Y2Av)R)
@F TR M BRI FE (MCV) RBC, Ht fE& V&M

(B B LBREHECERE F-820. VA4vJ%)
OFHFRMER~E 7 v o & (MCH) RBC, Hb fE L W EH

(B BREHECERE F-820, YAAvJA)
®FHRMER~TE 7 1 B (MCHC)  Ht, HhEL DV EH
: , (B BMEREHECEE F-820. VAlyIR)
@#EHR fBkEK (Ret) Brecher ¥ (855%)

®iu Mgk (Plat) ERIRPUE (B B M BKET EERE F-820. VAiy/A)
©@ A fBkE (WBC) EXIEHE (BB MBREHEEER F-820, Y249JR)
@A MR & 4yt (Hemogram of WBC) May-Griinwald-Giemsa YeBAEA SR

@7 nm ba e B (PT) FRVRTTRAF Mk

(LR EEE B Bl EXERE T A7  KC-10A, N 124-)
OIEMALER S v 7° 725V BERRT (APTT) T UUERE
(7% EeE B Bhifl E @7 Avy 7  KC-10A, 1 JA4-)

5) MiRALFEORE |

HERBMEE 6 FlIC O THMRE S A (BE 4 HOER) OFIRERTH 16~22 KFHE
BRLETZ Y bex—T7 VRRER L EERBAREL VL L7, OB X OOIZ W TR 1 ol
Bl ~RY o F R DAY F R AT, 1000 Bfi/ml, £ AEEHRNSH) K
20 BAT TR, 3000 rpm T 10 SFAOELAEETE D R IV TRE Lz, o
BB IZOWTIEOBERIA D BBRE (7 U — RS ERRAS) IC ik 2 5E L, 3000
rpm T 10 HE OB LHBETCHONEZLEEZ AV TRE L, 28, o -hfflks L Um
FIIRERTH, 20°C THEBERE L,

REEERBLUREFRE

D GOT ' IFCC ¥ (BB ITEER 7150 7. B L BIAERT)
@ GPT IFCC i (BB #TEEE 7150 2. B SLRHERT)
@TFTNH YHRART 7 &Z—F (ALP) Bessey-Lowry ¥

(BENOHTEER 7150 B, A LRILERT

_12._



@y —GTP

&I a—z (Glu)

®=Y A5 5 —F (Ch-E)
@ﬁ:vx?mfwﬂ{m)
®Y 8 (PL)

@MY ZYEY K6

@R LY A (T-Bil)
ORFEZRUN)

@7 L7 F = (Crea)

@7 b Y 7 A (Na)

@AY 75K

®7 a—n(Cl)

WH N7 A{(Ca)
OEHY > (IP)

BRERA (TP)

& A4\ (Protein fraction)

SR—9877

BELy- IV IN-p=baT =y FEEE
(BEDHTER 7150 . B STRVER

~F Y Pk

(BEVOHTEEE 7150 2. H SEBIERT)
T F I NFAay EEE

(H AT IR 7150 ., A SLEUERD)

BERIE (EBIOHTEER 7150 2. B STBUERT)
BESRIE (B BT s 7150 2. B arBdfEmn)
WEEE S Y B o — LRk

(B BN 7150 2. B SLBUERD

TYEU AT

(E BT 7150 &, B SEEUERD)
JLVT—E - AV FTx ) —ViE
(BEOIEER 7150 4. H SZ8UERD)

Jafféit (B EhAT4EE 7150 2. A SLELUERD)
RAEEE (BBRILER 480 B o —= )
RN EE (BBRILER 480 2 —= )
BEWEE

(/a4 Kb 2 —CL-6M, EEEE)
OCPC ¥& (B BhoyHT 458 7150 2. B SLBLERT)
Fiske-SubbaRow ¥

(BEONTER 7150 2, B ST8U4ERT)

vY Ly bA

(BEVOHTEER 7150 . B STBUER)
A=A T T — FNEBERIKENE

(& BEEXVKEIEEE CTE-150, )

@ A/G EE (A/G) tro—AT7 57— MNEERIKENE
(£ BEYERIKENERE CTE-150, &)
6) H

SRFNISHE 5 B (BE 4 BOBR) 10, RETRIAIERSMK TS 24 B @5 51
AOBA) I, HE 25 B THOMMNED HNRVBRSIFITITE 26 BICHR L, &
AEZBEL, HFID > bMRENRES L VIR ERERIC OV CIRNnE, =
—F AR T CHROEFE S &, 25 0% - AT RIRIICERE L, DTORE - Bk

_13._.
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% 10% PHARE R V< U VIRICEE - RIF LT, 238, IRERB LU —F —JRid Davidson
BCTHEE - #RF L,
B ORR - /NB) . TG, Bl FORBRGEA) . BRUMEGER) . BB GE). B,
D, WEXER, & R, BGEIBRBLOERE) . . B, +2865. =25 |
M (A =R ETe) . B, BB, BB, BE. K. MEEXS) . BE(ER).
BERE. ORE(ER) . T8 (AN LOEE) . B, RkE&EhR) . " F—lRER) . 4R
CHIEER) . K (EER) . B (BBt . KEBVE (BEST) . TR . B85
REEER) . MBRBLY /)8, FHRY v B (h). IR GER . ETRER) .. FF
HR (2 A7) A BAR OF) B L OWIRMEFEMLE L TR T AABE DS 57 No. 361 (15
mg/kg #) OEHBAHREER L OKR TEARBEEOZ i No. 452 (30 mg/kg BF) @ HaER
ARz JE
7) WEERAE
EFNZOVWT, FIREFICEFRFE(ER-180A, = — - 7 F « FAKKEM) ZHVTRL
TORELCHOWTEEZHE L, EADORTROHDIEEICOWTL, EABAITHIEL.
SRHMEEZFEI L, 708, ¥tk 5 BICHIR L2 BEMIC OV THERMLIE 2 i L7z,
B, Do, TR, B (E4R). MR 8% (EhA) . MRl LOURE (EhH)
filx DEEERLFREICHE LEBMEERICESNT, REAEEEL R TOFHE
NICXVEBLE,
BEREEEN=(REEE /IWEE) X100
8) FREARRREHRE
SRR LOSAEHOSFAORERE - ML b2 RE & TEE, HRiFc
KFTHBEEDA LR No.361(15 mg/kg #) DEMAMBE R L K TEARERE DS
547z No. 452 (30 mg/kg BE) DIERA MR G & /35 7 4 BB HETI L, ~< FF U v -
THAVUREERBER L, BRI OWT LY UEREAERLER L TER L, 8k
DFEFR. VAN REDZEBLEZ bW A2 E OB LN BB OV T, ZOMORERED
EFIOVTHENY XU v - AV URAERB LUV Y CFEREERFER LT
BER LT,

. MBI OIS LU AR ORAIC DN T

) MEASRE

BELHIC VT, BB 10 B bRRRY E TOEA, ¥ AFREAT k5 EHRHES
BOERL. NS T CIEMRNE (RENS. RN, BENEE. BEED
ZURMBRILE) OHERFTV, HEHOSREE 4 Fb 6 BOMET 2 E Y E
THORER LHIE Uiz, BHKERD 5 IR 7 B U L L T4 bR B BALK
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HEEEBORE LHE LT,
2) MEREDATERERE
# 5 14 A OMEREICDOWT, FRBRENTY FMS 15 1EEAESDE) T 14 HHEE
REEL L TR &¥T, ZREORMIIMOBANOER D 2 W ITEBHEX X TERFICE TR
HRINEREL L, XBRLAFER0 B & UTRE Uiz, RO TEIZHE
FRMEREINTEGHEGE L. RER [((REBRY LT v ML FET » M X100]
BIOSBE [((EHULET v M/ RBEBKSL LT ~ F8) X100] Z#EH L7,
3) B L OB RIES
R UTHELFINZDOWT, ik 21 A HOMET B E T 9 RRCOHRERE. mMER
. AHFRERS IO CEHE, HEROHNBS IUAREBE L, Mook T%:
R LGS, TORRME 0 R LTRE L, TOBENL., HIEHAM TR 0 A 5
OHE 0 B (I TR) ETOR%K], HER[(ERZHE LT v M/ ERIES
R X 1001, iR [ (RHE RS, FRES) X100], AR (HERBRETR
HEERE) X 100], WHE 4 BB XE[(WE 4 BRCHEBEROBD LN IMET » M/
EFCOBULEET v MR X 10013 & O (A R4/ MA BRI 2B H L,
4) FAERO—BREBES JOEFE
2HIZONT, HBOHPDMB4HETIA1E, AFRIUBCEERL. —RK
RBEBLUARICOWTBE L, 2. BERKIOHKTEEMBO0OR L LTREELX,
BEFERPOHAERERE [(MF 4 AAETREHEMRBRARRE) X 100] % 158
ZEMELTERLE, 72750, BEREH D WIIRBAH & 2o 23 IRIIETH & LTHR-
7
5) B AR OERERE
ZHNZOVNT, FE 0. 1 BEU 4 BIZEFRFEHF MY U A 1401 B MPT-2, I—
V7 A ABRRER) F RV TREESICEE Lz, 2B, SFHAET 1 EdHE D o4 IRL6
DEEEFER SN 1 R OMERER O SR EIZ SV TERR L.
6) F AR OFIR
FETEFINTE D ICHBR L., whole body % 10% T HEEERL~< U VIR TEE « RIF LT
FOMDFNTONTIE, HE 4 AILEAR(RENEZ L) 288 L. “BLRFBAEID
I OREFSE, 2F0ORF - MBRTARMICEE LT,
5. GiEtFMIFE
hE, AEEMER L OHEENE, SHEE. FRECEENER. MEEHHRES LG
RILFHREBEOREE, BEEE. BEAEERL. ARFEEE. FREEBLIUERE, &
HERS, HMERSRRAFIRR. SRR, WAER, M, HERARECRE, HRPH. W
E 4 BAGEREB L OHAREFERIZOWVTIT Bartlett OREEZITV, SHOBWELZ MR L

_.15__
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7o EHBOBEIT—TRESEOWIIETENT L. TE0BDB AL Kruskal-Wallis OKRE
ETHIT L, —TEREBOBOWNORERE. FEENSZLNTHE L Dunnett DREELZAWT
StRRBE L DB A 1T 572, Kruskal-Wallis OREEOCHEMT ORR. FEERALNHEIT
Mann-Whitney D U-REEZRAVHBEL QLT o7, RREDEHNIEE 72 5N HR
B EHREERD S L 2B EOBE S L— FRH LT RIZ OV Tt Kruskal-Wallis
OREETEN L, FEENALZLNZZEHAIX, Mann-Vhitney DU-REEL A VRIRE L DL
Baiiote, HAYORFEOFE, ZBE, T, HEXRSLIUWE 4 BERFEETRLLTI
REAARFRIRER RO O b 1BBOBIES L — FRL LN RIS OWTIIE R x - RE
PITV, FORER. FBRERLONHET 28 B x 2-RECKHBEL OB EIT> 72, 727
U 28K x 2-BEH D VIR x 2-REICAREE DB AL Fisher DEBEMEEREEL AV
7=

728, HAROBEL LUHIECHWT, HASE, M, FAERATFERR LOMHENFEER
DONCHEHESFHAEIC OV T, 1 A EABN L UTRFTLE ST o7, SHREE OLBRE
WZOWTIE, BB L EEREEY AV, EREFESHUTERFZENICHER L L,

DA

1. EYoORERSSE
(1) — Bk TE
—HCIRRED AR % Table 2, INDIVIDUAL DATA 1-1~1-4 TR,
WTHORC S RERIRD bhviedso Tz,

) EEH#E

REHS % Figure 1, Table 3, INDIVIDUAL DATA 2-1~2-4 2R,
FMANREFHL LR LR L CTEEERRD LN T,
Q) EHE

fZEEE% Figure 2, Table 4, INDIVIDUAL DATA 3-1~3-4 [Z7&7,

STRREE & B U TIREEE OIRMED 15 ng/kg B THRE 14 BIZRB O bR, BRAERTIER
ENLV—BEDOELTH D . MANRE L OBSERII VLD EE 2 b,
(4) FRBE
RBEDHME % Table 5. INDIVIDUAL DATA 4-1~4-4 7R,
FUANBREHL LEREEBICHBHELE L TEFREEIRD LR 5T,
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(5) MR FHIRE

MEFHIRE DR %L Table 6. INDIVIDUAL DATA 5-1~5-8 {ZR7,

RHERE & LB L T 30 mg/kg BHETHRMBEREL(RBC), ~~ FZ7 U v MEH)BLIUOA~NES RV
EMb) OEEROTNC T 1 ko B U (PT) OEERTRD iz,

T OMITFIRRE L LB L T 7.5 mg/kg BECITHMBRE 5L THOIERIF IR (Sea. ) DEE. U
2 SER (Lymp. ) DAKAE. 15 me/kg BETEHRMEAE 7 1 & 5 (ICH) O IRAEATE 0 BT,
BRERCRZLNAVELTHY | NS & OB b0 LB ik,

(6) MABALFHIRRE

MR LFRIREDORME %S Table 7. INDIVIDUAL DATA 6-1~6-8 {27,

SHRREEL B L TI5BIN0 mg/kg ETTAH Y AR T 7 #—FAP)BLOH Y 7 A K)
DIEME, 30mg/kg FHETZ LT F =2 (Crea) DEENREO LN, TAHIKRRT 7 F—F DI
DWW THL., FEEFNEER 2V EE 26N,

(7) Fix
HIRORLHE %L Table 8, INDIVIDUAL DATA 7-1~7-4 [Z5779,
IR E R OB IRAHEA 30 mg/kg BT 1 HIICEAD Bz,

T oM, B (MR OFERA G BEEO 1 Flic, BE () 0ZFRER L OBEoZER 15
mg/kg BED 1 Flic. FREEGFR) ORFICEGRAMBHO 1 IIC, 72, REOREE
FHERTETH o7 | BICTRE @R B L UM E B GER) 0ERBBH b,

®)FHEER

REEERIUCHBEREERILOREL Table 9, INDIVIDUAL DATA 8-1~8-8 (2777,

STFRBE & LB LT 30 mg/kg HETHBOBREEEERLICHENSRD bh iz,

(9) REARRE FHIRE

FREGRRRFAIRE DR % Table 10, INDIVIDUAL DATA 9-1-1~9-2-4 |27,

BTk, AR TIRBEICHERARNALNE 30 ng/kg BT L HICBEODL ANED b,

T O, i TIIAFKAE OB E DL BB A REE T 34, 30mg/kg BT 1 HIIC, BEOHK
BEXH D VVIIIERBIZAA 30 mg/kg BT 1 HICRY bk, BB TIEREMRORE DZER
2330 mg/kg BT 1 FICRBO O, FETIRBEC/NAFENRET 241, 30mg/kg#HT1
Bz, BREEOFEEDIEI 30 mg/kg BT 1 BlICBO O, BRTIERSHREL L
30 mg/kg BETE 1 I, BZOBREDOILRVABET 1 FlI, KT LROBEOFEN
SEREET 1 BICR YD iz, R TIUENE O REEHE 0O 26 SR FBRE O KR4 BHERITHY 1 41
o, BEOERPABET 1H, 15ng/ke BT 1HAIKED DI, SREOREFEFHAEF T
XX BICBEORMIRBT R, BR EAEENCTEECHRER. BFOEEOROMNED
bhie, BELEATIIMIC., R TEBICEARNZONSRED 1 fITREORTRFIE

RO LN, AR TIIERED Y &/ B ENARERL L 30 mg/keg B TE 1 FIIRD

_17_.
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N, METIIRRTERSAONZ 15 ng/kg HO 1 FICHREBMABRIZNRE THERIER
ENfe, TEETIIESHESEMOBIRD 15 mg/kg BT 1 41, IS 30 me/kg FETRIZFEIC 1
B, PR 1FICED b,

D EOBETW TN FOHBICHBHE LR L THEEEIRD NPT,

2. BEFgHORERSEE
(1) — kT

—fRRED AR % Table 11, INDIVIDUAL DATA 10-1~12-4 {Z7RT,

FRRTR SHIM T OThoBIC L BEIIR D bh b o,

FHIRHIMR L OWEE W CILR TR AS 16 mg/ke B 1 41 CHEMR 21 B PABE, 30 mg/kg BED
1BICiEgR 17 BEARE, Theh¥m B (Ot s B) ETRO I,

() FEHR

REHERB % Figure 3~5, Table 12~14, INDIVIDUAL DATA 13-1~15-4 |{Z/R9,

SRR SR, SEIRAIRIS SO BRI O VTR OMRIC b, & VAN B 53 & bR &
HE L CHEEZEIFRD bhiehoT,

(3)EEH & “

EEEEDZE{LE Figure 6~8, Table 15~17, INDIVIDUAL DATA 16-1~18-4 iZ7,

FEIRRTIR S HIMCIE, 852 BICHEE LB L T 15 B L1 30 mg/ke HCEMAIED BN
o

ERMIRTIX, iR 5 BT 156 mg/ke FHTERENRBD GNLH, BAEHTIEREO LN
—BHEOETH Y, MAN 5 & oBFERITVWb D EE X bhiz,

HEHMTIE, FVANREREE b RE LR L THEBEERIRO ON2d o7,

(4) MFHIRE .

MEFERRAEORKREZ Table 18, INDIVIDUAL DATA 19-1~19-8 {Z7R7,

XERREE & LB U T, 30 mg/kg BECEIIRMER~T 7 1 BB (MCHC) DIEME, 7.5 8 LTV 15
mg/kg BETIE BIMER T 25 bb CHRRAZLT HER (Stab. ) DIRAEH TR D bii- 25, B3 2o E B
BITRO bRV Linb, MANRE L OBBERIIRZVbD L EZ b,

(6) M¥RALFHIRE

IiER LR E DR S Table 19, INDIVIDUAL DATA 20-1~20-8 (27”7,

SRBEL B LT, 30mg/kg HTRE Y A (T-BID B LTIV a—2 (Glu) DRERTED
STz, MICKHREEL LB L T 7.5 mg/kg HTIRRZER (IN) OBESBO LI, BARR
DHOBALTHY . VAN E L OBFEMIRZV LD EE 2 bk, |

- 18 -
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(6) Bz

B OBE % Table 20, INDIVIDUAL DATA 21-1~21-4 [Z5R,

FRE RO RIS 7.5 BV 15 mg/kg FHTHE 1 HIC. 30 mg/kg BT 2 HIICAD DT,

Z O, FEOBEBAS 7.5 mg/kg BT 1A, BEKE TEER 156 mg/kg BT 1 HlIT,
AR THEEEN 30 mg/ke BET 1 HIZERD biviz,

(N#=EEE

REEERBIUVWESEERL DR S Table 21, INDIVIDUAL DATA 22-1~22-8 |27,

SRR LR LT, R CIIHREEROEMED 30ng/ke T, REFEEELOBMED 7.5,
15383V 30mg/kg HETRD DN, MBI TR EEERSIUREGFEBERLOEMED 30 ng/kg
BHTROON, LETIIBEEEOHEMEN 7.5, 16 BELT 30 mg/kg BT, BEKEEELL
OFED 15 BL T30 mg/kg HETHRD LT,

fLZ BB TEDRBIBROREXREERLILOBMEN 7.5 3LV 30 mg/keg FHTHRD b8,
FOAFECIREEERIOBEAEERI L bICHTRE LR L CTHFEEERD b eh
oy e

(8) yRERAR AR F RO A

SRIBAERR PR A O % Table 22, Photo. H-1, H-2, INDIVIDUAL DATA 23-1-1~23-2-8
IR T,

B, FRCRE IR FRBHENA LN 7.5 BE TN 15 mg/kg BEOE 1 H)72 5 VU 30 mg/ke
BO2HUCBREOTDL ARRD LI,

FEOEFNTOWTRALZ ER LRI T, BEORSMED (Photo. H-2) 23XTREEET 1 4,
15 mg/kg BET 3 B, 30 mg/kg BT 7 FHIFRD B, 30 mg/kg BHORBERB I BE L B L T
BFREENFEDO LRI,

Z O, i TR OBE OEEN RT3 H1. 30mg/kg HT 2Hlic, BEORF
MR DS BB KO 30 me/kg BFTH 1 FICRO b, ETIHEEOREL L OHEIC
B 2BREOHEFFERPIEBE T 2 IR LN, BETIIHBICBIT 2BEDORIFFREN
30 mg/kg BT 1 FICERO Hivie, W TR T/RIZE T S EEORSFER L OREOLH
WENHRED 1 FlICED LN, BERTIIREMROBEEDENED 30 mg/ke FHO 1 FUCFE
H o, FFETIRBEOREOEFEN 30 mg/kg BED 1 iz, FIRTEARMESZLNE
7.5 mg/kg BED 1 FUT/INERIMEOEE OBEIENRTED bitz, (DI TITBED LFEMED R
o 1R bNE, BRTIRERANBED 1A, BEEHEICK T 2BEOLELEN
REREE L TN 30 me/kg BEDE 1 Hic, BT LROREOCBRAENKRED 1 FlICBH b,
FTHATIIEN 7.5 ng/kg BETRIZEIZ 241, 30 mg/kg ETHME 1 FlICBRD b, REK
TITBEOEE DR BMZESEN 30 ng/ks B 1 FlicRH bz, N—F—RTIIEEDY v
SEREEARHBEEO 1 FICRD bz, LR TIEREOLFFEEE 30 me/ke BED 1 HIT,
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FRCTHEL D VIEBAE FTIEENAL DN 15 ng/kg BB L1 30 ng/kg BEOE 1 I EE
BED NI,

3. HEBMOLBELB I UHERORESH
(1) ATl RERRE

ATHREME ORR % Table 23, INDIVIDUAL DATA 24-1-1~24-2-4 [T7R7,

ZEETORYE. REXBIUZRBRFIIEREH L OB LUK L THERIRAD LN
pinot, RRARSN 30 ng/kg BT 1 FRICRD bhizas, HOWEMRER L O 0L
BB L OREAR PR E CAERRICEEIRD O o, FEFITBEBLT 7.5
mg/kg BETH 14, 15 mg/kg BET 2 IR H BTz,

PERHIRE TIIRE PICRFRIEH OFEiE A 30 me/ke BT 1 FICOZBHLNEZR. 20
BT ER S OMEIRDS RN L T,

(2) Srifeds X OB IR IR B2

DB L OB REEEORE S Table 24, INDIVIDUAL DATA 25-1~25-4 {ZRT,

VHIRIATE. MR, HMER, FRE. HERH. SR, HERIFATREBS L OHASE
(. B MAN REBEE bR &R L CHERERBD bNaho Tz,

mB. DY THERRFOETIRAY 7.6 mg/ke FETHE 1 B, 30 mg/kg FECHE 3 Filds UM 7 41
RO bz, 30mg/kg HEOFECIRO S BHEIFB IV 6 FlIX 1 O THo=n, i
B (No. 455) [IMERES 1 BIDFERZEHE L. METHCEE A LN eh o,

QYA DOAEFE
FARDOETFEDORE L Table 25, INDIVIDUAL DATA 26-1~26-4 |Z7R7,
FMANEBEFHLE LAREL R LT, SERAFRIARZEIRD LR o1,
(4) Fr & R o—eiRaE

FAERO—BRREORHEL Table 26, INDIVIDUAL DATA 27-1~27-4 {2777,

FET H D VMI AR FREETIE 1 81, 7.5 mg/keg BECTHE 2 1], 15 mg/kg BETHE 3 FIITRD
SITZH, 30 mg/kg HTIIFET H DWVIIABAFIIA LN T MANBREIC L AR BTV 0L
Zzohiz,

AEEFITIIAMED 30 mg/kg BETHE 1 FIICRO ONEDOHTH -7,

6) FAEROEEHRS
FAROEERS % Figure 9, Table 27, INDIVIDUAL DATA 28-1~28-4 |Z5R7,
SMANREFE L LR BHLLEB L THEREIRD bR o T,

(6) BTAERDFIRR
FEROTBROMEE Table 28, INDIVIDUAL DATA 29-1~29-3-4 {Z/RT,
FELFATIINTAOFIC S ZFIETFED b o T,
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WE 4 BERFITIIFBOE OGN 7.5 ng/kg O 1§, —RES8ETLLNE 30
mg/kg BEDAMENME 1 FHTERDH SN, FOMIZEBIRD N o7,

%

g

MAN @ 0 GREBBEE) . 7.5, 15 B XU 30 mg/kg % 1 BEMERES 12 ICD Crj:CD(SD)IGS T v Mz,
7 v MR U CIRELRT, AREHIMR L OREA 2 5105t 46 BIE. MET v MK U CHEAELAT.
BB L OMHEHM, 25 0NWHE 4 B TOMM, BRORERS L. MESH~OREREIC
X BB, MHEBYOATER L OFERORAECRITTEEII >N TR L,

1. HERGEE
() BESPIZRIETH

—fREE, REHE. BERBLURBRETIE. SBREHL D MNBEICI2FEIRD LN
Bholz,

MEFHIRE T, FOFKE, ~~ b7V y MEBIUONE v B B0OKMED 30 mg/kg #
TROOLNZ, ZOEiE, MAN 82502 & 0 FRINEKE L UANE 7 1 B o o7 ¥ ORsiitE mn
PDRESNTHNDZ L I0h, MW BEICEAREBLEZ N, £, 70 b EVEHO
SEREN 30 mg/kg HETRDONER, ZOBLITHBENBREOCERTHY . M/ MREICELB A
LNTWRWNWZ &b, BEFEMERIILVWLDOLEEZ LT,

ML FERIRETIX, 2Y U LOEMEMN 15 BE V30 mg/kg BHET. —H., Z LT F=LOEHE
tH 30 mg/kg BHTRO DN, REMARENRENOILIZOEEERTIBROBRTTAD L
NN END, MNEREOEELIIEZZ OB, TOBFIZOVWTIEBALN TR T,

FIR T, RERBICRIREIA 30 mg/kg BEO 1 FlIcA b, HREMBRENRE TIHEOLA
LR LN, TOBRIE, MAN ICIXEEERMNRH D Z EBHEIhTWAZ &Y -, MAN
DAME QB EEMRBROTHRR 2 T REBEORFERAH LNET END, AN BEIC
IHHBLEZLNE,

(2) MBI RITT

—HRREE T, 15 B XU 30 mg/kg BT 1 FUCR TIEAED b, HEEBFHRE TL
BROBENFED LR, ZOBIZBRRBRANCLIELIERD I, HRZVBICRATIZ
EBHMBENTVWAZ L 9k, BRELEERELHM L, £, FEEBIIEVTH, &5
BHELHICMAN RS LB ONh o7,

BEETIE. ®52 B (EKREHS)IZ 15 8L 0930 mg/kg HTEEEOKMEN L L, SRE
LB LTHEERBEEARD DN, LML, &5 2 BICITHBETOLATH & B U CEEEN
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BEFLTRY., FREHTEHZTOROEBHEEHB S I UOBEEBILETIALONT., —BEDE
ETHDHZ Nt MINRSICED2BHENRELEIIEL bR T,

MEFHRE T, BRPERSOREIROONRP o7,

MBI FHRRETIE, 30mg/kg BETREUAELVBEIRS AV a—X0EERRD S, £72.
HROFEEEOEMED 30 mg/keg T, HEAREEELOHENSTREFHTRD LN, L

. HEORERE F ABIOREBEBREORECBOWUIFRICER XA bR, 202k
B/ PLI N mﬁm%Mﬁﬁkiumﬁﬁg AR LN EAIE, FBROBRETTEIC LD b D
LRI N,

HRTIE, BRERBEORRANN 7.5 BILUN15 ng/kg BT 1 F1T, 30 mg/ke BT 2 HHIFR
H LI, REMABFHRE CIZOLALRED bE, RO RITH Y M, MW OFEEE
ML 2EEBLEZ DN,

HEEECRITROFBOMIZ, MBOHREERESIURELEERLOSIES 30 ng/keg B
TH b, REMERAIRE CIIB/MEND 156 mg/kg BT 3 H1. 30 mg/kg HET T HIZRDH LN
7o TOEAIE, MAN IZ X 2B MME ISR ESH T2 Y00 MINBREICE 2B MITRHT
HREEOEEEZ BT,

E, DBOREEEOHEIERGH T, BEAEEELOBEN 15 8LV 30 mg/kg FHT
A LN, LBOREMBEZNRETEERA LN o208, F o8 CRODIERS OEE
BEIEME LTED L, MEENEIIEZE TRV ERESNTEY ¥, LIEXROFRERO—DIZ
B BRHEF 5N THWD ¥, —F, MAN OAMR OB EEERBROTHRR 2 ORTFITILh L E
DYLIRBS KO BN L O, MAN IZ L 2B OBENRE 2 bz, Laid-> T, AR
RTHONCUDBOBREERRIUOREFEEEL OB MAINRGIC L 2R M OB L
Zz o,

PEDZ &t HED 15 mg/kg L EOREFIZIBNTH Y U LDIERME, HED 7.5 mg/kg P E
OHEERICEOTURORERETRILOBES L URERBEO TS ABE L ZNEAD b,
Lo T, ABBREMATICRIT 5 MAN OEZEER (NOEL) (3T 7. 5 mg/kg/day TH V. HETIX
7.5 mg/kg/day Rii& B2 bhiz,

2. AFERAEMH ‘ ‘
CETERERE TIT. SREMLVMEORER, MOMEHBIOEBEE, T, SRR EE.
BEEASLUIIR) B LURSBHRE @B OEE2 L ICEHRICELITRBD bhiahoiz,
E7. 30 mg/kg HTOAEROREBEEBFENRETHLEFT IR b oTz,
BRI OTIRK. EIRIM. BFRE. HER, HE. HERR HEERRAFRER LU
ARIIBOWTOMNBREIZ L 2BBIIRO bRl 2B, 30 ng/kg BEOREW 1 4] (No. 455)
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A TRERRRSICHE 3 35 X UM 6 BIOFET R BN, © OB O —IRIER kU
CRERHONT. FOIERS | AOSARZEE L, FAERORSICSBEIID LA
o L b, FELIR L MAN $5 b OBBENEC ST B T Do 7o
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7,

DLEDT 2t MEREOAERER L O R IC S BEEE L VAN 540 & 5 B0 b e
STe LIER-> T, ARBEMSTIZIBIT A MAINOREREIZ L AREWOATEICRT 5 BEEE
(NOEL) 72 & CNTHT AR OFEA KT D ME 2R (NOEL) 1% 30 mg/kg/day A EEE 2 i,
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Table 1. Experimental design for the combined repeat dose and reproductive/developmental toxicity screening

test of 2-methyl-2-propenenitrile (MAN) in rats (SR-9877)

Concentration
of MAN No. of animals® (Animal No.)
Group mg/mL Male Femiale
Control” 0 12 (101~112) 12 (151~162)
MAN°® 7.5 mg/kg 1.5 12 (201~212) 12 (251~262)
MAN 15 mg/kg 3 12 (301~312) 12 (351~362)
MAN 30 mg/kg 6 12 (401~412) 12 (451~462)

a: C1j:CD(SD) rats were dosed orally to males from day 14 before the mating period to day 46 through the mating period,

and to females from day 14 before mating to day 4 of lactation.
b: Rats in the control were dosed with olive oil.

¢: MAN was dissolved in olive oil.




Table 2. General appearance of male rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9877)

(mg/kg)
Item Control 7.5 15 30
No. of animals examined 12 12 12 12
Abnormal findings 0* 0 0 0

a: Values are no. of animals with findings.



Table 3. Body weight changes of male rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproduct ive/developmental
toxicity screening test (SR-9877)

Day of administration Body weisht gain

No. of ' a

Group animals 1 2 5 7 10 14 21 28 35 42 46 Day 1-46 ¥
Control 12 39,7 395.6 11,2 417.8 428.3 442.8 463.5 488.0 510.9 528.6 535.5 140.8  35.469
2.7 22.6 27.0 28.5 29.3 29.7 34.6 39.1 44,3 50.4 51.1 29.0 5.725

MAN 7.5 ma/kg 12 297.6 308.6 111 417.7 427.6 4617 458.8 483.8 504.8 517.8 525.9 128.3  31.983
2.6 23.2 26.5 21.7 32.0 334 38.7 441 47.9 52.4 55.4 3.6 7.130

MAN 15 mg/kg 12 396.1 297.3 412.0 416.6 427.7 4417 460,3 483.3 504.3 519.6 528.8 132,733,319
21.8 25.3 27.0 30.0 32.0 33.5 37.8 40,0 42.2 5.0 47.5 29.6 6.303

MAN 30 mg/kg 12 306.3 396.3 §13.4 422.2 433.5 447.6 462.9 483.3 499.0 520.0 5247 128.4  32.062
26.0 28.3 30.3 2.7 36.1 4.6 44,7 48.9 53.8 59.0 3.3 7.626

2.4

.........................................................................................................

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



Table- 4. Food consumption of male rats dosed orally with 2-methyl-2-propenenitrile {MAN) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9877)

No. of Day of administration
Group animals 1 2 5 7 10 14 21 28 3 42 6
a

Controt 12 28.0 22.6 23.8 23.8 23.2 23.3 21.5 21.9 21.8 21.9 21.3
3.0 2.5 2.2 2.6 3.5 2.0 2.4 2.1 2.8 4.8 3.0

MAN 7.5 ma/kg 12 28.8 23.2 22.5 22.8 22.5 21.1 20.5 21.2 20.8 20.9 22.9
3.5 4.1 3.7 2.7 3.5 2.8 2.9 3.0 3.7 2.8

MAN 15 mg/kg 12 29.1 23.0 21.3 22.6 21.8 20.6¥ 21.4 21.8 21.8 23.2 22.9
2.9 2.9 2.8 2.6 1.7 2.8 1.6 1.5 2.1 31 31

b
(10) {10

MAN 30 mg/kq 12 29.8 21.8 21.3 23.6 23.3 22.1 21,5 20.8 20.9 23.6 22.8
25 3.5 3.7 3.3 2.7 2.5 2.7 3.6 2.8 3.6 3.3

a: Values are means and S.D. thereunder, and expressed in gram/day.
b: Values in parentheses are no. of animals examined.
% Differs from control, p = 0.05.



Table 5. Urinary findings of male rats dosed ofally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/developmental toxicity

screening test (SR-9877)
Uro Occult
No. of pH Pro Glu Ket 0.1 Bil blood Color
Group animals 70 75 80 85 =+ + ++ - e - EU/L - - A
Control 6 o* 1 2 3 32 1 6 0 0 6 6 6 6 6
MAN75mgkg 6 o 1 0 5 5 1 0 6 0 0 6 6 6 6 6
MAN 15 mg/kg 6 0 0 0 6 3 3 0 6 0 0 6 6 6 6 6
MAN 30 mg/kg 6 1 0 0 5 3 3 0 4 1 1 6 6 6 6 6
Urinary sediments
Epithelial cell
Small Specific gravity Water
No. of RBC WBC Squamous Round round Cast 1.031-1.041- 1.050< U-Vol  consumption

Group animals - - - - - - 1.040 1.050 mL/21hr g

Control 6 6 6 6 6 6 6 12 3 9.83° 177

3.60 5.8

MAN7.5mgkg 6 6 6 6 6 6 6 1 5 0 11.08 208

‘ 3.09 39

MAN 15 mg/kg 6 6 6 6 6 6 6 1 3 2 12.33 233

4.22 9.7

MAN 30 mg/kg 6 6 6 6 6 6 6 1 4 1 11.00 19.2

3.32 12.3

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




vTable 6. Hematological findings of male rats dosed orally with 2-methyl-2-propenenitrile (MAN} in the
combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9877)

.................................... -

No. of RBC Ht Hb MCY MCH MCHC WBC Plat

Group animals 104/l % g/dL fL pg g/db  10%/ul  10%/uL
a

Controt 12 904.7 48.68 . 16.38 53,81 18.11 33,68 107.1 113,95

39.7 2.65 0.63 1.65 0.55 1.03 27.9 11.09

MAN 7.5 mg/kg 12 915.3 48,39 16.22  52.87 11.71 35.5  113.8  116.83
29.8 2.42 0.72 1.81 0.48 0.86 2.1 8.70

MAN 15 mg/kg 12 910.5 48.01 15.88 52,73 17.43% 33,07 7.3 109.61
26.9 2.01 0.52 1.40 0.3%9 0.77 28.0 13.75

MAN 30 mg/kg 12 856.7%%  46.23%  15.52%% 53,99 18.12 33.57 4.0 107.32
38.6 1.61 0.62 1.48 0.56 0.52 23.4 14.73

Neutro.

No. of Ret. PT APTT Stab. Seg., Eos. Bas. Mono. lymp.  Others

Group animals Xe sec, sec % % ¥ % ¥ % %
Control 12 21.3 15.75 26.21 1.5 7.8 1.6 0.0 0.4 88.8 0.0
3.8 1.62 2.2 1.6 2.9 1.2 0.0 0.7 3.9 0.0

MAN 7.5 mg/kg 12 19.8 15.28 25.65 1.9 11.9% (R 0.0 1.0 B84, 1% 0.0
35 1.47 2.60 1.3 . 1.2 0.0 1.0 0.0

MAN 15 ma/ky 12 18.8 15.33 26.01 1.6 9.1 1.1 0.0 0.8 87.4 0.0
4.0 1.70 2.45 1.8 3.9 1.7 0.0 0.9 6.1 0.0

MAN 30 mg/kg 12 23.3 14.13%% 24,66 2.3 10.3 0.8 0.0 0.9 85.7 0.0
£.6 0.61 2.55 1.2 3.2 0.7 0.0 0.9 3.0 0.0

_______________________________________________________________________________________________________________________________________

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



Table 7. Biochemical findings of male rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/developmental toxicity

screening test (SR-9877)

_________________ —— ——

A/G

Protein fraction (%)

Globulin

(4 2 @ 2

--------------------------------------------------

UN Crea

ma/dl mg/dl. mEq/L

No. of TP

Group animals g/dl
a

Control 12 5.88
0.2

MAN 7.5 mg/kg 12 6.00
0.24

MAN 15 mg/kg 12 6.03
© 0.8

MAN 30 my/kg 12 5.93
0.3

No. of T~Cho

Group animals mg/dL
Control 12 60.4
13.8

MAN 7.5 mg/kg 12 62.5
12.9

MAN 15 mg/kg 12 60.8
8.5

MAN 30 mg/kg 12 59.6
9.3

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

%: Differs from control, p= 0.05.
#x: Differs from control, p < 0.01.
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1538 0.458  141.42
1.40 0.033 0.

4.90 0.475 141,67
1.30 0.068 1.30

15.27 0.492 141,29
1.56 0.042 1.37

14,67 0.513% 141,04
2.42 0.084 1.03

GPT ALP Ch-E v -GTP T-Bil Glu
/L /L /L Wil ma/dl. mg/aL
24.3 273.9 61.8 0.37 0.059 172.6

5.8 59.8 28.6 0.13 0.010 19.2
2.0 235.2 9.7 0.48 0.068 176.6
17.3 £1.0 8.3 0.24 0.022 £8.2
25.6 217.6% 0.3 0.40 0.062 182.3

5.5 63.4 5.7 0.14 0.006 18.6
30.3 198.8%%  55.2 0.070 184.3
15.7 £1.8 14.0 0.17 0.015 32.5

Ca 1P
mg/dL mg/dL
9.65 7.13
0.33 0.43
9.54 6.93
0.33 0.46
9,58 6.73
0.15 0.44
9.56 7.07
0.26 0.55




Table 8. Gross findings of male rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9877)

MAN (mg/kg)
Item : Control 7.5 . 15 30
No. of animals examined 12° 12° 12b 12°
Organ : Findings
Glandular stomach : Dark red patch, mucosa 0d 0 0 1
Kidney ; Dilatation, renal pelvis, bilateral 1 0 0 0
Testis : Atrophy, bilateral 1° 0 0 0
Atrophy, unilateral 0 0 1 0
Epididymis : Atrophy, bilateral 1° 0 0 0
Yellow patch, cauda, unilateral 1 0 0 0
Spleen : Cyst 0 0 1 0

a: Includes one animal whose mate had no evidence of pregnancy.
b: Includes two animals whose mate had no evidence of pregnancy.
¢: Includes one animal that failed in copulation.

d: Values are no. of animals with findings.

e: Animal whose mate had no evidence of pregnancy.



Tahle 9. Absolute and relative organ weights of male rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproduct ive/developmental toxicity
screening test (SR-9877) :
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Body Liver Kidney Spleen Heart Brain
No. of weight Right Left Total
Group animals 9 g % g % g % g % g % g % g %
a .
Control 12 511.8 13,891 2.698 1.677 0.328 1,653 0.324 3,329 0,651 0,748 0.147 1.504 0.293 2.200 0.433
50.2 2.272 0.199 0.192 0.026 0.171 0.024 0.358 0.049 0.104 0.019 0.173 0.021 0,066 0.043
MAN 7.5 mg/kg 12 501.9  13.664 2.717 1.607 0,323 1,609 0.323 3,216 0.643 0.715 0.142 1,464 0.292 2,240 0.450
51.9 1,89 0.181 0.159 0.023 4.159 0.031 0.313 0.053 0,082 0.016 0.196 §.019 0,070 0.046
MAN 15 ma/kg 12 502.4 14,575 2.889 1,560 0.309 1.524 0.303 3,084 0,612 0,703 0,139 1,433 0.2865 2,193 0.438
460 2.256 0,246 0.242 0.025 0.209 0.018 0.446 0.043 0.123 0.020 §.115 18 0.078 0.033
MAN 30 ma/kg 12 5002 15.%98 3.063%% 1,593 0.319 1,576 0.317 3,168 0.635 0.790  0.158 1,403 0.283 2,235 0.452
58.0 2.655 0.230 0.169 0,024 0122 0.020 0.280 0.038 0.128 0.019 0.119 0.018 0,081 0.062
Thymys Adrenal Testis
No. of Right Left Total Right Left Total
Group animals mg 107%% n 107%% mg 1073 my 107%% g % g % g %
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Contral 12 299.8 59,102 28,

MAN 7.5 mg/kg 12 216.1 54,784 29.4 5.860 30.8  6.143 60.3 12,008  1.637  0.328 1.643 0.329  3.280 0.658
65.4  10.731 5.0 0.847 5.1 0.784 10.0 1,597 0.126 0.033 0.117 0.032 0.236 0.063
MAN 15 mg/kg 12 2.7 54,043 29.8 5.917 3.6 6.082 60.3  11.99 1.606 0.321 1,585 0.317 519 0.638
5.2 9.930 4.5 0.697 k. 0.661 8.6 1.305 0.137 0.038  0.179 0.047 0,308 0.083
MAN 30 mg/kg 12 282.2  56.000 30.3 6.078 2.4 6.433 62.4  12.512 1,727 0.249 1.715 0,348 3,442 0.69%
100.2  16.133 3.6 0.501 4.0 0,585 [ 1,052 0,125 0,041 0.122 0.039 0.245 0.079
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(cont 1hued)




Table 9. ({continued)
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Epididymis
No. of Right Left Total
Group animals g % g % g %
Control 12 0.625 0.124 0.608 0.119 1,233 0.245
0.1 0.028 0.699 (.026 0,205 0.054
MAN 7.5 mg/kg 12 0.635 0.128 0.608 0.123 1,243 0.250
0.030 0.015 0.0%6 0.015 0,061 0.030
MAN 15 my/kg 12 0.649 0.130 0.622 0.123 1.271 0,25
0.058 0.016 0.065 0.012 0.120 0.027
MAN 30 mg/kg 12 0.668 0.135 0.633 0.128 1.301 0.262

i 3 1 0000 4 S 0 0 Bt L0, ot 43 O T e 0 P 0 0 B e T e O 1 P e P P P i o B o T 4 AR B B 0 T P

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



Table 10. Histopathological findings of male rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9877)

MAN (mg/kg)
Item Control 7.5 15 30
b
No. of animals examined 122 12° 12 12°

Organ : Findingsd Grade’

Lung : Accumulation, foam cell + 3f 5 - 1

Hyperplasia, bronchiolo-alveolar + 0 - - 1

Glandular stomach : Erosion + 0 0 0 1

Pancreas : Atrophy, acinar cell + 0 1

Liver : Microgranuloma + 2 - - 1

Necrosis, focal ++ 0 - - 1

Kidney : Cyst <> 1 - - 1

Dilatation, renal pelvis : + 1 - - 0

Regeneration, tubular epithelium + 1 - - 0

Testis : Atrophy, seminiferous tubule Total 2 - 1(1) 0

+ 1 - 1(1) 0

++ i - 0(1) 0

Hyperplasia, interstitial cell + ! - o) 0

Epididymis : Cell debris, lumen ++ /! - - 0

Decrease, sperm -+ ! - - 0

Granuloma, spermatic + 1 - 0

Prostate : Cellular infiltration, lymphocyte + 1 - - 1

Spleen : Cyst <> 0 - 1(1) 0

Pituitary gland : Cyst, pars dlStallS » <> 0 0 0 1

Cyst, pars intermedia <> 0 0 0 1

Aberrant, craniopharyngeal tissue <> 0 0 1 0

a: Includes one animal whose mate had no evidence of pregnancy.

b: Includes two animals whose mate had no evidence of pregnancy.

c: Includes one animal that failed in copulation.

d: There weré no abnormal findings in the trachea, larynx, tongue, parotid gland, submandibular gland, sublingual gland, esophagus, forestomach, duodenum, jejunum, ileum,
cecum, colon, rectum, heart, thoracic aorta, urinary bladder, seminal vesicle, coagulating gland, cerebrum, cerebellum, spinal cord, sciatic nerve, thymus, bone marrow,
submandibular lymph node, mesenteric lymph node, thyroid, parathyroid, adrenal, eyeball, Harderian gland, skeletal muscle, sternum, femur or skin.

¢: + = slight change, ++ = moderate change, +++ = severe change and <+> = preserice in "presence or not" basis.

f: Values are no. of animals with findings.

g: - = blank value.

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

i: Animal whose mate had no evidence of pregnancy.



Table 11. General appearance of female rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9877)

Item Control 7.5 MAII\TS(mg/kg)

Findings before gestation period

No. of animals examined 12 12 12 12
Abnormal findings 0b 0 0 0

Findings during gestation period

No. of animals examined 12° 12° 12d 11
Subcutaneous mass 0 0 1 1

Findings during lactation period

No. of animals examined 11 il 10 11
Subcutaneous mass 0 0 1 1

a: Includes one animal that failed in copulation.

b: Values are no. of animals with findings.

¢: Includes one animal that had no evidence of pregnancy.
d: Includes two animals that had no evidence of pregnancy.



Table 12, éody veight changes before gestation period of female rats dosed orally with Z-methyl-2-propenenitrile
(MAN) in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9877)

___________________ - - - o ot o e i e e o A e i e e Pt e o e B e o S e B e o B o S e o O O

Day of administration Body weight gain

No. of a

Group animals T 2 5 7 10 16 Day 1-14 %
h

Controt 12 234.2 237.3 2421 248.4 254.,0 261.8 21,7 1.5

12.8 14.4 16.1 16.8 18.1 17.9 6.7 2.497

MAN 7.5 ma/kg 12 233.3 235.7 243.1 250.8 251.9 258.9 25.7 1107

1.7 10.9 13,2 10.5 11.0 12.0 7.3 3.245

MAN 15 mg/kg 12 23%.7 232.6 240.0 2471 247.8 253.4 18.9 8.135

14.4 14,2 13.5 14.3 15.8 15.9 9.9 4.216

MAN 30 mg/kg 12 235.4 234 .4 242.5 246.1 251.3 258.7 23.3 9.798

14.3 16.3 14.8 17.6 18.3 22.0 1.8 4.868

_____________________________________________________________________

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




Tabte 13. Body weight changes during gestation period of female rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined
repeat dose and reproductive/developmental toxicity screening test (SR-9877)

No. of

Group animals 0
b

Control " 266.4
14.6

MAN 7.5 mg/kg 11 21.3
12.3

MAN 15 ma/kg 10 262.7
13.5

MAN 30 ma/kg 1 269.4
23.5

273.0
13.2

276.4
14,0

268.4
14,9

278.8
25.1

285.5
15.5

286.5
15.4

280.8
7.1

289.9
23.3

294.9
19.6

294.3
15.4

288.3
17.5

298.2
2.0

a: (Body weight gain / body weight on day 0) x 100,
b: Values are means and S.D. thereunder, and expressed in gram.
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-----------------------------------

Body weight gain

: a

17 20 Day 0-20 ¥
2.4 4237 1 59.062
2.7 28.3 1.9 5.1
9.7  420.2 152.9  57.178
24,0 27.5 19.7  6.687
6.2 4173 154.6  58.960
19.8 18.0 9.9 4417
315.6  425.6 156.3  58.497
2.4 2.4 157 T7.943




Table 14. Body weight changes during lactation period of female rats dosed orally
with 2-methyl-2-propenenitrile (MAN} in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9877)

Day of lactation Body wéight 9ain l

No. of a |

Group animals 0 1 ¢ Day 04 = % |

------------- o b - o T |
Control " 318.7 319.5 330.8 4,005
2.3 21.6 21.3 3.866
MAN 7.5 mg/kg 1 319.5 38.4 3349 15.5 4,859
20.8 241 25.2 141 §,472
MAN 15 mg/kg 10 310.9 3.1 336 2.7 1.318
15.3 18.3 19.5 12.4 4,090
MAN 30 mg/kg 11 325.1 328.0 3%.5 1.4 3,484
21.3 22.3 23.8 7.0 2.153

________________________

a: (Body weight gain / body weight on day 0) x 100,
b: Values are means and S.0. thereunder» and expressed in gram.




Table 15. Food consumption before gestation period of female rats dosed orally with
2-methy(-2-propenenitrile (MAN) in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9877)

No. of Day of administration
Group animals 1 2 5 7 10 14
a
Control 12 18.5 17.2 16.2 17.7 17.4 17.3
3.0 2.4 2.6 2.2 2.5 2.7
MAN 7.5 ma/kg 12 18.1 16.8 16.7 18.0 16,8 16.7
3.0 2.5 3.7 2.7 2.3 2.1
MAN 15 mg/kg 12 17.8 14.2% 15.7 16.8 14,8 14.9
2.9 2.4 3.5 3.5 2.8 2.6
MAN 30 mg/kg 12 19.6 14.6% 16.8 15.8 16.6 16.3
3.4 2.7 2.0 3.5 3.1 4.5

a: Values are means and S.D. thereunders and expressed in gram/day.
#; Differs from control, p = 0,05.



Table 16. Food consumption during gestation period of female rats dosed orally with 2-methyl-2-propenenitrile
{MAN) in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9877)

1t e e e A e O e o i o O B e Y O

No. of
Group animals 1 3
a
Control 1 18.1 20.5
3.3 3.8
MAN 7.5 mg/kg 11 18.9 21.3
2.2 2.6
MAN 15 mg/kg 10 16.3 20.2
1.6 2.2
MAN 30 mg/kg " 18.1 22.4
2.8 3.2

5 7 10 14 17 2
2.7 23.8 22.8 21.5 19.4 2.2
2.2 2.7 2.9 2.3 2.1 2.0
21.5 24.3 22.1 21.5 20.5 23.9
1.8 2.6 3.4 2.3 3.0 3.7
20.4¢ 23,3 214 2.0 2.7 22.9
2.4 2.4 2.5 1.9 2.8 3.5
22.5 23.4 23.4 22.6 2.4 21.2
2.3 2.9 2.8 2.5 2.5 3.2

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

*: Differs from control, p < 0.05.




Table 17. Food consumption during lactatidn period of female rats dosed orally
with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9877)

--------------------------

No. of Day of lactation

Group animals 1 4

a

Controt 11 16.3 39.3
5. 5.1
b

(10)

MAN 7.5 ma/ke 11 16.4 39.4
4.1 4.8

MAN 15 ma/kg 10 19.2 1.1
5.9 5.4

MAN 30 mg/kg " 22.3 37.8
8.5 1.7

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



Table 18. Hematological findings of female rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the
combined repeat dose and reproduct ive/developmental toxicity screening test {SR-9877)

------------------------------------------------------

No. of RBC Ht Hb MCV MCH MCHC WBeC Plat

Group animals 10%/uL % g/dL fL Py g/dl 10370 10%/uL
a

Control 6 682.8 41,05 13.57 60.28 19.92 33.05 122.7 114,18

51.9 1.52 0.67 3.02 0.82 0.73 25.3 9.81

MAN 7.5 mg/kg 6 688.0  41.28 13,55 60.02 19.72  32.87 139.7  113.38
28.7 2.3 0.43 2.73 0.80 1.23 %.8 16,29

MAN 15 m/kg 6 651.8  40.62 13.27 62,21 20,37 32.70 128.2 122,58
3.0 2.73 0.80 2.10 0.73 0.64 15.9 16.71

MAN 30 mg/kg 6 618.2  42.53 13.50 62.77 19.90 N 1232
32.1 1.53 0.56 1.65 0.46 0.57 N4 - 972

--------------------------------------------------------------------------------

Neutro.

No. of Ret. PT APTT Stab, Seq. Eos, Bas. Mono. Lymp.  Others

Group animals %e sec, sec, % % % ¥ % % ¥
Control 6 57.5 13.85 19.38 4.0 26.5 0.7 0.0 1.2 671.7 0.0
21.5 0.27 1.10 2.4 9.9 0.8 0.0 1.5 1.4 0.0

MAN 7.5 ma/kg 6 4.3 13.90 18.38 1.3% 22.8 1.0 0.0 0.7 7.2 0.0
17.5 0.27 1,25 1.2 7.3 1.3 0.0 0.8 8.0 0.0

MAN 15 ma/kg 6 71.3 14.13 19.42 0.7+  25.0 0.0 0.0 0.2 4.2 0.0
17.6 0.43 1.15 0.8 8.7 0.0 0.0 0.4 8.3 0.0

MAN 30 mg/kg 6 68.7 14.07 19,13 2.3 23.7 0.5 0.0 1.0 72.5 0.0
20.6 0.18 0.9 1.5 7.9 1.2 0.0 0.6 7.5 0.0

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




Table 19. Biochemical findings of female rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9877)

--------------------------------------------------------------------------------------

Protein fraction (%)

No. of TP AlG Alb Globul in GOT GPT ALP Ch-E ¥ -GTP T-Bil Glu
Group animals a/dl Q4 Q@ 2 B Y 1U/L /L /L 1U/L IU/L mg/dL mg/dl
a
Control 6 5.60 1.180 54.17 21.13 8.45 13.83 2.42 80.2 . 38.

8.5 121.5  246.0 0.77 0.058 126.
0.4 0.114 2.46 1.85 1.33 1.15 0.89 19.0 9.8 64.4 3.7 0.33  0.012 8

MAN 7.5 mg/kg 6 1.152 53.57 20,08 10.00 1417 2.18 87.5 33.3 147.2 211.8 0.83 0,055 128.3
0.21 0.059 1.29 1.5 1.55 0.73 0.66 15.2 4.7 30.1 40.4 0.34 0.015 14,4
MAN 15 ma/kg 6 1,120 52.92 21.65 9.62 14.02 1.80 28.5 17.2 226.2 0.55 0.078 134.0
0.15 0.038 0.84 1.78 0.88 1.1 46 15.0 7.6 21.3 5.6 0.19 0.019 16.4
MAN 30 ma/kg 6 5.48 1.175 54,07 21.37 8.87 13.52 2.18 73.2 28.0 151.8 213.2 0.75 0,080 148.0%
0.26 0.046 0.97 2.87 1.80 1.36 0.67 1.7 7.2 57.4 53.4 0.18 0.011 13.9
. No. of T-Cho T6 PL UN Crea Na K €l Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL ma/dL mEa/L mEa/L mEg/L mg/dL mg/dL
Control 6 58.2 33.8 113.8 16.03 0.532  140.92 4,670 109.0 9.85 8.53
3.5 8.2 6.7 1.3 0.034 1.2 0.280 1.1 0.50 1.25
MAN 7.5 ma/kg 6 57.5 .7 111.3 19.62%% 0,560  141.25 4,657 108.7 9.78 8.90
12.6 40,1 21.5 0,96 0,040 1.64 0.309 1.8 0.25 0.92
MAN 15 ma/kg 6 66.7 6.5 128.3 16.83 0.568  140.67 £.710 108.3 9.65
9.3 19.6 13.0 2.77 0.041 1,03 0,374 1.0 0.39 0.41
MAN 30 mg/kg 6 5,0 62 108.8 17.47 0.557 140,42 4.790 108.5 9.70 8.30
9.0 43.1 15.1 3.58 0.061 1.39 0,152 1.4 0.40 0,39

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



Table 20. Gross findings of female rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9877)

MAN (mg/kg)
Item Control 7.5 15 30
No. of animals examined 12* 12 12b 12°
Organ : Findings
Glandular stomach : Dark red patch, mucosa 0d 1 1 2
Liver : Yellowish white discoloration 0 1 0 0
Skin : Subcutaneous white mass 0 0 1 0
Subcutaneous yellowish white mass 0 0 0 1

a: Includes one animal that had no evidence of pregnancy.
b: Includes two animals that had no evidence of pregnancy.
c: Includes one animal that failed in copulation.

d: Values are no. of animals with findings.



Table 21. Absolute and relative organ weights of female rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/developmental
toxicity screening test (SR-9877)

------------------

-------------------------------------------------------------------------------------------------------------------------------------

Body Liver Kidney Spleen Heart Brain
No. of welght Right Left Total
Group animals g g % g % g ] 9 % g X 9 % 9 %
a ,
Controt il 309.1 9,694 3,140 1.003 0.324 0.965 0.313 1.968 0.637 0.613 0.196 0.922 0.298 2.051 0.666
19.9 0.746 0.213 0.073 0.021 0.068 0.025 0.134 0.043 0.098 0.024 0.042 0,017 0.107 0.053

0.200 1,005« 0.324 2.029 0.653

MAN 7.5 mg/kg 11 31,5 10,659 3.420% 1,025 0.330 0.996 0.321 2,022 0.652 0.625
0.110 0.024 0.132 0.040 0.053 0.041

21.5 1.006  0.166  0.070 0.022  0.092 0.034 0.154 0.053

MAN 15 ma/kg 10 306.9 10.478 3613 1,018 0.332 0.992 0.324 2.010 0.455 0.673 0.220 0.980%  0.319% 2,051 0.671
18.2 0.929 0.215 0.077 0.021 0.070 0.021 0.145 0.043 0.103 0.038 0.051 0.018 0.062 0.034
MAN 30 mg/kg 11 308.7 10,724%  3,465%% 1,021 0.331 0.99 0.321 2.015 0.655 0.838%%  0.274%%  1,024% 0,330  2.013 0.655
21.6 1.210 0.206 0.092 0.024 0.089 0.017 0.178 0.042 0.119 0.038 0.135 0.036 0.066 0.053
Thymus Adrenal Qvary
No. of Right Left Totat Right Left Total
Group animals mg 107%% g 107%% mg 1073% mg 1073% g 107%% mg 107%% mg 107%
Control 1 219.6 70,383 %.8  11.270 37.0 11,981 7.8 23.252 53.2  17.189 53.1 17.292 106.3  34.480
71,3 19.75 .1 1.129 4.8 1.470 8.3 2.416 7.7 2.061 6.6 2.814 7.3 2.896
MAN 7.5 mg/kg 11 223.1 71.106 8.4 12.285 £2.1 13.495% 80.5 25,780 55.8 17.957 50.2 16.197 106.0  34.155
77.3 22.416 5.8 1.356 6.4 1.628 1.7 2.794 4.5 1,358 5.6 2.278 1.2 2.995
MAN 15 mg/kg. . 10 196.8 64,247 %8 11,333 3.5 11.892 7.3 23.226 54,3 17.692 52.5 17.108 106.8  34.797
60.7  20.346 3.6 0.904 3.6 0.920 7.0 1.74k 7.7 2.2%1 8.6 2.605 12.7 3,513
MAN 30 mg/ky 11 2060.3  65.323 7.6 12.165 k1.4 13,397% 79.0 25,562 52.6  17.095 56.9  18.506 109.5  35.598
5¢.6 18.878 6.1 1.530 5.0 1.268 10.8 2.662 6.1 1.984 7.3 2.493 10.1 3475

a: Values are means and S.0. thereunder.
*: Differs from control, p < 0.05.
w#: Differs from control, p = 0.01.




Table 22. Histopathological findings of female rats dosed orally with 2-methyl-2-propenenitrile (MAN) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9877)

MAN (mg/kg)
Ttem Control 75 15 30
No. of animals examined 12 12 12b 12°
Organ : Findingsd Grade®

Lung : Accumulation, foam cell + 3f B - 2
Fibrosis, focal + 1 - - 1
Tongue : Ulcer + 2 - - 0
Granulation, muscular layer + 2 - - 0
Esophagus : Granulation, muscular layer + 0 - - 1
Glandular stomach : Erosion + 0 1 1 2
Jejunum : Granuloma, Peyer's patch + 1 - - 0
Mineralization, Peyer's patch + 1 - - 0
Pancreas : Atrophy, acinar ceft + 0 - - 1
Liver : Necrosis, focal + 0 0(1)h - I
Necrosis, centrilobular +++ 0 1(1) - 0
Heart : Myocardial degeneration + 1 - - 0
Kidney : Cyst <> 1 - - 0
Mineralization, pelvic mucosa + 1 - - 1
Regeneration, tubular epithelium + 1 - - 0

Spleen : Hematopoiesis, extramedullary + 1 0 3 [7]*
Pituitary gland : Cyst, pars distalis <+> 0 2 0 0
Cyst, pars intermedia <> 0 0 0 1
Eyeball : Atrophy, retina, focal + 0 - - 1
Harderian gland : Cellular infiltration, lymphocyte + 1 - - 0
Mammary gland : Adenocarcinoma <> 0 - (1) 1
Cellular infiltration, neutrophil + 0 - 0(1) 1

a: Includes one animal that had no evidence of pregnancy.

b: Includes two animals that had no evidence of pregnancy.

c: Includes one animal that failed in copulation.

d: There were no abnormal findings in the trachea, larynx, parotid gland, submandibular gland, sublingual gland, forestomach, duodenum, ileum, cecum, colon, rectum,
thoracic aorta, urinary bladder, ovary, uterus, vagina, cerebrum, cerebellum, spinal cord, sciatic nerve, thymus, bone marrow, submandibular lymph node, mesenteric
lymph node, thyroid, parathyroid, adrenal, skeletal muscle, sternum, femur or skin.

e: + = slight change, +++ = severe change and <+> = presence in "presence or not" basis.

f: Values are no. of animals with findings.

g: - = blank value.

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

*: Differs from control, p=0.05.



Table 23. Influence of 2-methyl-2-propenenitrile (MAN) on reproductive ability of rats in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9877)

Estrous cycle

Before administration Administration period No. of : b
No. of Normal Abnormal Normal Abnormal pairs with  Days from Copulation No. of Fertility
pairs Total Continuous Irregular Total Continuous Irregular successful  mating to index pregnant ~index
Group mated - diestrus diestrus copulation  copulation % animals %
Control 12 12 0 S - 12 0 - - 12 23 =% O.Sd 100.0 11 91.7
MAN 7.5 mg/kg 12 12 0 - - 12 0’ . - 12 2.9 £ 09 100.0 11 91.7
MAN 15 mg/kg 12 12 0 - - 12 0 - - 12 29 1.1 100.0 10 83.3
MAN 30 mg/kg 12 12 0 - - 11 1 1 - 11 3536 91.7 11 100.0

a: (No. of pairs with successful copulation / no. of pairs mated) x 100.
b: (No. of pregnant animals / no. of pairs with successful copulation) x 100.

c: - = blank value.
d: Values are means * S.D.



Table 24. Influence of 2-methyl-2-propenenitrile (MAN) on delivery and maternal behavior in the combined repeat dose and reproductive/developmental toxicity screening test in rats

(SR-9877)
Live pups born Dead pups born
No. of a Live d e
No. of implan- No.of  Delivery birth c Gestation Gestation  Nursing
pregnant tation pups index index Sex length index index
Group females sites bom % No. % ratioc  Male Female No.  Male Female day % %
Control Total 11 167 160 160 83 77 0 0 0
Mean 152 14.5 96.021 14.5  100.000 1.212 7.5 7.0 0.0 0.0 0.0 22.5 100.0 100.0
S.D. 1.7 1.7 7.195 1.7 0.000 0.616 2.0 1.8 0.0 0.0 0.0 0.5
MAN 7.5 mg/kg Total 11 173 158 157 69 88 1 0 1
Mean 15.7 14.4 91.523 14.3 99.465 0.831 6.3 8.0 0.1 0.0 0.1 22.6 100.0 100.0
S.D. 1.3 22 12.750 2.1 1.773 0.298 1.6 1.8 0.3 0.0 03 0.5
MAN 15 mg/kg Total 10 158 150 150 74 76 0 0 0
Mean 15.8 15.0 94.869 15.0  100.000 1.090 7.4 7.6 0.0 0.0 0.0 22.8 100.0 100.0
S.D. 1.1 1.6 6.490 1.6 0.000 0.437 14 24 0.0 0.0 0.0 04
MAN 30 mg/kg Total 11 176 160 150 71 79 10 3 7
Mean 16.0 14.5 91.193 13.6 92.027 1.002 6.5 72 0.9 0.3 0.6 22,6 100.0 100.0
S.D. 20 23 10.588 43 24.556 0.608 2.6 2.6 2.7 0.9 1.8 0.5

a: (No. of pups born / no. of implantation sites) x 100.
b: (No. of live pups born / no. of pups born) x 100.

c: No. of male pups / no. of female pups.

d: (No. of females with live pups delivery / no. of pregnant females) x 100.

e: (No. of females nursing live pups / no. of females with normal delivery) x 100.




Table 25. Influence of 2-methyl-2-propenenitrile (MAN) on viability of pups in the combined repeat dose and reproductive/developmental
toxicity screening test in rats (SR-9877)

Live pups on day 4
No. of live Viability®
No.of . pupsbom index
Group dams (on day 0) No. % Male Female
Control Total 11 160 159 83 76
Mean 14.5 14.5 99.465 7.5 6.9
S.D. 1.7 1.6 1.773 2.0 1.8
MAN 7.5 mg/kg Total 11 157 155 69 - 86
Mean 143 14.1 98.864 6.3 7.8
S.D. 21 2.0 2.528 1.6 1.7
MAN 15 mg/kg Total 10 150 147 71 76
Mean 15.0 14.7 © 98.110 7.1 7.6
S.D. 1.6 1.5 3.062 1.4 24
MAN 30 mg/kg Total 11 150 150 7 79
Mean 13.6 13.6 100.000 6.5 72
S.D. 43 43 0.000 26 2.6

a: (No. of live pups on day 4 / no. of live pups born) x 100.



Table 26. General appearance of pups in the combined repeat dose and reproductive/developmental toxicity screening test of 2-methyl-2-propenenitrile (MAN) in rats

(SR-9877)
Male Female
MAN (mg/kg) MAN (mg/kg)

Item Control 75 15 30 Control 7.5 15 30
No. of animals examined 83* 69 74 71 77 88 76 79
No. of dead/missing animals 0 0 3 0 1 2 0 0

Dead animals -b - 1° - 1 2 - -

Missing animals - - 2 - 0 0 - -
No. of surviving animals 83 69 71 71 76 86 76 79

Trauma 0 0 0 0 0 0 0 1

a: Values are no. of live animals at birth.
b: - = blank value.
c: Values are no. of animals with findings.




Table 27. Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screening test of 2-methyl-Z-propenenitrile (MAN) in rats (SR-9877)

Male Female Litter weight
Day of lactation Body weight gain ~ Day of lactation Body weight gain Day of lactation
No. of a
Group Litters 0 i 4 Day 0-4 ¥ 0 1 & Day 0-4 4 0 1 4
b N
Controt 1 6.99 7.64 10,80 3.81  54.364 6.60 7.23 10.34 3,74 56,535 98.14  107.27  151.44
0.68 0.85 1.25 0.66 7.038 0.63 0.74 1.12 0.59 6.929 9.61 11.26 13.3%
MAN 7.5 mg/kg " 7.00 7.66 11.09 4,09 57.968 6.68 7.32 10.61 3,93 58,317 96.65  104.83  150.61
0.53 0.82 1.46 0.98 10.2%7 0.57 0.78 1.3 0.79 7.973 11.61 12.08 15.98
MAN 15 mg/kg 10 6.90  7.55 10.99 4,09  59.213 6.50 7.14 10.22 3,72 56.921 99.51  109.18  154.09
0.63 0.76 1.24 0.74 8.494 0.53 0.73 1.25 0.80 8.807 8.17 8.5 13,99
MAN 30 mg/kg 1 6.9 7.58 11.05 .14 59.614 6.60 7.27 10.40 3,80 57.318 91,38  100.35  143.23
0.55 0.79 1.3 0,89  11.004 0.53 0.68 1.17 0.73 8.421 21.56 30.07 42.32

...................................................................................

a: (Body weight gain / body weight on day 0) x 100,
b: Values are means and S.D. thereunder, and expressed in gram.




Table 28. Gross findings of pups in the combined repeat dose and reproductive/developmental toxicity screening test of 2-methyl-2-propenenitrile (MAN) in rats

(SR-9877)
Male Female
MAN (mg/kg) MAN (mg/kg)
Item Control 7.5 15 30 Control 7.5 15 30
Findings of dead pups at birth
No. of animals examined 0 0 0 3 0 1 0 7
Organ : Findings
External ; Trauma 2 - - lb » - 0 - 2
Findings of dead pups after birth
No. of animals examined 0 0 1 0 1 2 0 0
Organ : Findingsc
Findings of pups killed on day 4 of lactation
No. of animals examined 83 69 71 71 76 86 76 79
Organ : Findings
Liver : Yellowish white patch 0 1 0 0 0 0 0
External : Trauma 0 0 0 0 0 0 0 1
a: - = blank value.

b: Values are no. of animals with findings.
c: There were no abnormal findings in all the organs and tissue.
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